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APPROVAL LETTER 
 



DEPARTMENT OF HEALTH & HUMAN SERVICES

                          
             Food and Drug Administration
             Silver Spring, MD  20993

ANDA 090842

InvaGen Pharmaceuticals, Inc.
Attention: Ram Mohan Kathuroju

     Director-Regulatory Affairs
7 Oser Avenue
Hauppauge, NY 11788

Dear Sir:

This is in reference to your abbreviated new drug application (ANDA) dated October 2, 2008, 
submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), for 
Raloxifene Hydrochloride Tablets USP, 60 mg.

Reference is also made to the tentative approval letter issued by this office on March 4, 2014, 
and to your amendments dated July 14, August 19, September 8, and September 22, 2014.

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 Raloxifene Hydrochloride Tablets USP, 60 mg,
to be bioequivalent and, therefore, therapeutically equivalent to the reference listed drug (RLD), 
Evista Tablets, 60 mg, of Eli Lilly and Company (Lilly). 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, Lilly’s Evista Tablets, is subject to periods
of patent protection. The following patents and expiration dates are currently listed in the 
agency’s publication titled Approved Drug Products with Therapeutic Equivalence Evaluations
(the “Orange Book”):

U.S. Patent Number Expiration Date

6,458,811 (the '811 patent) March 10, 2017
6,797,719 (the '719 patent) March 10, 2017
6,894,064 (the '064 patent) March 10, 2017
8,030,330 (the '330 patent) March 10, 2017

Your ANDA contains paragraph IV certifications under section 505(j)(2)(A)(vii)(IV) of the Act 
stating that each of these patents is invalid, unenforceable, or will not be infringed by your 
manufacture, use, or sale of Raloxifene Hydrochloride Tablets USP, 60 mg, under this ANDA.
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You have notified the agency that InvaGen Pharmaceuticals, Inc. (InvaGen) complied with the 
requirements of section 505(j)(2)(B) of the Act, and litigation for infringement of the ‘811, ‘719, 
and ‘064 patents was brought against InvaGen within the statutory 45-day period in the United 
States District Court for the Southern District of Indiana, Indianapolis Division [Eli Lilly and 
Company v. InvaGen Pharmaceuticals, Inc., Civil Action No. 1:09-CV-0087-DFH-TAB]. You 
have also notified the agency that Lilly has voluntary dismissed its litigation against InvaGen.
With respect to the ‘330 patent, you have notified the agency that no action for infringement was 
brought against InvaGen.
  
Under section 506A of the Act, certain changes in the conditions described in this ANDA require 
an approved supplemental application before the change may be made.

Please note that if FDA requires a Risk Evaluation & Mitigation Strategy (REMS) for a listed 
drug, an ANDA citing that listed drug also will be required to have a REMS.  See section 505-
1(i) of the Act.

Postmarketing reporting requirements for this ANDA are set forth in 21 CFR 314.80-81 and 
314.98.  The Office of Generic Drugs should be advised of any change in the marketing status of 
this drug.

Promotional materials may be submitted to FDA for comment prior to publication or 
dissemination.  Please note that these submissions are voluntary.  If you desire comments on 
proposed launch promotional materials with respect to compliance with applicable regulatory 
requirements, we recommend you submit, in draft or mock-up form, two copies of both the 
promotional materials and package insert directly to:

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

We call your attention to 21 CFR 314.81(b)(3) which requires that all promotional materials be 
submitted to the Office of Prescription Drug Promotion with a completed Form FDA 2253 at the 
time of their initial use.

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title III) 
established certain provisions with respect to self-identification of facilities and payment of 
annual facility fees. Your ANDA identifies at least one facility that is subject to the self-
identification requirement and payment of an annual facility fee.  Self-identification must occur 
by June 1 of each year for the next fiscal year.  Facility fees must be paid each year by the date 
specified in the Federal Register notice announcing facility fee amounts. All finished dosage 
forms (FDFs) or active pharmaceutical ingredients (APIs) manufactured in a facility that has not 
met its obligations to self-identify or to pay fees when they are due will be deemed misbranded.
This means that it will be a violation of federal law to ship these products in interstate commerce 
or to import them into the United States.  Such violations can result in prosecution of those 
responsible, injunctions, or seizures of misbranded products.  Products misbranded because of 
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failure to self-identify or pay facility fees are subject to being denied entry into the United 
States.

As soon as possible, but no later than 14 days from the date of this letter, submit, using the FDA 
automated drug registration and listing system (eLIST), the content of labeling [21 CFR 
314.50(l)] in structured product labeling (SPL) format, as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm, that is 
identical in content to the approved labeling (including the package insert, and any patient 
package insert and/or Medication Guide that may be required). Information on submitting SPL 
files using eLIST may be found in the guidance for industry titled “SPL Standard for Content of 
Labeling Technical Qs and As” at 
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/U
CM072392.pdf. The SPL will be accessible via publicly available labeling repositories.

Sincerely yours,

{See appended electronic signature page}

CAPT Jason J.Y. Woo, M.D., M.P.H.
Acting Director, Office of Regulatory Operations
Office of Generic Drugs
Center for Drug Evaluation and Research
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Jason Woo, M.D., M.P.H.
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DEPARTMENT OF HEALTH & HUMAN SERVICES

                          
             Food and Drug Administration
             Silver Spring, MD  20993

ANDA 090842

InvaGen Pharmaceuticals, Inc.
Attention: Ram Mohan Kathuroju
           Director-Regulatory Affairs   
7 Oser Avenue
Hauppauge, NY 11788

Dear Sir:

This is in reference to your abbreviated new drug application
(ANDA) dated October 2, 2008, submitted pursuant to section 
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), 
for Raloxifene Hydrochloride Tablets USP, 60 mg. 

Reference is made to the tentative approval letter issued by 
this office on June 21, 2012, and to your amendment dated 
December 23, 2013.

We have completed the review of this ANDA as amended, and based 
upon the information you have presented to date we have concluded 
that the drug is safe and effective for use as recommended in 
the submitted labeling.  However, we remain unable to grant 
final approval to your ANDA at this time because of the 
exclusivity issue noted below.  Therefore, the ANDA remains
tentatively approved.  This determination is based upon 
information available to the agency at this time (i.e., 
information in your ANDA and the status of current good 
manufacturing practice (cGMP) at the facilities used in the 
manufacturing and testing of the drug product) and is therefore 
subject to change on the basis of new information that may come 
to our attention.  

The reference listed drug (RLD) upon which you have based your 
ANDA, Evista Tablets, of Eli Lilly (Lilly), is subject to 
periods of patent protection. The following patents and 
expiration dates are currently listed in the agency’s 
publication titled Approved Drug Products with Therapeutic 
Equivalence Evaluations (the “Orange Book”): 
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      U.S. Patent Number Expiration Date

6,458,811 (the '811 patent) March 10, 2017
6,797,719 (the '719 patent) March 10, 2017
6,894,064 (the '064 patent) March 10, 2017
8,030,330 (the '330 patent) March 10, 2017

Your ANDA contains paragraph IV certifications under section 
505(j)(2)(A)(vii)(IV) of the Act stating that the patents are 
invalid, unenforceable, or will not be infringed by your 
manufacture, use, or sale of Raloxifene Hydrochloride Tablets 
USP, 60 mg, under this ANDA. You have notified the agency that 
InvaGen Pharmaceuticals, Inc. (InvaGen) complied with the 
requirements of section 505(j)(2)(B) of the Act, and litigation 
for infringement of the ‘811, ‘719, and ‘064 patents was brought 
against InvaGen within the statutory 45-day period in the United 
States District Court for the Southern District of Indiana, 
Indianapolis Division [Eli Lilly and Company v. InvaGen 
Pharmaceuticals, Inc., Civil Action No. 1:09-CV-0087-DFH-TAB].
You have also notified the agency that litigation was dismissed.

However, we are unable at this time to grant final approval to 
your ANDA.  Prior to the submission of your ANDA, other 
applicants submitted substantially complete ANDAs providing for 
Raloxifene Hydrochloride Tablets USP, 60 mg, and containing 
paragraph IV certifications to the ‘811, ‘719, ‘064 and ‘330 
patents.  Your ANDA will be eligible for final approval on the 
date that is 180 days after the date the agency receives notice, 
with respect to one of the other ANDAs, of the commercial 
marketing or court decision dates identified in section 
505(j)(5)(B)(iv) of the Act.1

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.

To reactivate your ANDA prior to final approval, please submit a 
“MINOR AMENDMENT – FINAL APPROVAL REQUESTED” 90 days prior to 
the date you believe that your ANDA will be eligible for final
approval.  This amendment should provide the legal/regulatory 
basis for your request for final approval and should include a 

                                                          
1 Because one of the other ANDAs was filed before the date of enactment of the 
Medicare Prescription Drug, Improvement and Modernization Act (MMA)(Public 
Law 108-173) on December 8, 2003, this reference to the 180-day exclusivity 
provision is to the section of the Act as in effect prior to December 8, 2003.  
See MMA § 1102(b)(1).
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copy of a court decision, or a settlement or licensing agreement, 
as appropriate.  It should also identify changes, if any, in the 
conditions under which the ANDA was tentatively approved, i.e., 
updated information such as final-printed labeling, chemistry, 
manufacturing, and controls data as appropriate.  This amendment 
should be submitted even if none of these changes were made, and 
it should be designated clearly in your cover letter as a MINOR 
AMENDMENT – FINAL APPROVAL REQUESTED.

In addition to the amendment requested above, the agency may 
request at any time prior to the date of final approval that you 
submit an additional amendment containing the requested 
information.  Failure to submit either or, if requested, both 
amendments may result in rescission of the tentative approval 
status of your ANDA, or may result in a delay in the issuance of 
the final approval letter.

Any significant changes in the conditions outlined in this ANDA 
as well as changes in the status of the manufacturing and 
testing facilities' cGMPs are subject to agency review before 
final approval of the ANDA will be made.  Such changes should be 
categorized as representing either “major” or “minor” changes, 
and they will be reviewed according to OGD policy in effect at 
the time of receipt.  The submission of multiple amendments 
prior to final approval may also result in a delay in the 
issuance of the final approval letter.

This drug product may not be marketed without final agency 
approval under section 505 of the Act.  The introduction or 
delivery for introduction into interstate commerce of this drug 
product before the final approval date is prohibited under 
section 301 of the Act.  Also, until the agency issues the final 
approval letter, this drug product will not be deemed to be 
approved for marketing under section 505 of the Act, and will 
not be listed in the “Orange Book.” 

The Generic Drug User Fee Amendments of 2012 (GDUFA)(Public Law 
112-144, Title III) established certain provisions with respect 
to self-identification of facilities and payment of annual 
facility fees. Your ANDA identifies at least one facility that 
is subject to the self-identification requirement and payment of 
an annual facility fee.  Self-identification must occur by June 
1 of each year for the next fiscal year.  Facility fees must be 
paid each year by the date specified in the Federal Register
notice announcing facility fee amounts. All finished dosage 
forms (FDFs) or active pharmaceutical ingredients (APIs) 
manufactured in a facility that has not met its obligations to 
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self-identify or to pay fees when they are due will be deemed 
misbranded. This means that it will be a violation of federal 
law to ship these products in interstate commerce or to import 
them into the United States.  Such violations can result in 
prosecution of those responsible, injunctions, or seizures of 
misbranded products.  Products misbranded because of failure to 
self-identify or pay facility fees are subject to being denied 
entry into the United States.

In addition, we note that GDUFA requires that certain non-
manufacturing sites and organizations listed in generic drug 
submissions comply with the self-identification requirement.
The failure of any facility, site, or organization to comply 
with its obligation to self-identify and/or to pay fees when due 
may raise significant concerns about that site or organization 
and is a factor that may increase the likelihood of a site 
inspection prior to approval.  FDA does not expect to give 
priority to completion of inspections that are required simply 
because facilities, sites, or organizations fail to comply with 
the law requiring self-identification or fee payment.

Additionally, we note that the failure of any facility referenced 
in the application to self-identify and pay applicable fees means 
that FDA will not consider the GDUFA application review goal 
dates to apply to that application.

For further information on the status of this ANDA, or prior to 
submitting additional amendments, please contact Bic Nguyen, 
Project Manager, at (240)276-9661.

Sincerely yours,

{See appended electronic signature page}

Kathleen Uhl, M.D.
Acting Director
Office of Generic Drugs
Center for Drug Evaluation and Research
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Kathleen Uhl, M.D.
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ANDA 090842  
 
 
 
 
 
InvaGen Pharmaceuticals, Inc. 
Attention: Sudhakar Vidiyala 
   President 
7 Oser Avenue 
Hauppauge, NY 11788 
 
 
Dear Sir: 
 
This is in reference to your abbreviated new drug application 
(ANDA) dated October 2, 2008, submitted pursuant to section 
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), 
for Raloxifene Hydrochloride Tablets USP, 60 mg.  
 
Reference is also made to your amendments dated January 20, 
2008; July 7, and July 22, 2009; March 24, June 14, June 17, and 
December 6, 2010; May 16, and August 12, 2011; and February 16, 
2012.  We also acknowledge receipt of your correspondences dated 
December 29, 2008; February 23, and April 2, 2009; November 18, 
November 22, and November 28, 2011; and January 16, 2012, 
addressing patent issues associated with this ANDA. 
 
We have completed the review of this ANDA, and based upon the 
information you have presented to date we have concluded that 
the drug is safe and effective for use as recommended in the 
submitted labeling.  However, we are unable to grant final 
approval to your ANDA at this time because of the patent issue 
noted below.  Therefore, the ANDA is tentatively approved.  This 
determination is based upon information available to the agency 
at this time (i.e., information in your ANDA and the status of 
current good manufacturing practice (cGMP) of the facilities 
used in the manufacturing and testing of the drug product).  
This determination is subject to change on the basis of new 
information that may come to our attention. 
 
The reference listed drug (RLD) upon which you have based your 
ANDA, Evista Tablets of Eli Lilly (Lilly), is subject to periods 
of patent protection.  The following patents and expiration 
dates are currently listed in the agency’s publication titled 
Approved Drug Products with Therapeutic Equivalence Evaluations 
(the “Orange Book”):  
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 U.S. Patent Number   Expiration Date 
 

5,393,763 (the '763 patent)  July 28, 2012 
5,457,117 (the '117 patent)  July 28, 2012 
5,478,847 (the '847 patent)  March 2, 2014 
5,811,120 (the '120 patent)  March 2, 2014 
5,972,383 (the '383 patent)  March 2, 2014 
6,458,811 (the '811 patent)  March 10, 2017 
6,797,719 (the '719 patent)  March 10, 2017 
6,894,064 (the '064 patent)  March 10, 2017 
8,030,330 (the '330 patent) March 10, 2017 
6,906,086 (the '086 patent)  July 28, 2012 
RE38,968  (the '968 patent)  July 28, 2012 
RE39,049  (the '049 patent)  July 28, 2012 
RE39,050  (the '050 patent)  March 2, 2014  

 
With respect to the ‘120, ‘383, ‘811, ‘719, ‘064, and ‘330 
patents, 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 Raloxifene Hydrochloride 
Tablets USP, 60 mg, under this ANDA.  You have notified the 
agency that InvaGen Pharmaceuticals, Inc. (InvaGen) complied 
with the requirements of section 505(j)(2)(B) of the Act, and 
litigation for infringement of the ‘811, ‘719, and ‘064 patents 
was brought against InvaGen within the statutory 45-day period 
in the United States District Court for the Southern District of 
Indiana, Indianapolis Division [Eli Lilly and Company v. InvaGen 
Pharmaceuticals, Inc., Civil Action No. 1:09-CV-0087-DFH-TAB]. 
You have also notified the agency that Lilly has voluntary 
dismissed its litigation against InvaGen without prejudice.  
With respect to the ‘120, ‘383, and ‘3301 patents, you have 
notified the agency that no action for infringement was brought 
against InvaGen. 
 
With respect to the ‘763, ‘117, ‘847, ‘086, ‘968, ‘049, and ‘050 
patents, your ANDA contains paragraph III certifications under 
section 505(j)(2)(A)(vii)(III) of the Act stating that InvaGen 
will not market Raloxifene Hydrochloride Tablets USP, 60 mg, 
prior to the expiration of these patents.  Therefore, final 
approval of your ANDA may not be made effective pursuant to 
section 505(j)(5)(B)(ii) of the Act until the ‘847 and the ‘050 
patents have expired, currently, March 2, 2014. 
 

                                                           
1We note that the ‘330 patent was listed in the Orange Book after receipt of 
your ANDA. 
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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. 
 
To reactivate your ANDA prior to final approval, please submit a 
“MINOR AMENDMENT – FINAL APPROVAL REQUESTED” 90 days prior to 
the date you believe that your ANDA will be eligible for final 
approval.  This amendment should provide the legal/regulatory 
basis for your request for final approval and should include a 
copy of a court decision, or a settlement or licensing agreement, 
as appropriate.  It should also identify changes, if any, in the 
conditions under which the ANDA was tentatively approved, i.e., 
updated information such as final-printed labeling, chemistry, 
manufacturing, and controls data as appropriate.  This amendment 
should be submitted even if none of these changes were made, and 
it should be designated clearly in your cover letter as a MINOR 
AMENDMENT – FINAL APPROVAL REQUESTED. 
 
In addition to the amendment requested above, the agency may 
request at any time prior to the date of final approval that you 
submit an additional amendment containing the requested 
information.  Failure to submit either or, if requested, both 
amendments may result in rescission of the tentative approval 
status of your ANDA, or may result in a delay in the issuance of 
the final approval letter. 
 
Any significant changes in the conditions outlined in this ANDA 
as well as changes in the status of the manufacturing and 
testing facilities' compliance with cGMP are subject to agency 
review before final approval of the ANDA will be made.  Such 
changes should be categorized as representing either “major” or 
“minor” changes, and they will be reviewed according to OGD 
policy in effect at the time of receipt.  The submission of 
multiple amendments prior to final approval may also result in a 
delay in the issuance of the final approval letter. 
 
This drug product may not be marketed without final agency 
approval under section 505 of the Act.  The introduction or 
delivery for introduction into interstate commerce of this drug 
product before the final approval date is prohibited under 
section 301 of the Act.  Also, until the agency issues the final 
approval letter, this drug product will not be deemed approved 
for marketing under section 505 of the Act, and will not be 
listed in the “Orange Book.”  Should you believe that there are 
grounds for issuing the final approval letter prior to March 2, 
2014, you should amend your ANDA accordingly. 
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For further information on the status of this ANDA or upon 
submitting an amendment to the ANDA, please contact Christina 
Kirby, Pharm.D, Regulatory Project Manager, at 240-276-8573. 
 
   

Sincerely yours, 
 

{See appended electronic signature page} 
 
Keith Webber, Ph.D. 
Deputy Director 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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LABELING REVIEWS 



 
APPROVAL SUMMARY 

 
REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
ANDA Number:   090842    
 
Dates of Submission: June 14, 2010 (amendment)   
 
Applicant's Name:  Invagen Pharmaceuticals, Inc. 
 
Established Name:  Raloxifene Hydrochloride Tablets USP, 60 mg 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
APPROVAL SUMMARY: 
  
REMS required? (checked November 8, 2010) 

 Yes    No 
 
REMS acceptable? 

 Yes   No   n/a 
 
1. Do you have Final Printed Labels and Labeling? Yes  
 
2.  CONTAINER (Bottles of 30s and 1000s): 

Satisfactory in final print as submitted June 14, 2010. 
 

3.  PHYSICIAN INSERT 
Satisfactory in final print as submitted June 14, 2010. 

 
4. Stand-alone MEDICATION GUIDE 
 Satisfactory in final print as submitted June 14, 2010. 
 
5.   Revisions required post-approval: No. 
  
 
FOR THE RECORD: 

 
1. MODEL LABELING 

This review was based on the labeling for Evista® Tablets (NDA 020815/S-025 approved September 13, 2007).   
NDA 020815/S-025 provided for new indications (reduction in risk of invasive breast cancer in postmenopausal women 
with osteoporosis and women at high risk for invasive cancer).  These indications were approved under NDA 022042. 
NDA 022042 is a type 6 NDA and therefore not be listed in the OB.  All exclusivity and updates are filed under the 
parent NDA 020815, and according to the approval letter, "All 15-day alert reports, periodic (including quarterly) adverse 
drug experience reports, field alerts, annual reports, supplements, and other submissions [for NDA 022042] should be 
addressed to the original NDA 020815 for this drug product, not to this NDA [NDA 22-042]. In the future, do not make 
submissions to this NDA [NDA 022042] except for the final printed labeling requested above."  
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U-662  TREATMENT OF OSTEOPOROSIS IN POSTMENOPAUSAL WOMEN  
U-825  USE FOR PREVENTION OF BREAST CANCER 

 
 
Information on Split Certification from 12/29/08 XP Amendment: 

 

 

 
 
 

 
 

Master Que Notes: 
- 04/10/2009: SD 04/02/2009 & LD 04/03/09. Suit notice from innovator asking to stop approval until at least end of 

30 month stay. tp 
- 03/10/2009: LD 02/23/2009 & SD 02/26/2009. suit filed on 1/28/2009 in Southern D of IN for infringement of '811, 

'719, and '064. tp 
- 01/08/2009: LD 12/29/2008 & SD 01/02/2009. Notice provided to patent holders. RR dated 12/22/2008.tp 
 
Exclusivity Data 
Exclusivity 

Code Exclusivity Expiration How filed 

I-539 SEP 13, 2010 expired  
ODE SEP 13, 2014 Carve-out  

 Code   Definition  
I-539  

 
REDUCTION IN RISK OF INVASIVE BREAST CANCER IN POSTMENOPAUSAL WOMEN WITH OSTEOPOROSIS AND 
WOMEN AT HIGH RISK FOR INVASIVE CANCER  
 

ODE 

 

 
http://www.fda.gov/orphan/designat/list.htm  

 

 
 

3.   MANUFACTURING FACILITY OF FINISHED DOSAGE FORM 
InvaGen Pharmaceuticals Inc, 
7 Oser Avenue, 
Hauppauge, New York 11788 
USA 

 
4. CONTAINER/CLOSURE 

RLD: 30s, 100s, 2000 
ANDA:  30s and 1000s 
 
Bottle: White HDPE Reference ID: 2862390
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REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
ANDA Number:   090842    
 
Dates of Submission: July 7, 2009 (amendment)   
 
Applicant's Name:  Invagen Pharmaceuticals, Inc. 
 
Established Name:  Raloxifene Hydrochloride Tablets USP, 60 mg 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
Labeling Deficiencies:  
 
1. GENERAL COMMENT:  

Please respond to the following question on your cover letter: please comment on how many Medication 
Guides will be provided for each packaging configuration. 

 
2.  CONTAINER (Bottles of 30s and 1000s): 

a. "Each film-coated tablet…" 
b. Please revise the "PHARMACIST" statement to read: 

“PHARMACIST: Dispense the enclosed Medication Guide to each patient.” or 
“PHARMACIST: Dispense the accompanying Medication Guide to each patient.” Or  
“PHARMACIST: Dispense the Medication Guide provided separately to each patient.” 

Please note that if the medication guides are not physically attached to the bottle of 1000s, please use 
the last statement.  

 
3.  PHYSICIAN INSERT 

a. "CONTENTS" and "FULL PRESCRIBING INFORMATION" should be separated by a horizontal line 
[refer to 21 CFR 201.57(d)(2)]. 

b. The Agency recommends two-column format for the "HIGHLIGHTS" and "CONTENTS" sections. 
c. HIGHLIGHTS, "To report SUSPECTED ADVERSE REACTIONS" subsection: To be in accord with 21 

CFR 201.57(a)(11)(ii), please include the name and phone number of the manufacturer. 
d. FULL PRESCRIBING INFORMATION 

i. Throughout the insert, revise "in the" to read "in a" whenever you are referring to a study or trial 
conducted by the RLD.   

ii. 6.1, third paragraph, subtitle: delete "(MORE)" 
iii. Table 1, Title: "Table 1: Adverse Reactions Occurring in Placebo–Controlled Osteoporosis Clinical 

Trials at a Frequency ≥2.0% and in more Raloxifene Hydrochloride Tablets -Treated (60 mg Once 
Daily) Women than Placebo–Treated Women*" 

iv. 12.3, third sentence: "…in systemic…" [add a space] 
v. 14.1, first paragraph, first sentence: delete "(MORE)" 
 

3. Stand-alone MEDICATION GUIDE 
 Revise to be consistent with the Medication Guide attached to the insert labeling. 
 
Revise your labeling, as instructed above, and submit final printed labeling electronically.  
 
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the reference 
listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly 
updates of new documents posted on the CDER web site at the following address - 
http://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 the previously submitted labeling with all differences annotated and explained.







 

 
 

3.   MANUFACTURING FACILITY OF FINISHED DOSAGE FORM 
InvaGen Pharmaceuticals Inc, 
7 Oser Avenue, 
Hauppauge, New York 11788 
USA 

 
4. CONTAINER/CLOSURE 

RLD: 30s, 100s, 2000 
ANDA:  30s and 1000s 
 
Bottle: White HDPE 
Closure: 30s CRC; 1000s non-CRC 
 
The proposed container/closure comply with USP <661> and USP <671> requirements. 

 
# of medication guides per packaging configuration? 

 
5. INACTIVE INGREDIENTS  

The description of the inactive ingredients in the insert labeling is consistent with the composition statement.  
Drug substance specification: "off white to pale yellow solid" 
 

Item 
# Ingredient 60 mg 

(mg/tablet) 

1 Raloxifene Hydrochloride 60.0 

2 
Mannitol, USP  

3 
Crospovidone, NF 

 

4 Hydroxy Propyl Cellulose, NF  
 

5 Polaxomer 407, NF  
 

6 

7 

8 Magnesium stearate, NF 

 

9 Opadry White,  (Titanium Dioxide, 
Hypromellose, Polyethylene glycol 400, Polysorbate 80) 

10  

Total Tablet Weight 288.0 

      

 
6. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON 

RLD:  Store at CRT 20-25 C(68-77F) excursions permitted to 15o-30oC (59o-86oF) 
ANDA: Store at 20°-25°C (68°-77°F)[see USP Controlled Room Temperature]" 
 

7. DISPENSING STATEMENTS COMPARISON 
RLD: Dispense in a tight container. 
ANDA: Dispense in a tight. 
 

8.  FINISHED PRODUCT COA -  
RLD: White, elliptical and film coated tablets 
ANDA: White , film coated round biconvex tablets de-bossed with IG on one side and 256 on the other. 
 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
ANDA Number:   90-842    
 
Dates of Submission: October 2, 2008 (original)   
 
Applicant's Name:  Invagen Pharmaceuticals, Inc. 
 
Established Name:  Raloxifene Hydrochloride Tablets USP, 60 mg 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
Labeling Deficiencies:  
 
1. GENERAL COMMENT:  

The drug product is now subject of a USP monograph titled "Raloxifene Hydrochloride Tablets".  We 
encourage you to use "USP" in the established name of your drug product. 

 
2.  CONTAINER (Bottles of 30s and 1000s): 

a. Correct the spelling of the established name.   
b. Add "Each tablet contains 60 mg raloxifene hydrochloride, USP." 
c. Include a statement instructing the authorized dispenser to provide a Medication Guide to each patient 

to whom the drug product is dispensed, and state how the Medication Guide is provided. These 
statements shall appear on the label in a prominent and conspicuous manner. 21 CFR 208.24 (d) 

For example: 
- “PHARMACIST: PLEASE DISPENSE WITH ATTACHED MEDICATION GUIDE” 
or 
- “PHARMACIST: PLEASE DISPENSE WITH MEDICATION GUIDE PROVIDED SEPARATELY” 

 
3.  PHYSICIAN INSERT 

a. GENERAL COMMENT: revise "Raloxifene hydrochloride Tablets" to read "raloxifene hydrochloride 
tablets" unless "Raloxifene" appears at the beginning of a sentence. 

b. HIGHLIGHTS 
i. Title: "Initial" should appear on the next line and it should read "Initial U.S. Approval: 1997" 
ii. Recent Major Changes: please delete "Indications and Usage, Invasive Breast Cancer Risk 

Reduction (1) 9/2007" 
iii. Indications and usage: "Raloxifene hydrochloride tablet is…" 
iv. "To report SUSPECTED ADVERSE REACTIONS" subsection: To be in accord with 21 CFR 

201.57(a)(11)(ii), please include the name and phone number of the manufacturer. 
c. CONTENTS: Renumber  to read "14.5".  You should keep the same number system as the RLD. 
d. FULL PRESCRIBING INFORMATION 

i. 1.1: Delete  
ii. 2.2: "For osteoporosis treatment…" 
iii. 5.11: Delete  
iv. 5.12: Delete "Raloxifene hydrochloride tablets do not eliminate the risk of breast cancer [see Clinical 

Studies (14.4)]." 
v. 6.1, sixth paragraph, first sentence: "Table 1 lists adverse reactions occurring in osteoporosis 

treatment and placebo-controlled clinical trials at a frequency ≥ 2.0% in the raloxifene hydrochloride-
treated women than in placebo-treated women." 

vi. Table 1, Title: "Table 1: Adverse Reactions Occurring in Placebo–Controlled Osteoporosis Clinical 
Trials at a Frequency ≥2.0%" 

vii. Table 1: "† Includes only patients with an intact uterus: raloxifene hydrochloride tablets treatment 
trial: Treatment Trial: n=1948, Placebo, n=1999." 

viii. 6.1: add at the end of this section 
Breast Pain — Across all placebo-controlled trials, raloxifene was indistinguishable from 
placebo with regard to frequency and severity of breast pain and tenderness. Raloxifene was 
associated with less breast pain and tenderness than reported by women receiving estrogens 

(b) (4)

(b) (4)

(b) (4)









(b) (4)



RLD: White, elliptical and film coated tablets 
ANDA: White , film coated round biconvex tablets de-bossed with IG on one side and 256 on the other. 
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36.  CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
 

ANDA: 90-842     APPLICANT: InvaGen Pharmaceuticals, Inc. 
                          
DRUG PRODUCT: Raloxifene Hydrochloride Tablets, 60 mg 
  
The deficiencies presented below represent MINOR 
deficiencies. 

 
A. Deficiencies: 
 
1. The Drug master file  which describes the 

manufacture of the drug substance, has been found 
deficient.  The DMF holder has been notified by a 
separate letter.  Please respond to this deficiency 
only after you have learned that the DMF holder has 
responded. 

 
2. 

 
3. 

 
4. 

 
5. 

 
6. 

 
7. 

 
8. 

 
9. 

 

(b) (4)

(b) (4)



 
 

 

 
10. 

 
11. 

 
12. 

 
13. 

 
14. 

 
B. In addition to responding to the deficiencies presented 

above, please note and acknowledge the following 
comments in your response: 

 
1. All facilities referenced in the ANDA should have a 

satisfactory compliance evaluation at the time of 
approval. We have requested an evaluation from the 
Office of Compliance. 

 
2. Your labeling information is pending review. 

Deficiencies, if any, will be communicated separately. 
 

3. Your bioequivalence information is pending review.  
Deficiencies, if any, will be communicated separately.  

(b) (4)



 
 

 

 
4. Please provide any additional long term stability data 

that may be available. 
 

 

     Sincerely yours, 
 
     {See appended electronic signature page} 
 
     Rashmikant M. Patel, Ph.D. 
     Director 
     Division of Chemistry I 
     Office of Generic Drugs 
     Center for Drug Evaluation and Research



 
 

 

 
 
cc: ANDA 90-842 
 ANDA DUP 
 DIV FILE 
 Field Copy 
 
 
Endorsements: 
 
HFD-620/Ramnarayan S. Randad, Ph.D./2/18/09; 3/11/09; 4/8/09 
HFD-620/Raj Bykadi, Team Leader/ April 8, 2009 
HFD-617/Benjamin Danso, Pharm. D./4-2-09 
 
V:\Chemistry Division I\Team 5\Final Version For DFS 
(Original)\90842.CR01.NA.doc 
 
TYPE OF LETTER:  NOT APPROVABLE - MINOR 
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3.4 Deficiencies, Firm’s Response and Conclusion 

DEFICIENCY #1: 
 
SOP  (Criteria for sample reanalysis and reporting) does not include objective 
criteria for repeating the analysis of sample S27P1 9.0 Hour, of which the original analysis was 
found to be analytically valid. Therefore, the original value (7218.021 pg/mL) should be used in 
the statistical analysis. When using the original assay value for said sample, the 90% confidence 
interval (C.I.) for lnCmax of raloxifene was [65.27;101.56] and did not meet bioequivalence 
acceptance criteria. As a result, fasting study no. BA0818122-01 is unacceptable. 

 
Firm’s Response: 
We acknowledge the comment and find the response received from the  as 
follows: 
 
“Originally, sample S27P1 9.0 hour was selected for reassay based on analyte interference. 
However, upon receipt of the DBE Deficiency Letter of July 7, 2011, we retained the services of 
an independent consultant to review the sample in question and advise us on the validity of our 
approach. The consultant agreed with the Agency's interpretation (from  

). The consultant also noted that the sample in question had a value on original 
assay of 7218.021 pg/mL while the assay calibration curve upper limit of quantitation was 
6648.402 pg/mL, thus the value obtained was extrapolated and therefore; not analytically valid. 
The sample should have been diluted and reassayed in singlet as over the calibration curve 
(OCC) as per  SOP  applicable at the time of study (copy 
attached). The sample was not reassayed as a dilution but was reassayed in singlet according to 

 SOP on AI samples. The reassay value was well within the calibration range (64.831 
pg/ml) and was reported. Subsequently, at the InvaGen's request, the sample was reassayed in 
duplicate (73.489 and 74.646 pg/mL) and these reassay values agreed with the first reassay 
value.  investigated the discrepancy between the original value and the reassay values 
and could find no assignable cause for the difference other than the possible interference of the 
sample during the original sample preparation process. 
 
Since the original value was not analytically valid, the original reassay value was reported as per 

 SOPs.  
 

We regret the confusion surrounding the reanalysis. In the future,  will ensure that 
analytically valid values are obtained for all samples prior to selection for reassay for other 
reasons”.  

 
In reference to the above, 

 
• Please find the Memo from  in section M5.3.1.2 

Comparative BA and Bioequivalence study reports (Attachment 1). 
 

Reference ID: 3003685

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Reviewer’s Comments: 
• Per the Memo from  the firm was advised that it 

should have reported the reassay for sample S27P1 9.0 Hour as “concentration outside 
the calibration curve (OCC).” 

• In the memo, the firm was also advised to investigate the cause of the discrepancy 
between the original value and the reassay value of 64.831 pg/mL. The firm suggested 
analytical interference or contamination during original sample processing. 

• The firm has acknowledged that the reason for reanalysis for this sample should have 
been reported as OCC since the original value was not within the standard curve range 
for raloxifene. In the original submission, this sample was reanalyzed as an analytical 
repeat per the firm’s SOP, and the firm acknowledged that the reanalysis of this sample 
should not have been reported as a pharmacokinetic repeat. 

• To further justify the reanalysis result for this sample, in the amendment dated May 16, 
2011, the firm reported the results of the sample reanalyzed in duplicate with a set of 
freshly prepared calibration curve standards, two sets of quality control (QC) samples, 
and the QC samples prepared during the original analysis (July 15, 2008). The 
concentrations for replicate 1 and 2 were 73.489 pg/mL and 74.646 pg/mL, respectively. 
There is a 12.5% difference between the average of the duplicate reassay samples (74.068 
pg/mL) and the reassay value obtained in the original study (64.831 pg/mL).  

 

Reference ID: 3003685

(b) (4)
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• The firms’ response is satisfactory. 

 
 
 
 

Reference ID: 3003685
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BIOEQUIVALENCE COMMENTS TO BE COMMUNICATED TO THE FIRM 
 

ANDA: 090842 

APPLICANT: InvaGen Pharmaceuticals, Inc. 

DRUG PRODUCT: Raloxifene Hydrochloride Tablets USP, 60 mg 

 
The Division of Bioequivalence I (DBI) has completed its 
review acknowledged on the cover page and has no further 
questions at this time. 
 
We acknowledge that you will conduct dissolution testing 
for your test product using the USP dissolution method and 
specification: 
 
Medium:  0.1% Polysorbate 80 in water  
Volume:   1000 mL   
Temperature:  37ºC±0.5ºC  
USP Apparatus:  II (Paddle) 
Speed:   50 rpm 
Specification:  NLT 80% (Q) in 30 minutes 
 
Please note that the bioequivalence comments provided in 
this communication are preliminary. These comments are 
subject to revision after review of the entire application, 
upon consideration of the chemistry, manufacturing and 
controls, microbiology, labeling, or other scientific or 
regulatory issues. Please be advised that these reviews may 
result in the need for additional bioequivalence 
information and/or studies, or may result in a conclusion 
that the proposed formulation is not approvable. 
 
 
 

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

Reference ID: 3003685
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3.8 Outcome Page 

COMPLETED ASSIGNMENT FOR 90842 ID: 14816  

 
 
Reviewer: Kitchens, Kelly  Date Completed:  
Verifier: ,  Date Verified:  
Division: Division of Bioequivalence    

Description: Raloxifene Hydrochloride Tablets, USP, 60 mg   

 
Productivity:  

ID Letter Date Productivity Category Sub Category Productivity Subtotal
14816  8/12/2011  Other  Study Amendment 1   1   
    Bean Total:  1   

 
 

Reference ID: 3003685
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3 SUBMISSION SUMMARY 

3.1 Drug Product Information 

See original review [DARRTS: ANDA 090842, KITCHENS, KELLY, M, Submit/Final Date 
01/28/2011, REV-BIOEQ-01(General Review)]. 
 
 
3.2 PK/PD Information 

See original review [DARRTS: ANDA 090842, KITCHENS, KELLY, M, Submit/Final Date 
01/28/2011, REV-BIOEQ-01(General Review)]. 
 

3.3 OGD Recommendations for Drug Product 

See original review [DARRTS: ANDA 090842, KITCHENS, KELLY, M, Submit/Final Date 
01/28/2011, REV-BIOEQ-01(General Review)]. 
 

3.4 Deficiencies, Firm’s Response and Conclusion 

DEFICIENCY #1: 
 
Please explain the term “No Intercept” used to assign to the original values of the raloxifene-4’-
glucuronide samples which were reanalyzed for the reason “Concentration Over the Calibration 
Curve (OCC)” in fasting study no. BA0818122-01.  The same term was also used for the 
raloxifene-4’-glucuronide QC samples in fasting study no. BA0818122-01. 
 
Firm’s Response: 
We acknowledge the comment and find the response received from the  as 
follows: 

Reference ID: 2966822

(b) (4)
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pg/mL.  However, all these concentrations are Below Limit of Quantitation (BLQ) and were 
reported as BLQs.   
For subject 11, raloxifene-4’-glucuronide concentration was between 1.132 ng/mL to 139.737 
ng/mL for reference product.  For test product, the concentration varied between 1.080 ng/mL to 
7.657 ng/mL.  The ratio of Cmax between reference and test product for raloxifene-4’-glucuronide 
is about 18. 
For subject 11, raloxifene-6-glucuronide concentration was between 0.400 ng/mL to 44.199 
ng/mL for reference product.  For test product, the concentration varied between 0.416 ng/mL to 
1.844 ng/mL.  The ratio of Cmax between reference and test product for raloxifene-4’-glucuronide 
is about 24. 
The ratio of glucuronide metabolites in test to reference product is between 1/18th to 1/24th.  The 
Cmax for raloxifene in the reference product is 511.949 pg/mL.  Considering the ratio of 
glucuronide metabolites between test and reference products, the relative Raloxifene 
concentration should be between 21.331 pg/mL to 28.442 pg/mL, which is Below the Limit of 
Quantitation (BLQ) of Raloxifene (33.242 pg/mL).  Hence, the analytical concentrations 
obtained for Raloxifene are in line with the glucuronide metabolites concentrations observed for 
this subject”. 

 
In reference to the above, 

• Please find the result table for Raloxifene, raloxifene-4’-glucuronide and raloxifene-6’-
glucuronide subjects 11 & 12 section M5.3.1.2 Comparative BA and Bioequivalence 
study reports (Attachment 3). 

 
Reviewer’s Note: the reviewer is only including the results for raloxifene: 

Reference ID: 2966822
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Measurable analyte concentrations are not expected in predose samples and when measurable 
concentrations are seen in these samples they might be due to analytical interference (AI).  In the 
current sample (S27P1 9.0 Hour) the Raloxifene concentration was found to be ~100 times 
higher than the preceding (71.441 pg/mL) and succeeding (68.975 pg/mL) time points with no 
observed unusual concentrations for either metabolite. Moreover, in the entire study, maximum 
peak plasma concentration observed for Raloxifene was 893.694 pg/mL (except for the original 
concentration value observed in the above sample). Therefore, S27P1 9.0 Hour original 
concentration value (7218.021 pg/mL) was about eight times higher than the highest Cmax 
observed during the entire study and about 60 times higher than the highest sample concentration 
(115.623 pg/mL) for this subject.  Hence, as per SOP  section 4.5, this sample was 
identified as AI due to suspected analytical interference from the analyst during the processing.  
Hence, the sample was repeated and the repeat value (64.831pg/mL) confirmed that the original 
value was due to analytical interference. 
InvaGen requested  on , to re-analyse the plasma sample S27P1 at 9.0 
hours to re-confirm that the data generated from the original repeat analysis. 
It is observed that repeat analysis data done on 02 May 2011 is replicates exhibited 
concentrations of 73.489 pg/mL and 74.646 pg/mL is comparable to the original repeat analysis 
data presented in original ANDA. This further confirms that original data is through the 
contamination during the processing”. 

 
In reference to the above, 

• Please find the Analytical report “the determination of Raloxifene in human plasma in 
subject 27, period 1, 9.0 hour sample using a liquid chromatographic method with 
MS/MS detection in section M5.3.1.2 Comparative BA and Bioequivalence study 
reports (Attachment 4). 

 
Reviewer’s Comments: 

• The firm’s SOP section 4.3 describes the category of Sample Anomalies, where 
“Individual samples with questionable concentrations such as mix up of individual 
samples or samples whose concentrations are not consistent with PK data or any other 
reason making the sample concentration a suspect will be coded as Pharmacokinetic (PK) 
repeats.” and section 4.3.1 states “These samples will be repeated in duplicate if sample 
volume allows.” The firm treated sample S27P1 9.0 Hour as an analytical repeat 
(analytical interference) and only repeated sample analysis once. Yet the sample should 
have been treated as a PK repeat and reanalyzed in duplicate per the firm’s SOP. 

• The SOP does not include objective criteria for repeating sample S27P1 9.0 Hour in 
either section 4.3 or section 4.5. Per the firm’s SOP, the original value for sample S27P1 
9.0 Hour is analytically valid, and therefore the original value (7218.021 pg/mL) is the 
reportable value. The lack of objective criteria for PK repeats make the original value the 
only acceptable value for inclusion in PK analysis, and the 90% C.I. for lnCmax of 
raloxifene does not meet bioequivalence acceptance criteria when using the original value 
for the sample in question. 

• The firm will be advised to revise its SOP  to include objective criteria for 
reanalysis of sample anomalies, otherwise known as PK repeats. 

Reference ID: 2966822

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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• The firm’s response is incomplete. Fasting study no. BA0818122-01 remains 
unacceptable. 

 
DEFICIENCY #5: 
 
Please indicate what medical interventions were used to resolve the adverse events experienced 
by subject 13 (headache) and subject 26 (fever) in the fed study no. BA0818123-01. 
 
Firm’s Response: 
We acknowledge the comment and find the response received from the BA Research India 
Limited Analytical (Clinical study site) as follows: 
 
“As per raw data, Subject# 13 had adverse event - Fever and Subject# 26 had adverse event- 
Headache in project# BA0818123-01 provided in original ANDA. 
Subject no. 13 had complaint of Fever on 22 Aug 08 at approximately 1700 hours (After dosing 
of period II) which he reported at 1720 hours.  Subject was prescribed Metacin tablets 
(Paracetamol IP 0.5 gm) for resolution of event. The subject got completely resolved on 23 
Aug 08 at 0710 hours. The relationship of adverse event with Investigational product was 
declared as ‘Possible’ by the Co-investigator and the severity of the event was declared as ‘Mild’ 
by the duty physician.  
Subject no. 26 had complaint of Headache on 22 Aug 08 at approximately 1700 hours (After 
dosing of period II) which reported at 1718 hours. Subject was prescribed Vicks VapoRub 
(Decongestant ointment) for resolution of event. The subject got completely resolved on 22 
Aug 08 at 2140 hours. The relationship of adverse event with Investigational product was 
declared as ‘Possible’ by the Co-investigator and the severity of the event was declared as ‘Mild’ 
by the duty physician”. 
 
Reviewer’s Comments: 

• Raloxifene is not reported to have drug interactions with Paracetamol (acetaminophen) or 
Vicks VapoRub. 

• The firm’s response is acceptable. 
 
 
DEFICIENCY #6: 
 
Please submit chromatograms from at least 20% of the total number of subjects that completed 
fed study no. BA0818123-01 (i.e. 20% of 41 subjects, or at least 8 subjects). 
 
Firm’s Response: 
We acknowledge the comment and find the response received from the              

 as follows: 
 
“Chromatograms for 20% of the total number of subjects (subjects 1 through 8) for Fed 
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BIOEQUIVALENCE DEFICIENCIES 
 

ANDA: 090842 

APPLICANT: InvaGen Pharmaceuticals, Inc. 

DRUG PRODUCT: Raloxifene Hydrochloride Tablets USP, 60 mg 

 
The Division of Bioequivalence (DBE) has completed its review of 
the submission acknowledged on the cover page and has identified 
the following deficiencies: 
 

1. SOP  (Criteria for sample reanalysis and 
reporting) does not include objective criteria for 
repeating the analysis of sample S27P1 9.0 Hour, of which 
the original analysis was found to be analytically valid. 
Therefore, the original value (7218.021 pg/mL) should be 
used in the statistical analysis. When using the original 
assay value for said sample, the 90% confidence interval 
(C.I.) for lnCmax of raloxifene was [65.27;101.56] and did 
not meet bioequivalence acceptance criteria. As a result, 
fasting study no. BA0818122-01 is unacceptable. 

  
2. Please revise your SOP  for future studies to 

include objective criteria for reanalysis of samples with 
anomalous values, otherwise known as pharmacokinetic (PK) 
repeats. 

 
3. Please revise your SOP (Chromatographic 

integration) to include objective criteria for performing 
manual integration of chromatogram peaks. Please be advised 
to implement pre-established SOPs for your analytical 
procedures in future 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 
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3.8 Outcome Page 

COMPLETED ASSIGNMENT FOR 90842 ID: 14299  

 
 
Reviewer: Kitchens, Kelly  Date Completed:  
Verifier:   Date Verified:  
Division: Division of Bioequivalence    

Description: Raloxifene Hydrochloride Tablets, 60 mg   

 
Productivity:  

ID Letter Date Productivity Category Sub Category Productivity Subtotal 
14299  5/16/2011  Other  Study Amendment 1   1   
    Bean Total:  1   
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The dissolution testing was previously reviewed for the 60 mg strength [see DARRTS: 
ANDA 090842, LEE, CHRISTINA H, Submit/Final Date: 01/09/2009, REV-BIOEQ-02 
(Dissolution Review)]. The test product met the USP specification of NLT 80% (Q) in 30 
minutes at the S1 level. 
 
The firm used BA Research India Limited and  for the clinical 
site and analytical sites, respectively. A routine inspection was requested for the clinical 
site on 6/30/2008 for ANDA 090175. The inspection was completed on 8/6/2009 and the 
outcome was VAI. The DSI findings were determined by the reviewer to be specific to 
ANDA 090175 and should not impact the study outcome in the current ANDA (see 
Section 3.10 Review of DSI Report for Clinical Site and Firm’s Response to the Form-
483 Observations). A routine inspection was requested for the analytical site on 

 for ANDA 090228. The inspection was completed on  and the 
outcome was  The DSI findings were also determined by the reviewer to be specific 
to ANDA 090228 and do not impact the validity of the analytical results in the current 
ANDA (see Section 3.11 Review of DSI Report for Analytical Site and Firm’s Response 
to the Form-483 Observations). 
 
ANDA 090842 is INADEQUATE. 
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long term stability for 45 days at -80°C. And in Addendum Report-2 Part-3, the 
firm demonstrated long term stability for 64 days at -80°C. 

• The long-term storage stability of 64 days at -80°C is sufficient to cover the 
maximum storage time of the study samples (38 days). 

• The pre-study method validation is acceptable.

Reference ID: 2897833
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Hydrochloride) 
tablets 60 mg in 
healthy adult 
human subjects 
under non-fasting 
conditions and to 
monitor safety of 
subjects. 
 

single-dose, 
crossover , 
balanced,  
non-fasting, 
study design 

‘EVISTA’ 
Tablets 
(Raloxifene HCl 
Tablets)  
1×60 mg, Oral, 
[Lot #:  
A489455] 
 

Age: 29.0  
(18.0-41.0) 
years  
Healthy 
male 
subjects. 

 
 

554.854 
(51.410) 

 

24.000 
(1.000- 
10.000) 

18156.137 
(61.404) 

20162.008 
(57.177) 

16.377 
(27.611) 

0.045 
(22.633) 

 
Note: The mean age is calculated based on completed subjects. Tmax is presented as Median (Range). 
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3.10 Review of DSI Report for Clinical Site and Firm’s Response to the Form-483 
Observations 

At the request of the DBE, the DSI conducted an audit of the clinical portions of the 
fasting and fed bioequivalence studies for ANDA 090175. Following the inspection of 
the analytical site (September 15-19, 2008), a Form FDA-483 was issued. DSI received 
the firm’s response to Form FDA-483 on November 24, 2008. The Form 483 
observations of the clinical site, firm's responses, and DSI evaluations are as follows: 
 
DSI FINDING #1: 
Study Protocol Section 10.5 - Handling of Adverse Events and Adverse Drug Reactions 
states that subjects will be monitored throughout the study period for adverse events and 
reporting the events to the IEC and sponsor. 
 

a) Subject 21 (Period I (10/16-10/17/07)), experienced fever, chills, and rigors. On 
10/24/07, subject was advised to "come for follow-up." The records did not 
indicate when subsequent follow-up was conducted, and/or result of follow-up 
with the subject. 

 
DSI Conclusion: 
In their response letter, the firm provided documentation that they had tried to contact 
Subject 21 for follow up of the adverse event (upper respiratory tract infection) but the 
subject did not show up until the end of the study. Therefore, subject 21 was discontinued 
from the study. The adverse event was considered mild and declared resolved at the final 
visit by the clinical investigator. 
 
Please note that this event of upper respiratory tract infection was discussed in the 
adverse event section of the study report. In their response letter, the firm mentioned that 
they will improve on the subject communication documentation for adverse event issues. 
This observation should not have a significant impact to the study outcome. 
 
Reviewer’s Comments: 
The reviewer agrees with the DSI finding and conclusion that this observation should not 
impact the study outcome. In addition, there were no issues with adverse event reporting 
in the current ANDA. The firm documented the conditions and outcome of each adverse 
event observed in the fasting and fed bioequivalence studies. 
 
DSI FINDING #2: 
Study Protocol Section 7.3 - Subject Withdrawal or Discontinuation Criteria states that 
the subject's withdrawal during the study shall be adequately documented. Review of the 
study records indicated the following: 
 

a) In numerous occurrences, discontinued subjects were "advised to come for follow 
up." Records did not consistently include date of follow-up, and/or results of 
follow-up. Examples included Subject 14, 29, 30, and 36 respectively. (Protocol 
V-BA0786044). 
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DSI Conclusion: 
The firm stated that it was their common practice to inform the discontinued subjects to 
return for follow up visits. However, the correspondences with these subjects were not 
documented. In their response letter, the firm provided documentation to show that 
subjects 14, 29, 30 and 36 returned to the clinic on Nov 28, 2007 for final visit and 
checkup. This observation should not have an impact to the study outcome. 
 
Reviewer’s Comments: 
The reviewer agrees with the DSI finding and conclusion that this observation should not 
impact the study outcome. The reviewer notes that there is no documentation of post 
study assessments for the subject that was discontinued from the current fed study 
(subject 26). However, this should not impact the outcome of the studies in the current 
ANDA. 
 
DSI FINDING #3: 
Study Protocol Section 1.7 - Safety Assessment states that subjects will be questioned for 
well being at the time of clinical examinations, during vital signs recording, and during 
ambulatory samples. In numerous instances, subjects' well being was not documented at 
the time ambulatory samples were performed. 
 
DSI Conclusion: 
The firm agreed with the findings and admitted that this was an oversight and promised 
to correct this issue in future studies. According to the firm, subject well being was a 
subjective assessment which included asking the subject "How are you feeling". For 
subject 13, the case record form showed that the firm failed to monitor the subject's well 
being in 1 out of the 9 sampling visits. For subject 15, the case record form showed that 
the firm failed to monitor the subject's well being in 2 out of the 9 sampling visits. For 
subject 20, the firm failed to monitor the subject's well being in 2 out of the 9 sampling 
visits. Although it was objectionable that the firm did not perform the subject well being 
checks for all the sampling visits, the number of such deviations was small when 
compared to the total number of sampling visits, and the subjects all reported "fine" in the 
remaining sampling visits. This observation should not have an impact to the study 
outcome. 
 
Reviewer’s Comments: 
The reviewer agrees with the DSI conclusion that this observation should not impact the 
study outcome. In the current ANDA, the firm documented the well-being of the subjects 
throughout the fasting and fed bioequivalence studies. 
 
DSI FINDING #4: 
SOP V-CL004. 00, Section 5.6.2 - Informed Consent Form (ICF) for Study requires 
completing the subject's ICF, and in case of illiterate subjects to obtain their thumb 
impression. Subject's ICFs did not include obtaining consent of Legally Acceptable 
Representative (LA) / impartial witness for minor or illiterate subjects. 
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+05minutes sampling deviation at 48.0 hours during 
period II, as the subject arrived late to the clinical facility. 

 

05 NA 

+31minutes sampling deviation at 72.0 hours during 
period II, as the subject arrived late to the clinical facility. 

 

NA 10 

+03 minutes sampling deviation at 96.0 hours during 
period II, as the subject arrived late to the clinical facility. 

 

NA 10 

+25 minutes sampling deviation at 48.0 hours during 
period II, as the subject arrived late to the clinical facility. 

 

NA 20 

+21 minutes sampling deviation at 96.0 hours during 
period II, as the subject arrived late to the clinical facility. 

 

NA 22 

+06 minutes sampling deviation at 96.0 hours during 
period II, as the subject arrived late to the clinical facility. 

 

23 NA 

+18 minutes sampling deviation at 48.0 hours during 
period II, as the subject arrived late to the clinical facility. 

 

NA 24 

+16 minutes sampling deviation at 48.0 hours during 
period II, as the subject arrived late to the clinical facility. 

 

NA 25 

 
 
Comments on Dropouts/Adverse Events/Protocol Deviations: 

• The firm reported that there were no discontinued subjects and no adverse events. 
All the reported out-of-range laboratory measurements (see table below) were 
considered clinically insignificant. 

Subject Number Abnormal Laboratory Measurement* 
1 High E.S.R. 

High glucose-random (repeated) 
2 High monocytes 

High ES.R. 
High urea (repeated) 

3 High monocytes 
High E.S.R. 

4 High eosinophils 
High bilirubin (repeated) 

5 High monocytes 
High eosinophils 
High RDW CV  

6 High monocytes 
8, 27 High eosinophils 

High E.S.R. 
9 High monocytes 

High eosinophils 
High basophils  

10, 17 High monocytes 
High RDW CV  

14, 20 High E.S.R. 
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Comments on Pharmacokinetic and Statistical Analysis: 

• The reviewer used the SAS code CALCKE to verify the study results. CALCKE 
was used because the individual elimination phases are highly variable. 

• The firm did not estimate raloxifene Kel constants for subjects 2 (reference), 11 
(test, the sample concentrations were below the limit of quantitation at every time 
point), 16 (test), and 23 (reference). The reviewer agrees that raloxifene Kel 
constants could not be estimated for these subjects, as well as for subjects 1 
(reference), 12 (reference), 17 (reference), 22 (reference), 25 (test), 26 (test), and 
27 (test and reference). 

• The firm will be requested to explain why subject 11 had no measurable 
raloxifene concentrations at each time point after receiving the test product.  
Subject 11 had measurable raloxifene and glucuronide metabolite concentrations 
after receiving the reference product, and measurable glucuronide metabolite 
concentrations after receiving the test product.  

• The RLD label indicates “the time to reach average maximum plasma 
concentration and bioavailability are functions of systemic interconversion and 
enterohepatic cycling of raloxifene and its glucuronide metabolites,” which 
possibly explains the wide range of Tmax values observed (test: 005 – 120.00 
hours; reference: 1.00 – 24.00 hours). 

• The raloxifene-4’-glucuronide Kel constants for subjects 5 (test), 11 (test), 17 
(reference), 24 (test and reference), and 31 (test) could not be estimated. Also, the 
firm did not estimate raloxifene-6-glucuronide Kel constants for subject 5 (test). 
The reviewer agrees that raloxifene-6-glucuronide Kel constants could not be 
estimated for this subject, as well as for subjects 11 (test) and 17 (reference). 

• Subjects 3 (reference), 8 (test), 13 (reference), and 30 (test) had raloxifene AUC0-
t/AUC∞ ratios < 0.80. The reviewer observed that the semi-log concentration vs. 
time plots for these subjects cover the absorption and elimination phases. 

• Although the 90% C.I. values for the least squares geometric means of raloxifene 
AUC0-t, AUC∞ and Cmax meet the criteria for bioequivalence, the 90% C.I. 
values for the least squares geometric means of raloxifene Cmax failed to meet 
the criteria using the original analytically valid assay results. 

• The pharmacokinetic and statistical analysis is incomplete. 
 

Summary and Conclusions, Single-Dose Fasting Bioequivalence Study: 

The in vivo fasting bioequivalence study is incomplete due to bioanalytical and 
pharmacokinetic/statistical deficiencies. 
 

Reference ID: 2897833





















ANDA 090842 
Single-Dose Fed Bioequivalence Study Review 

Page 51 of 108 

period I, as the subject arrived late to the clinical facility. 
 

As per protocol section # 1.13 and 9.2, subjects will be 
asked for well-being during ambulatory samples. In 

period I, well-being questionnaire was not done at 72.0 
hours ambulatory sample. 

NA 10 

+23 minutes sampling deviation at 96.0 hours during 
period I, as the subject arrived late to the clinical facility. 

 
NA 13 

+23 minutes sampling deviation at 96.0 hours during 
period I, as the subject arrived late to the clinical facility. 

 
14 NA 

No sample at 96.0 hours during period I, as the subject 
did not report to the clinical facility. 

 
NA 20 

No sample at120.0 hours during period I, as the subject 
did not report to the clinical facility. 

 
NA 20 

+11 minutes sampling deviation at 48.0 hours during 
period I, as the subject arrived late to the clinical facility. 

 
23 NA 

+37 minutes sampling deviation at 96.0 hours during 
period I, as the subject arrived late to the clinical facility. 

 
NA 25 

+35 minutes sampling deviation at 96.0 hours during 
period I, as the subject arrived late to the clinical facility. 

 
27 NA 

+15 minutes sampling deviation at 120.0 hours during 
period I, as the subject arrived late to the clinical facility. 

 
27 NA 

+24 minutes sampling deviation at 96.0 hours during 
period I, as the subject arrived late to the clinical facility. 

 
34 NA 

+10 minutes sampling deviation at 120.0 hours during 
period I, as the subject arrived late to the clinical facility. 

 
NA 35 

+19 minutes sampling deviation at 96.0 hours during 
period I, as the subject arrived late to the clinical facility. 

 
38 NA 

+58 minutes sampling deviation at 48.0 hours during 
period I, as the subject arrived late to the clinical facility. 

 
39 NA 

+14 minutes sampling deviation at 72.0 hours during 
period I, as the subject arrived late to the clinical facility. 

 
39 NA 

+62 minutes sampling deviation at 96.0 hours during 
period I, as the subject arrived late to the clinical facility. 

 
39 NA 

No sample at120.0 hours during period I, as subject did 
not report to clinical facility. 

 
39 NA 

+37 minutes sampling deviation at 96.0 hours during 41 NA 
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period I, as the subject arrived late to the clinical facility. 
 

+05 minutes sampling deviation at 72.0 hours during 
period II, as the subject arrived late to the clinical facility. 

 
NA 06 

No sample at120.0 hours during period II, as subject did 
not report to clinical facility. 

 
10 NA 

+141 minutes sampling deviation at 72.0 hours during 
period II, as the subject arrived late to the clinical facility. 

 
NA 16 

+53 minutes sampling deviation at 72.0 hours during 
period II, as the subject arrived late to the clinical facility. 

 
20 NA 

+08 minutes sampling deviation at 96.0 hours during 
period II, as the subject arrived late to the clinical facility. 

 
NA 23 

+18 minutes sampling deviation at 120.0 hours during 
period II, as the subject arrived late to the clinical facility. 

 
NA 27 

No sample at 48.0 hours during period II, as subject did 
not report to clinical facility. 

 
37 NA 

+06 minutes sampling deviation at 48.0 hours during 
period II, as the subject arrived late to the clinical facility. 

 
NA 38 

+27 minutes sampling deviation at 48.0 hours during 
period II, as the subject arrived late to the clinical facility. 

 
NA 39 

No sample at 72.0 hours during period II, as subject did 
not report to clinical facility. 

 
NA 39 

+51 minutes sampling deviation at 96.0 hours during 
period II, as the subject arrived late to the clinical facility. 

 
NA 39 

 
Comments on Dropouts/Adverse Events/Protocol Deviations: 

• Subject 13 experienced a mild headache in period II (test treatment) that was 
possibly related to the treatment drug. Subject 26 experienced a mild fever in 
period II (reference treatment) that was possibly related to the treatment drug. The 
adverse events (AE) were resolved with treatment. The firm will be requested to 
indicate what treatments were used to resolve these AEs 

• All the reported protocol deviations were time deviations and missing samples. 
The firm considered deviations beyond ± 2 minutes of the scheduled time as 
sampling time deviations. Since the time deviations occurred for sampling times 
in the terminal elimination phase, the reviewer will use the scheduled time points 
in the pharmacokinetic and statistical analysis. These time deviations are not 
expected to affect the study outcome. 

• The clinical results are incomplete. 
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Comments on Pharmacokinetic and Statistical Analysis: 

• The reviewer used the SAS code CALCKE to verify the study results. CALCKE 
was used because the individual elimination phases are highly variable. 

• The firm did not estimate raloxifene Kel constants for subject 40 (reference). The 
reviewer agrees that raloxifene Kel constants could not be estimated for this 
subject, as well as for subjects 9 (test), 11 (test and reference), 12 (test and 
reference), 14 (reference), 23 (test and reference), 24 (test), 29 (test), and 38 
(reference). 

• The RLD label indicates “the time to reach average maximum plasma 
concentration and bioavailability are functions of systemic interconversion and 
enterohepatic cycling of raloxifene and its glucuronide metabolites,” which 
possibly explains the wide range of Tmax values observed (test: 005 – 120.00 
hours; reference: 1.00 – 24.00 hours). 

• The 90% C.I. values for the least squares geometric means of raloxifene AUC0-t, 
AUC∞ and Cmax meet the criteria for bioequivalence. 

• The pharmacokinetic and statistical analysis is acceptable. 
 
Summary/Conclusions, Single-Dose Fed Bioequivalence Study: 
The in vivo fed bioequivalence study is incomplete due to clinical and bioanalytical 
deficiencies. 
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BIOEQUIVALENCE DEFICIENCIES 
 

ANDA: 090842 

APPLICANT: InvaGen Pharmaceuticals, Inc. 

DRUG PRODUCT: Raloxifene Hydrochloride Tablets USP, 60 mg 

 
The Division of Bioequivalence (DBE) has completed its review of the 
submission acknowledged on the cover page and has identified the following 
deficiencies: 
 

1. Please explain the term “No Intercept” used to assign to the 
original values of the raloxifene-4’-glucuronide samples which were 
reanalyzed for the reason “Concentration Over the Calibration Curve 
(OCC)” in fasting study no. BA0818122-01.  The same term was also 
used for the raloxifene-4’-glucuronide QC samples in fasting study 
no. BA0818122-01. 

 
2. Please provide objective justifications for manually integrating the 

peaks for samples S3P2 96.0 HR SUB3&4_61 (raloxifene), S3P2 96.0 HR 
SUB3&4_61 (raloxifene-4’-glucuronide), S3P2 96.0 HR SUB3&4_61 
(raloxifene-6-glucuronide), and S5P2 96.0 HR SUB5&6_60 (raloxifene-
4’-glucuronide) in fasting study no. BA0818122-01.  Please also 
provide the standard operating procedure (SOP) detailing the 
reintegration method. 

 
3. Please explain why subject 11 had no measurable raloxifene 

concentrations at all time points after receiving the test product 
treatment in the fasting study no. BA0818122-01, considering that 
this subject had measurable concentrations for both glucuronide 
metabolites under the same treatment. This subject also had 
measurable concentrations of raloxifene and raloxifene glucuronide 
metabolites after receiving the reference product.    

 
4. You repeated the sample S27P1 9.0 Hour in your fasting study using 

the following reason: “S27P1 9.0 Hour had a concentration of 
7218.021pg/mL and the analyte peak area also was very high (≈100 
times) when compared to the preceding and succeeding time points. No 
such abnormality was found in RA4G and RA6G for this particular time 
point. Hence S27Pl 9.0 Hour was repeated under AI, suspected 
analytical interference from the analyst during processing.”  
However, per your SOP No.  “Analytical Interference (AI)” 
is defined as “Predose sample having interference more than LOQ 
standard (Std A).” Therefore, your repeat of the above-mentioned was 
a violation of your SOP, and is not valid.  Rather, the DBE 
considers such repeat as “PK repeat” and biased.  In such case, only 
the original value for this sample (S27P1 9.0 Hour) of your fasting 
study should be used in the data analysis of the study.  The DBE 
reanalyzed the data using the original value of the above sample and 
the 90% C.I. for lnCmax of raloxifene, [65.27;101.56], failed to 
meet the acceptable bioequivalence limits of [80.00;125.00]. In 
addition, the point estimate for lnCmax of raloxifene-4’-glucuronide 
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was outside the limits of [80.00;125.00] and did not support the 
bioequivalence of test product. Therefore, your fasting 
bioequivalence study no. BA0818122-01 is unacceptable. 

 
5. Please indicate what medical interventions were used to resolve the 

adverse events experienced by subject 13 (headache) and subject 26 
(fever) in the fed study no. BA0818123-01. 

 
6. Please submit chromatograms from at least 20% of the total number of 

subjects that completed fed study no. BA0818123-01 (i.e. 20% of 41 
subjects, or at least 8 subjects). 

 
7. In 2009, following the inspection by the FDA Division of 

Scientific Investigations (DSI) of the analytical site  
 Form FDA-483 was 

issued. One of the DSI’s objectable findings was  
 

  The analytical site’s response to this DSI 
Finding was that the SOP was revised to require  

 for preparation of calibrators and QCs.  
 

The sample analysis of the bioequivalence studies of your 
current application was conducted at  prior to the above 
DSI inspection and  response stating its commitment to 
revise the SOP for the preparation of calibration curve 
standards and quality control samples. Please indicate  

 
 in the 

current ANDA. Also, please submit  revised and 
current SOP for the preparation of calibration curve standards 
and quality control samples. 

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

Reference ID: 2897833

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



  

Page 109 of 109 

4.5 Outcome Page 

COMPLETED ASSIGNMENT FOR 90842 ID: 12889  

 
 

Reviewer: Kitchens, Kelly  Date Completed:  
Verifier: ,  Date Verified:  
Division: Division of Bioequivalence    

Description: Raloxifene Hydrochloride Tablets, 60 mg   

 
Productivity:  

ID Letter 
Date 

Productivity 
Category Sub Category Productivity Subtotal

12889  10/2/2008  Bioequivalence 
Study  

Fasting Study  1   1   

12889  10/2/2008  Bioequivalence 
Study  

Fed Study  1   1   

12889  12/6/2010  Other  Study Amendment Without 
Credit (WC)  

0   0   

    Bean Total: 2   

Reference ID: 2897833
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The DBE will review the fasted and fed BE studies at a later date. 
 

DSI status:  BA Research India Ltd (Clinical site) was inspected as routine inspection 
and the inspection outcome was reported by the FDA inspector on December 18, 2007 as 
VAI. The final conclusion of the inspection report was that “the data for study 
BA0559019 are acceptable for Agency review” (DFS: Review of Biopharmaceutics, 
N076847 N 000 19-Sep-2003).  (Analytical site) is a new site 
that is not in the current DBE DSI database. Therefore, a request for site inspection is 
initiated. 

(b) (4)







 

II. COMMENTS: 

The firm conducted dissolution testing using the dissolution method described on the 
FDA website. The dissolution data meet the DBE-recommended specification of NLT 
80% in 30 minutes at the S1 level. The firm proposed a specification of NLT 80% (Q) in 
30 minutes, which is the same as that recommended by the DBE. The DBE acknowledges 
that the firm will conduct dissolution testing and specification as follows: 
 
Medium:    0.1% Polysorbate 80 in water 
Apparatus:     II (Paddle) 
Volume:    1000 mL 
Speed/RPMs:    50 rpm 
Sampling Times:   10, 20, 30 and 45 minutes 
Specification:  NLT 80% (Q) of the labeled amount of the drug in the 

dosage form is dissolved in 30 minutes 
 
III. DEFICIENCY COMMENTS: 

None. 
 
IV. RECOMMENDATIONS: 

The dissolution testing conducted by InvaGen Pharmaceuticals, Inc. for the test product 
Raloxifene HCl Tablets, 60 mg (Lot # ID080510) comparing it to the RLD,  Evista® 
Tablets (Raloxifene HCl) manufactured by Eli Lilly using the FDA-recommended 
method is acceptable.  The DBE acknowledges that the firm will conduct its dissolution 
testing with the FDA-recommended dissolution method and the test product should meet 
the specification of NLT 80%(Q) of  the labeled amount of the drug in the dosage form is 
dissolved in 30 minutes.  
 
 



 

BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT 
 

ANDA: 90-842 

APPLICANT: InvaGen Pharmaceuticals, Inc. 

DRUG PRODUCT: Raloxifene HCl Tablets, 60 mg 

 
The Division of Bioequivalence (DBE) has completed its 
review of the dissolution testing portion of your 
submission(s) acknowledged on the cover sheet. The review 
of the bioequivalence studies will be done at a later date.   
 
Your dissolution testing with the FDA-recommended 
dissolution method, and the proposed dissolution 
specification are acceptable. The DBE acknowledges that you 
will conduct the dissolution testing using the following 
method and specification for your test product:  
 
The dissolution testing should be conducted in 1000 mL of  
0.1% Polysorbate 80 in water, at 37° ± 5°C, using USP 
Apparatus 2 (paddle) at 50 rpm.  The test product should 
meet the following specification: 
 
Not less than 80%(Q) of the labeled amount of the drug in 
the dosage form is dissolved in 30 minutes. 
 
 
 

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

 



 

V. OUTCOME 

Completed Assignment for 90842 ID: 7179  
 
Productivity:  

ID Letter Date Productivity Category Sub Category Productivity Subtotal
7179  10/2/2008  Dissolution Data  Dissolution Review 1   1   
    Bean Total:  1   
 
DIVISION OF BIOEQUIVALENCE 2 REVIEW COMPLEXITY SUMMARY 
 
In Vitro Study Review 
Analysis of In Vitro Study Data 1 
In Vitro Study Review Total 1 
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Revised, Jun 2013

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

Division: I Team: 14 PM: Bic Nguyen

ANDA #:90842
Firm Name:InvaGen Pharmaceuticals, Inc.
ANDA Name:Raloxifene Hydrochloride Tablets, USP 60 mg
RLD Name:Evista / Eli Lilly

Electronic AP Routing Summary Located:
V:\Chemistry Division I\Team 14\AP ROUTING SUMMARY\90842 APRV ROUT SUMRY.doc

AP/TA Letter Located:
V:\Chemistry Division I\Team 14\Final Version For DARRTS (Original)\90842.AP LTR.doc

Project Manager Evaluation: Date: 7/23/14   Initials: BN
Previously reviewed and tentatively approved --- Date 10/21/13
Previously reviewed and CGMP Complete Response issued -- Date  

Original Recd date 10/2/08 Date of Application 10/2/08 Date Acceptable for Filing 10/6/08

Patent Certification (type) PIV Date Patent/Excl. expires 3/10/17
Citizens' Petition/Legal Case?    Yes No 
(If YES, attach email from PM to CP coord)

First Generic                 Yes No 
DMF#:   (provide MF Jackets)

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

Suitability Petition/Pediatric Waiver Pediatric Waiver Request:   Accepted Rejected Pending 

GDUFA User Fee Obligation Status: Met   Unmet: Facility Fee not paid, Backlog fee not paid 
EER Status: Pending �� Acceptable   OAI EES Date Acceptable: 12/9/14 Warning Letter Issued; Date: 
Has there been an amendment providing for a Major change in formulation since filling? Yes   No        Comment: 
Date of Acceptable Quality (Chemistry) 9/15/14        Addendum Needed: Yes   No        Comment: 
Date of Acceptable Bio 8/19/11       Bio reviews in DARRTS:  Yes    No (Volume location: )
Date of Acceptable Labeling 11/16/10 Attached labeling to Letter: Yes No    Comment: 
Date of Acceptable Sterility Assurance (Micro) 

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: 9/23/14 REMS Required: Yes No REMS Acceptable: Yes No 

Regulatory Support

Paragraph 4 Review (Dave Read, Susan Levine), Date emailed: 9/16/14

Division

Bob West / Peter Rickman

Kathleen Uhl

Filed AP Routing Summary in DARRTs Notified Firm and Faxed Copy of Approval Letter Sent Email to "CDER-OGDAPPROVALS
distribution list

Electronic ANDA: 
Yes   No 

Reference ID: 3645455

(b) (4)



Revised, Jun 2013

OGD APPROVAL ROUTING SUMMARY

1. Regulatory Support Branch Evaluation
Martin Shimer Date: 9/16/2014
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 =Evista Tablets NDA# 20-815
Date Checked 9/23/14
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  NO
Is a forfeiture memo needed: Yes    No 
If yes, has it been completed

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 previously TA'd on March 4, 2014.  At the time the TA was issued the reason cited for TA was 
another sponsor's blocking 180 day exclusivity.  Currently the only unexpired patents are the '811, '719, '064 and '330 
patents.  Invagen provided PIV certifications to each of these patents.  Invagen was not sued on the '330.  Invagen was 
sued on the '811, '719 and '064 patents but this suit was voluntarily WD by Lilly.
The only remaining barrier to the approval of this ANDA is 180 day exclusvity granted to TEVA ANDA 78193 which is 
set to expire on 9/24/2014.
ANDA is eligible for Full Approval on or after 9/24/2014. 

2. Labeling Endorsement

Reviewer, CH:       Labeling Team Leader, JG:

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

Comments:
From: Grace, John F 

Sent: Tuesday, September 23, 2014 9:29 AM
To: Hoppes, Charles V; Nguyen, Bic (CDER); Golson, Lillie D
Subject: RE: 90842

concur.

From: Hoppes, Charles V 
Sent: Tuesday, September 23, 2014 9:29 AM
To: Nguyen, Bic (CDER); Golson, Lillie D
Cc: Grace, John F
Subject: RE: 90842

Thanks Bic, 

Yes, labeling should still be OK as there have been no updates to RLD labeling.  Also, I have copied John who has resumed TL 
duties for present.

Date9/23/14  Date9/23/14

Reference ID: 3645455



Revised, Jun 2013

Thanks, 

Charlie. 

3. Paragraph IV Evaluation                            PIV’s Only
David Read Date 9/23/14
OGD Regulatory Counsel Initials rlw/for

Pre-MMA Language included  
Post-MMA Language Included  
Comments:  Acceptable for approval.  E-mail confirmation from D.Read to R.West 9/23/14.

4. Quality Division Director /Deputy Director Evaluation Date 9/23/14
Chemistry Div. I (Raw) Initials rlw/for

Comments: Chemistry Review #4, concluding that the CMC section of this ANDA is acceptable for final approval
was endorsed by B. Cai, Ph.D., Deputy Director, Division of Chemistry I, on 9/15/14.  The pending DMF  noted 
in the review has been NAI'ed by the CMC Team.

OGD Office Management Evaluation 
5. Peter Rickman Date 9/23/14

Director, DLPS Initials rlw/for
Para.IV Patent Cert:     Yes �� No
Pending Legal Action: Yes � No
Petition:                        Yes       No
Entered to APTrack database     
GDUFA User Fee Obligation Status    Met       Unmet
Press Release Acceptable 
Date PETS checked for first generic drug 

Comments: This ANDA was granted tentative approval on 3/4/14.  Final approval was blocked at that time by Teva's 
180-day generic drug exclusivity under ANDA 78-193 for Raloxifene HCl Tablets USP, 60 mg that will expire on
9/24/14.  Refer to the administrative summary completed at the time of the tentative approval.  With the expiration
of Teva's 180-day generic drug exclusivity, InvaGen's ANDA is eligible for final approval.

Final-printed labeling (FPL) remains acceptable for final approval as evidenced by labeling endorsement dated
9/23/14 above.

CMC found acceptable for final approval (Chemistry Review #4) 9/15/14.

OR
6. Robert L. West Date 9/23/14

Deputy Director, OGD Initials RLWest
Para.IV Patent Cert:     Yes �� No
Pending Legal Action: Yes � No
Petition:                        Yes       No
Entered to APTrack database     
GDUFA User Fee Obligation Status    Met       Unmet
Press Release Acceptable 
Date PETS checked for first generic drug 

Comments: Acceptable EES dated 7/1/14 (Verified 9/23/14).  No "OAI" Alerts noted.

InvaGen provided paragraph IV certifications to the '811, '719, '064 and '330 patents and was sued within the 45-
day period on the '811, '719 and '064 patents.  The litigation was voluntarily withdrawn by the NDA holder, Eli Lilly.

Reference ID: 3645455

(b) (4)
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There are no additional unexpired patents or exclusivity currently listed in the "Orange Book" for this drug patent.

7. OGD Director Evaluation
Kathleen Uhl

Comments: RLWest for Jason Woo, M.D., M.P.H., Acting Director, Office of Regulatory Operations, 9/23/14.
First Generic Approval       
PD or Clinical for BE      
Special Scientific or Reg. Issue 
Press Release Acceptable 

Comments:

8. Project Manager Date 
Initials 

Comments:

Check Communication and Routing Summary into DARRTS

Reference ID: 3645455
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EASILY CORRECTABLE DEFICIENCY EMAIL

ANDA  090842

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

APPLICANT:  InvaGen Pharmaceuticals, Inc.
                         
ATTN:  Ram Mohan Kathuroju

FROM:  Bic Nguyen

TEL: 631-231-3233

FAX: 631-231-4248

FDA CONTACT PHONE: 240-402-9188

Dear Sir:

This communication is in reference to your abbreviated new drug application (ANDA) dated 
October 2, 2008, submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for 
Raloxifene Hydrochloride Tablets USP, 60 mg. 

The deficiencies presented below represent EASILY CORRECTABLE DEFICIENCIES identified during 
the review and the current review cycle will remain open. You should provide a complete response to 
these deficiencies within ten (10) U.S. business days.   

Prominently identify the submission with the following wording in bold capital letters at the top of the 
first page of the submission: 

EASILY CORRECTABLE DEFICIENCY
CHEMISTRY 

If you do not submit a complete response within ten (10) U.S. business days, the review will be closed and 
the listed deficiencies will be incorporated in the next COMPLETE RESPONSE. Please provide your 
response after that complete response communication is received along with your response to any other 
issued comments.

If you are unable to submit a complete response within ten (10) U.S. business days, please contact the 
Regulatory Project Manager immediately so a complete response may be issued if appropriate. 

Please submit official archival copies of your response to the ANDA, facsimile or e-mail responses will not 
be accepted. A partial response to this communication will not be processed as an amendment and will not start a 
review.

If you have questions regarding these deficiencies please contact the Regulatory Project Manager, Bic Nguyen at 
240-402-9188.  

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: 3610344



We have completed our review, and have the following comments:

PRODUCT QUALITY

A.  Deficiencies

Sincerely yours,

{See appended electronic signature page}

Andre S. Raw, Ph.D.
Director 
Division of Chemistry I
Office of Pharmaceutical Science
Center for Drug Evaluation and Research

Reference ID: 3610344
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ROUTING SHEET
APPROVAL    TENTATIVE APPROVAL    SUPPLEMENTAL APPROVAL (NEW STRENGTH)   CGMP

Division: I Team: 14 PM: Bic Nguyen

ANDA #:090842
Firm Name:InvaGen Pharmaceuticals, Inc
ANDA Name:Raloxifene Hydrochloride Tablets, 60 mg
RLD Name:Evista / Eli Lilly

Electronic AP Routing Summary Located:
V:\Chemistry Division I\Team 14\AP ROUTING SUMMARY\90842 2ndTAAPRV ROUT SUMRY.doc

AP/TA Letter Located:
V:\Chemistry Division I\Team 14\Final Version For DARRTS (Original)\90842.2ndTA LTR.doc

Project Manager Evaluation: Date: 12/31/12   Initials: BN
Previously reviewed and tentatively approved --- Date 6/21/12
Previously reviewed and CGMP Complete Response issued -- Date  

Original Recd date 10/6/2008 Date of Application 10/2/2008 Date Acceptable for Filing 10/6/2008

Patent Certification (type) MOU, PIII, PIV Date Patent/Excl. expires 3/2/14
Citizens' Petition/Legal Case?    Yes No 
(If YES, attach email from PM to CP coord)

First Generic                 Yes No 
DMF#:   (provide MF Jackets)

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

Suitability Petition/Pediatric Waiver Pediatric Waiver Request:   Accepted Rejected Pending 

GDUFA User Fee Obligation Status: Met   Unmet: Facility Fee not paid, Backlog fee not paid 
EER Status: Pending �� Acceptable   OAI EES Date Acceptable: 3/2/14 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) 6/14/12        Addendum Needed: Yes   No        Comment: 
Date of Acceptable Bio 8/19/11       Bio reviews in DARRTS:  Yes    No (Volume location: )
Date of Acceptable Labeling 11/16/10 Attached labeling to Letter: Yes No     Comment: 
Date of Acceptable Sterility Assurance (Micro) 

Methods Val. Samples Pending: Yes No ;   Commitment Rcvd. from Firm:  Yes No 

Post Marketing Agreement (PMA): Yes   No   (If yes, email PM Coordinator)   Comment: 

Modified-release dosage form: Yes   No      (If yes, enter dissolution information in Letter)

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

Regulatory Support

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

Division

Bob West / Peter Rickman

Kathleen Uhl

Filed AP Routing Summary in DARRTs Notified Firm and Faxed Copy of Approval Letter Sent Email to "CDER-OGDAPPROVALS
distribution list

Electronic ANDA: 
Yes   No 

Reference ID: 3464371
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Koung

From: Wu, Ruby (Chi-Ann) 
Sent: Wednesday, February 12, 2014 2:48 PM
To: Nguyen, Bic (CDER); Lee, Koung U
Subject: RE: 90842 Raloxifene

Hi Koung,

The labeling ap summary signed off 11/16/10 remains acceptable.

Patent ‘330 was added to the orange book after the labeling review was signed off.  Firm filed PIV, which does not affect the
labeling.

Hi Bic,

I believe the firm provided split certification for patent ‘811 and patent ‘064.  Does the split certification need to be described in 
the letter?

Thanks,

Ruby

3. Paragraph IV Evaluation                            PIV’s Only
David Read Date 26Feb2014
OGD Regulatory Counsel InitialsDTR

Pre-MMA Language included  
Post-MMA Language Included  
Comments:Changes to 2ndTA letter saveed to the V drive.

4. Quality Division Director /Deputy Director Evaluation Date 2/24/2014
Chemistry Div. I (Raw) InitialsBC

Comments:CMC remains adequate

OGD Office Management Evaluation 
5. Peter Rickman Date 3/2/2014

Director, DLPS Initials wpr
Para.IV Patent Cert:     Yes �� No
Pending Legal Action: Yes � No
Petition:                        Yes       No
Entered to APTrack database     
GDUFA User Fee Obligation Status    Met       Unmet
Press Release Acceptable 
Date PETS checked for first generic drug 

Comments: This ANDA was previously TA'd on 6/21/2012 because the applicant's made PIII patent certs to the unexpired 
'847 and '050 patents both of which expire on 3/2/2014. The applicant proposes a carve-out of ODE exclusivity.  Invagen had been 
sued by Lilly with respect to the '811, '719 and '064 patents with Lilly voluntarily dismissing this litigation.  Invagen was not sued 
on the '120, '383 and '330 patents. Even after the expiration of the 4 patents which expire on 3/2/2014, this ANDA will remain 
eligible for TA only.   holds the 180 day exclusivity seat for this product. Chemistry acceptable 6/14/2012. 
Bio acceptable 8/19/2011 (fasting and fed studies 60 mg), no OSI issues that are specific to this ANDA. Labeling acceptable 
11/16/2010, TL sign-off 2/12/2014. EER acceptable 3/2/2014. This ANDA is eligible for TA only due to blocking 180 day 
exclusivity. 

OR
Reference ID: 3464371
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6. Robert L. West Date 
Deputy Director, OGD Initials 

Para.IV Patent Cert:     Yes �� No
Pending Legal Action: Yes � No
Petition:                        Yes       No
Entered to APTrack database     
GDUFA User Fee Obligation Status    Met       Unmet
Press Release Acceptable 
Date PETS checked for first generic drug 

Comments:

7. OGD Director Evaluation
Kathleen Uhl

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

Comments:

8. Project Manager Date 
Initials 

Comments:

Check Communication and Routing Summary into DARRTS

Reference ID: 3464371
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ROUTING SHEET 
 APPROVAL     TENTATIVE APPROVAL     SUPPLEMENTAL APPROVAL (NEW STRENGTH)    CGMP 

 
Division: I Team: 14 PM: Benjamin Danso 
 
ANDA #:090842 
Firm Name:InvaGen Pharmaceuticals, Inc. 
ANDA Name:Raloxifene Hydrochloride Tablets, 60 mg 
RLD Name:Evista / Eli Lilly 
 
Electronic AP Routing Summary Located: 
V:\Chemistry Division I\Team 14\AP ROUTING SUMMARY 
 

AP/TA Letter Located: 
V:\Chemistry Division I\Team 14\Final Version For DARRTS (Original) 

 
Project Manager Evaluation:        Date: 01/17/12   Initials: bd 

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

 
Original Rec′d date 10/06/2008 Date of Application 10/02/2008 Date Acceptable for Filing 10/06/2008 
Patent Certification (type) MOU, PIII & PIV Date Patent/Excl. expires 03/12/2014 Citizens' Petition/Legal Case?    Yes  No  

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

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

 Suitability Petition/Pediatric Waiver  Pediatric Waiver Request:   Accepted  Rejected  Pending  
 
EER Status:  Pending    Acceptable    OAI EES Date Acceptable: 05/21/2012  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) 06/14/2012        Addendum Needed: Yes   No        Comment:       
Date of Acceptable Bio 08/19/2011       Bio reviews in DARRTS:  Yes    No  (Volume location:      ) 
Date of Acceptable Labeling 11/16/2010  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: 05/22/2012  REMS Required: Yes  No   REMS Acceptable: Yes  No  
 

 Regulatory Support 
 

 Paragraph 4 Review (Dave Read, Susan Levine), Date emailed: 06/05/2012 
 

 Division 
 

 1st Generic Review 
 

 Bob West / Peter Rickman 
 Keith Webber 

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

 
 Sent Email to "CDER-OGDAPPROVALS″ 

distribution list 

Electronic ANDA:  
Yes   No  

Reference ID: 3149086
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REMS required?         REMS acceptable?  

Yes  No   Yes  No  n/a     
 
Comments: 

 ______________________________________________  
From:  Lee, Koung U   
Sent: Tuesday, May 22, 2012 3:34 PM 
To: Wu, Ruby (Chi-Ann); Kirby, Christina 
Subject: RE: Please Endorse ANDA 090842, Raloxifene Tablets - Tentative Approval 
 
I concur.  Thanks.  
 
Koung 
______________________________________________  
From:  Wu, Ruby (Chi-Ann)   
Sent: Tuesday, May 22, 2012 9:44 AM 
To: Kirby, Christina 
Cc: Lee, Koung U 
Subject: RE: Please Endorse ANDA 090842, Raloxifene Tablets - Tentative Approval 
 
Koung, 
 
The labeling review signed off 11/16/10 remains acceptable.  The products are not subject of a REMS.  Firm filed PIV to patent 
'330 on January 16, 2012.   
 
Ruby 
 
3. Paragraph IV Evaluation                             PIV’s Only 

David Read            Date 5Jun2012 
OGD Regulatory Counsel           InitialsDTR 

Pre-MMA Language included     
Post-MMA Language Included     
Comments:TA letter okay. 

 
4. Quality Division Director /Deputy Director Evaluation      Date 6/14/12 

Chemistry Div. I (Raw) InitialsASR 
Comments:CMC Acceptable 

 
5. First Generic Evaluation                              First Generics Only 

Frank Holcombe           Date      
  Assoc. Dir. For Chemistry          Initials          
  Comments: (First generic drug review) 
       
 
OGD Office Management Evaluation  
 
6. Peter Rickman           Date 6/21/2012 
  Director, DLPS           Initials wpr 

Para.IV Patent Cert: Yes  No  
Pending Legal Action: Yes  No  
Petition: Yes  No        
Comments: BOS=Evista NDA 20815, Applicant provided PIII certs to the  '763, '117, '086, '968, '049, '847, and '050 

patents. Applicant also provided PIVcerts to the '120, '383, '811, '719, '064 and '330 patents. The applicant is carving out ODE.  
The applicant was sued for infringement of the '811, '719,  and '064 patents. The applicant notified the agency that Lilly (PO) 
voluntary dismissed it's litigation against InvaGen without prejudice. Chemistry acceptable 6/14/2012. Bio acceptable 8/19/2011 
(fasting and fed studies 60 mg). Labeling acceptable 11/16/2010, TL sign off 5/22/2012. EER acceptable 5/21/2012. ANDA is 
eligible for TA only due to PIII patent certs which will expire on 3/2/14.     
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AND/OR 
 
7. Robert L. West           Date       

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

Pending Legal Action: Yes  No  
Petition: Yes  No  

      Press Release Acceptable  
Date PETS checked for first generic drug       

 
 Comments:      
 
8. OGD Director Evaluation 

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 06/21/2012 
Initials CK 
 
Check Communication and Routing Summary into DARRTS 
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BIOEQUIVALENCE AMENDMENT 
 
ANDA  090842 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Pl. 
Rockville, MD  20855-2810   
  
APPLICANT: InvaGen Pharmaceuticals, Inc. 
 
ATTN: Sudhakar R. Vidiyala 
 
FROM: Teresa Ramson 

TEL: 631-231-3233 
 
FAX: 631-231-4248 
 
FDA CONTACT PHONE: (240) 276-8782 

 
Dear Sir: 
 
This facsimile is in reference to the bioequivalence data submitted on October 2, 2008, pursuant to Section 505(j) of the Federal Food, Drug, 
and Cosmetic Act for Raloxifene Hydrochloride Tablets, USP, 60 mg. 
 
Reference is also made to amendments submitted on December 6, 2010 and on May 16, 2011. 
 
The Division of Bioequivalence has completed its review of the submission(s) referenced above and has identified deficiencies which are 
presented on the attached 1  page.  This facsimile is to be regarded as an official FDA communication and unless requested, a hard-copy 
will not be mailed. 
  
You should submit a response to these deficiencies in accord with 21 CFR 314.96.  Your amendment should respond to all the deficiencies 
listed.  Facsimiles or partial replies will not be considered for review.  Your cover letter should clearly indicate: 
 
    Bioequivalence  Response to Information Request          
 
If applicable, please clearly identify any new studies (i.e., fasting, fed, multiple dose, dissolution data, waiver or dissolution waiver) that 
might be included for each strength.  We also request that you include a copy of this communication with your response. 
Please submit a copy of your amendment in an archival (blue) jacket and unless submitted electronically through the gateway, a 
review (orange) jacket.  Please direct any questions concerning this communication to the project manager identified above. 
 
Please remember that when changes are requested to your proposed dissolution methods and/or specifications by the Division of 
Bioequivalence, an amendment to the Division of Chemistry should also be submitted to revise the release and stability specification.  
We also recommend that supportive dissolution data or scientific justification be provided in the CMC submission to demonstrate 
that the revised dissolution specification will be met over the shelf life of the drug product. 
 

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

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

7620 Standish Place 
Rockville, Maryland 20855-2810 

 
ANDAs will only be accepted at the new mailing address listed above.  For further information, please refer to the following websites prior to 
submitting your ANDA Regulatory documents: Office of Generic Drugs (OGD): http://www.fda.gov/cder/ogd or Federal Register: 
http://www.gpoaccess.gov/fr/ 
 
Please submit your response in electronic format.  This will improve document availability to review staff. 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER 
APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized   If you have received this document in error, please immediately notify us 
by telephone and return it to us by mail at the above address 

Reference ID: 2969450



 

ANDA: 090842 

APPLICANT: InvaGen Pharmaceuticals, Inc. 

DRUG PRODUCT: Raloxifene Hydrochloride Tablets USP, 60 mg 

 
The Division of Bioequivalence (DBE) has completed its review of 
the submission acknowledged on the cover page and has identified 
the following deficiencies: 
 

1. SOP  (Criteria for sample reanalysis and 
reporting) does not include objective criteria for 
repeating the analysis of sample S27P1 9.0 Hour, of which 
the original analysis was found to be analytically valid. 
Therefore, the original value (7218.021 pg/mL) should be 
used in the statistical analysis. When using the original 
assay value for said sample, the 90% confidence interval 
(C.I.) for lnCmax of raloxifene was [65.27;101.56] and did 
not meet bioequivalence acceptance criteria. As a result, 
fasting study no. BA0818122-01 is unacceptable. 

  
2. Please revise your SOP  for future studies to 

include objective criteria for reanalysis of samples with 
anomalous values, otherwise known as pharmacokinetic (PK) 
repeats. 

 
3. Please revise your SOP  (Chromatographic 

integration) to include objective criteria for performing 
manual integration of chromatogram peaks. Please be advised 
to implement pre-established SOPs for your analytical 
procedures in future 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 
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BIOEQUIVALENCE AMENDMENT 
 
ANDA  090842 
 
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: InvaGen Pharmaceuticals, Inc. 
 
ATTN: Sudhakar Vidiyala 
 
FROM:  Teresa Ramson 

TEL: 631-231-3233 
 
FAX: 631-231-4248 
 
FDA CONTACT PHONE: (240) 276-8782  

 
Dear Sir: 
 
This facsimile is in reference to the bioequivalence data submitted on October 2, 2008, pursuant to Section 505(j) of the 
Federal Food, Drug, and Cosmetic Act for Raloxifene Hydrochloride Tablets, USP, 60 mg.  
 
Reference is also made to your amendment dated, December 6, 2010. 
 
The Division of Bioequivalence has completed its review of the submission(s) referenced above and has identified deficiencies 
which are presented on the attached 2  pages.  This facsimile is to be regarded as an official FDA communication and 
unless requested, a hard-copy will not be mailed. 
   
You should submit a response to these deficiencies in accord with 21 CFR 314.96.  Your amendment should respond to all the 
deficiencies listed.  Facsimiles or partial replies will not be considered for review.  Your cover letter should clearly indicate: 
 
Bioequivalence  Response to Information Request          
 
If applicable, please clearly identify any new studies (i.e., fasting, fed, multiple dose, dissolution data, waiver or dissolution 
waiver) that might be included for each strength.  We also request that you include a copy of this communication with your 
response. 
Please submit a copy of your amendment in an archival (blue) jacket and unless submitted electronically through the 
gateway, a review (orange) jacket.  Please direct any questions concerning this communication to the project manager 
identified above. 
 
Please remember that when changes are requested to your proposed dissolution methods and/or specifications by the 
Division of Bioequivalence, an amendment to the Division of Chemistry should also be submitted to revise the release 
and stability specification.  We also recommend that supportive dissolution data or scientific justification be provided in 
the CMC submission to demonstrate that the revised dissolution specification will be met over the shelf life of the drug 
product. 
 

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

Office of Generic Drugs 
Document Control Room 

7620 Standish Place 
Rockville, Maryland 20855 

After the effective date, 01-Aug-2010, ANDAs will only be accepted at the new mailing address listed above. DO NOT submit 
your ANDA Regulatory documents to this address prior to 01-Aug-2010.  For further information, please refer to the following 
websites prior to submitting your ANDA Regulatory documents: Office of Generic Drugs (OGD): http://www.fda.gov/cder/ogd or 
Federal Register: http://www.gpoaccess.gov/fr/ 
 
Please submit your response in electronic format.  This will improve document availability to review staff. 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER 
APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized   If you have received this document in error, please immediately notify us 
by telephone and return it to us by mail at the above address

Reference ID: 2898540



 

ANDA: 090842 

APPLICANT: InvaGen Pharmaceuticals, Inc. 

DRUG PRODUCT: Raloxifene Hydrochloride Tablets USP, 60 mg 

 
The Division of Bioequivalence (DBE) has completed its review of the 
submission acknowledged on the cover page and has identified the 
following deficiencies: 
 

1. Please explain the term “No Intercept” used to assign to the 
original values of the raloxifene-4’-glucuronide samples which 
were reanalyzed for the reason “Concentration Over the 
Calibration Curve (OCC)” in fasting study no. BA0818122-01.  
The same term was also used for the raloxifene-4’-glucuronide 
QC samples in fasting study no. BA0818122-01. 

 
2. Please provide objective justifications for manually 

integrating the peaks for samples S3P2 96.0 HR SUB3&4_61 
(raloxifene), S3P2 96.0 HR SUB3&4_61 (raloxifene-4’-
glucuronide), S3P2 96.0 HR SUB3&4_61 (raloxifene-6-
glucuronide), and S5P2 96.0 HR SUB5&6_60 (raloxifene-4’-
glucuronide) in fasting study no. BA0818122-01.  Please also 
provide the standard operating procedure (SOP) detailing the 
reintegration method. 

 
3. Please explain why subject 11 had no measurable raloxifene 

concentrations at all time points after receiving the test 
product treatment in the fasting study no. BA0818122-01, 
considering that this subject had measurable concentrations 
for both glucuronide metabolites under the same treatment. 
This subject also had measurable concentrations of raloxifene 
and raloxifene glucuronide metabolites after receiving the 
reference product.    

 
4. You repeated the sample S27P1 9.0 Hour in your fasting study 

using the following reason: “S27P1 9.0 Hour had a 
concentration of 7218.021pg/mL and the analyte peak area also 
was very high (≈100 times) when compared to the preceding and 
succeeding time points. No such abnormality was found in RA4G 
and RA6G for this particular time point. Hence S27Pl 9.0 Hour 
was repeated under AI, suspected analytical interference from 
the analyst during processing.”  However, per your SOP No. 

 “Analytical Interference (AI)” is defined as 
“Predose sample having interference more than LOQ standard 
(Std A).” Therefore, your repeat of the above-mentioned was a 
violation of your SOP, and is not valid.  Rather, the DBE 
considers such repeat as “PK repeat” and biased.  In such 
case, only the original value for this sample (S27P1 9.0 Hour) 
of your fasting study should be used in the data analysis of 

Reference ID: 2898540
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the study.  The DBE reanalyzed the data using the original 
value of the above sample and the 90% C.I. for lnCmax of 
raloxifene, [65.27;101.56], failed to meet the acceptable 
bioequivalence limits of [80.00;125.00]. In addition, the 
point estimate for lnCmax of raloxifene-4’-glucuronide was 
outside the limits of [80.00;125.00] and did not support the 
bioequivalence of test product. Therefore, your fasting 
bioequivalence study no. BA0818122-01 is unacceptable. 

 
5. Please indicate what medical interventions were used to 

resolve the adverse events experienced by subject 13 
(headache) and subject 26 (fever) in the fed study no. 
BA0818123-01. 

 
6. Please submit chromatograms from at least 20% of the total 

number of subjects that completed fed study no. BA0818123-01 
(i.e. 20% of 41 subjects, or at least 8 subjects). 

 
7. In 2009, following the inspection by the FDA Division of 

Scientific Investigations (DSI) of the analytical site  
 Form FDA-483 was 

issued. One of the DSI’s objectable findings was  
 

  The analytical site’s response to this DSI 
Finding was that the SOP was revised to require  

 for preparation of calibrators and QCs.  
 

The sample analysis of the bioequivalence studies of your 
current application was conducted at  prior to the above 
DSI inspection and  response stating its commitment to 
revise the SOP for the preparation of calibration curve 
standards and quality control samples. Please indicate if 

 
 in the 

current ANDA. Also, please submit  revised and 
current SOP for the preparation of calibration curve standards 
and quality control samples. 

 
 
 
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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Electronic Log Book 
 
Electronic Log Book ID 179 
Contact: Invagen Pharmaceuticals Inc. 
Contact Person: Sudhakar R Vidiyala 
  
Reason: Outgoing, FDA Request for 

Information 
Contact Type: Phone 
  
Category: ANDA 
ANDA/Control/Protocol #: 090842 
  
FDA Contact: Alpita Popat 
  
Contact Time and Date 12/3/2010 at 3:10:08 PM 

 
Subject: Bioequivalence 
  
Query  
The reviewer would requested the following information from 
the firm as a telephone amendment. 
 
Please submit DBE summary tables 10 (Study Information), 12 
(Dropout Information), and 13 (Protocol Deviations) for the 
fasting and fed bioequivalence studies, and DBE summary 
table 16 (Composition of Meal Used in Fed Bioequivalence 
Study) using the table formats below. Please use the 
following criteria when preparing the summary tables: 
 

• Please provide the Bioequivalence Summary Tables as pdf 
files and in MSWord.  Place the MSWord format of all 
the tables in Module 2.7 and the pdf files in the 
appropriate eCTD/CTD locations. 

• Margins for the paper should be 1 for the top and 
bottom and 1.25 for the left and right sides. 

• All text should be Times New Roman 10. 
• Please use the Default Table Style when creating the 

tables when they are created in Microsoft Word. (Select 
Menu Table-Table Auto Format-Table Normal) 

• Tables 10-16 should be in PORTRAIT orientation. 
 
In addition, please submit a table that summarizes the 
repeats for analytical reasons and reassay for Raloxifene, 
Raloxifene-4-Glucuronide, and Raloxifene-6-Glucuronide in 
Human Plasma for the fasting and fed bioequivalence studies. 
Your DBE Summary Table 9 indicated that this information is 
located in the Bioanalytical Report; however, the 
Bioanalytical Report was not located. Please submit the 
Bioanalytical Report. Also, please submit SOPs repeat 
analysis and report of final values, and analytical run 
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acceptance criteria. 
  
Response  
Spoke to Somaraju Indukuri and the firm will gather data and 
submit as a telephone amendment within 10 business days. 
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REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
ANDA Number:   090842    
Dates of Submission: July 7, 2009 (amendment)   
Applicant's Name:  Invagen Pharmaceuticals, Inc. 
Established Name:  Raloxifene Hydrochloride Tablets USP, 60 mg 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
Labeling Deficiencies:  
 
1. GENERAL COMMENT:  

Please respond to the following question on your cover letter: please comment on how many Medication Guides 
will be provided for each packaging configuration. 

 
2.  CONTAINER (Bottles of 30s and 1000s): 

a. "Each film-coated tablet…" 
b. Please revise the "PHARMACIST" statement to read: 

“PHARMACIST: Dispense the enclosed Medication Guide to each patient.” or 
“PHARMACIST: Dispense the accompanying Medication Guide to each patient.” Or  
“PHARMACIST: Dispense the Medication Guide provided separately to each patient.” 

Please note that if the medication guides are not physically attached to the bottle of 1000s, please use the 
last statement.  

 
3.  PHYSICIAN INSERT 

a. "CONTENTS" and "FULL PRESCRIBING INFORMATION" should be separated by a horizontal line [refer to 
21 CFR 201.57(d)(2)]. 

b. The Agency recommends two-column format for the "HIGHLIGHTS" and "CONTENTS" sections. 
c. HIGHLIGHTS, "To report SUSPECTED ADVERSE REACTIONS" subsection: To be in accord with 21 CFR 

201.57(a)(11)(ii), please include the name and phone number of the manufacturer. 
d. FULL PRESCRIBING INFORMATION 

i. Throughout the insert, revise "in the" to read "in a" whenever you are referring to a study or trial 
conducted by the RLD.   

ii. 6.1, third paragraph, subtitle: delete "(MORE)" 
iii. Table 1, Title: "Table 1: Adverse Reactions Occurring in Placebo–Controlled Osteoporosis Clinical Trials 

at a Frequency ≥2.0% and in more Raloxifene Hydrochloride Tablets -Treated (60 mg Once Daily) 
Women than Placebo–Treated Women*" 

iv. 12.3, third sentence: "…in systemic…" [add a space] 
v. 14.1, first paragraph, first sentence: delete "(MORE)" 
 

3. Stand-alone MEDICATION GUIDE 
 Revise to be consistent with the Medication Guide attached to the insert labeling. 
 
Revise your labeling, as instructed above, and submit final printed labeling electronically.  
 
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the reference 
listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of 
new documents posted on the CDER web site at the following address - 
http://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 
the previously submitted labeling with all differences annotated and explained.            
                
               {See appended electronic signature page} 

___________________________ 
 

Wm. Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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QUALITY DEFICIENCY - MINOR 
 
ANDA  90-842 
 
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:  Invagen Pharmaceuticals Inc. 
 
ATTN:  Sudhakar R. Vidiyala 
 
FROM:  Benjamin Danso 

TEL: 631-231-3233 
 
FAX: 631-231-4248 
 
FDA CONTACT PHONE: (240) 276-8527 

 
Dear Sir: 
 
This facsimile is in reference to your abbreviated new drug application dated October 2, 2008, submitted 
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Raloxifine Hydrochloride 
Tablets, 60 mg.  
 
Reference is also made to your amendment dated July 22, 2009. 
 
The Division of Chemistry has completed its review of the submission(s) referenced above and has 
identified deficiencies which are presented on the attached __1__  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: Chemistry comments provided. Please include in response. 
 
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.



 
36.  CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
 

ANDA: 90-842   APPLICANT: Invagen Inc.  
                         
DRUG PRODUCT:  Raloxifene Hydrochloride Tablets, 60 mg 
  
The deficiencies presented below represent MINOR 
deficiencies. 

 
A. Deficiencies: 
 
1. The Drug Master File  which describes the 

manufacture of the drug substance, has been found 
deficient.  The DMF holder has been notified by a separate 
letter.  Please respond to these deficiencies only after 
you have learned that the DMF holder has responded. 

 
2. 

 

 
3. 

  
4. Please provide any additional long term stability data 

that may be available. 
 

 
     Sincerely yours, 
      
     {See appended electronic signature page} 
      

     Rashmikant M. Patel, Ph.D. 
     Director 
     Division of Chemistry I 
     Office of Generic Drugs 
     Center for Drug Evaluation and Research 

(b) (4)

(b) (4)
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REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
ANDA Number:   90-842    
 
Dates of Submission: October 2, 2008 (original)   
 
Applicant's Name:  Invagen Pharmaceuticals, Inc. 
 
Established Name:  Raloxifene Hydrochloride Tablets USP, 60 mg 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
Labeling Deficiencies:  
 
1. GENERAL COMMENT:  

The drug product is now subject of a USP monograph titled "Raloxifene Hydrochloride Tablets".  We encourage you to 
use "USP" in the established name of your drug product. 

 
2.  CONTAINER (Bottles of 30s and 1000s): 

a. Correct the spelling of the established name.   
b. Add "Each tablet contains 60 mg raloxifene hydrochloride, USP." 
c. Include a statement instructing the authorized dispenser to provide a Medication Guide to each patient to whom the 

drug product is dispensed, and state how the Medication Guide is provided. These statements shall appear on the 
label in a prominent and conspicuous manner. 21 CFR 208.24 (d) 

For example: 
- “PHARMACIST: PLEASE DISPENSE WITH ATTACHED MEDICATION GUIDE” 
or 
- “PHARMACIST: PLEASE DISPENSE WITH MEDICATION GUIDE PROVIDED SEPARATELY” 

 
3.  PHYSICIAN INSERT 

a. GENERAL COMMENT: revise "Raloxifene hydrochloride Tablets" to read "raloxifene hydrochloride tablets" unless 
"Raloxifene" appears at the beginning of a sentence. 

b. HIGHLIGHTS 
i. Title: "Initial" should appear on the next line and it should read "Initial U.S. Approval: 1997" 
ii. Recent Major Changes: please delete "Indications and Usage, Invasive Breast Cancer Risk Reduction (1) 

9/2007" 
iii. Indications and usage: "Raloxifene hydrochloride tablet is…" 
iv. "To report SUSPECTED ADVERSE REACTIONS" subsection: To be in accord with 21 CFR 201.57(a)(11)(ii), 

please include the name and phone number of the manufacturer. 
c. CONTENTS: Renumber " to read "14.5".  You should keep the same number system as the RLD. 
d. FULL PRESCRIBING INFORMATION 

i. 1.1: Delete  
ii. 2.2: "For osteoporosis treatment…" 
iii. 5.11: Delete " 
iv. 5.12: Delete "Raloxifene hydrochloride tablets do not eliminate the risk of breast cancer [see Clinical Studies 

(14.4)]." 
v. 6.1, sixth paragraph, first sentence: "Table 1 lists adverse reactions occurring in osteoporosis treatment and 

placebo-controlled clinical trials at a frequency ≥ 2.0% in the raloxifene hydrochloride-treated women than in 
placebo-treated women." 

vi. Table 1, Title: "Table 1: Adverse Reactions Occurring in Placebo–Controlled Osteoporosis Clinical Trials at a 
Frequency ≥2.0%" 

vii. Table 1: "† Includes only patients with an intact uterus: raloxifene hydrochloride tablets treatment trial: 
Treatment Trial: n=1948, Placebo, n=1999." 

viii. 6.1: add at the end of this section 
Breast Pain — Across all placebo-controlled trials, raloxifene was indistinguishable from placebo with 
regard to frequency and severity of breast pain and tenderness. Raloxifene was associated with less 
breast pain and tenderness than reported by women receiving estrogens with or without added progestin. 
 
Gynecologic Cancers — Raloxifene-treated and placebo-treated groups had similar incidences of 
endometrial cancer and ovarian cancer. 
 
Placebo-Controlled Trial of Postmenopausal Women at Increased Risk for Major Coronary Events  — 

(b) (4)

(b) (4)

(b) (4)
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COMPLETE RESPONSE -- MINOR 
 
ANDA  90-842 
 
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:  Invagen Pharmaceuticals Inc. 
 
ATTN:  Sudhakar R. Vidiyala 
 
FROM:  Benjamin Danso 

TEL: 631-231-3233 
 
FAX: 631-231-4248 
 
FDA CONTACT PHONE: (240) 276-8527 

 
Dear Sir: 
 
This facsimile is in reference to your abbreviated new drug application dated October 2, 2008, submitted pursuant 
to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Raloxifine Hydrochloride Tablets, 60 mg.  
 
 

SPECIAL INSTRUCTIONS: Chemistry comments provided. Please include in response. 
 

Please submit your response in electronic format.  
This will improve document availability to review staff. 
 
We have completed the review of your ANDA and have determined that we cannot approve this application in its present form.  
We have described below our reasons for this action and, where possible, our recommendations to address these issues in the 
following attachments ( 3   pages).   This facsimile is to be regarded as an official FDA communication and unless 
requested, a hard copy will not be mailed.  
 
The file on this application is now closed.  You are required to take an action described under 21 CFR 314.120 which will 
either amend or withdraw the application.  Your amendment should respond to all of the deficiencies listed.  Facsimiles or 
partial replies will not be considered for review, nor will the review clock be reactivated until all deficiencies have been 
addressed.  The response to this facsimile will be considered to represent a MINOR AMENDMENT and will be reviewed 
according to current OGD policies and procedures.  The designation as a MINOR AMENDMENT should appear prominently 
in your cover letter. Upon OGD's acceptance for filing of your ANDA, it was determined that an adequate amount of 
information was submitted to allow for review of your Bioequivalence and Microbiology data.  You will be notified in a 
separate communication of any further deficiencies identified during our review of your Bioequivalence and Microbiology data  
If you have substantial disagreement with our reasons for not approving this application, you may request an opportunity for a 
hearing. 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN 
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, dissemination, copying, or other action to the content 
of this communication is not authorized   If you have received this document in error, please immediately notify us by telephone and return it to us by mail at the above address  

 



36.  CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
 

ANDA: 90-842     APPLICANT: InvaGen Pharmaceuticals, Inc. 
                          
DRUG PRODUCT: Raloxifene Hydrochloride Tablets, 60 mg 
  
The deficiencies presented below represent MINOR 
deficiencies. 

 
A. Deficiencies: 
 
1. The Drug master file , which describes the 

manufacture of the drug substance, has been found 
deficient.  The DMF holder has been notified by a 
separate letter.  Please respond to this deficiency only 
after you have learned that the DMF holder has 
responded. 

 
2. 

 
3. 

 
4. 

 
5. 

 
6. 

 
7. 

 
8. 

 
9. 

 

(b) (4)

(b) (4)



 
10. 

 
11. 

 
12. 

 
13. 

 
14. 

 
B. In addition to responding to the deficiencies presented 

above, please note and acknowledge the following comments 
in your response: 

 
1. All facilities referenced in the ANDA should have a 

satisfactory compliance evaluation at the time of 
approval. We have requested an evaluation from the 
Office of Compliance. 

 

(b) (4)



2. Your labeling information is pending review. 
Deficiencies, if any, will be communicated separately. 

 
3. Your bioequivalence information is pending review.  

Deficiencies, if any, will be communicated separately.  
 
4. Please provide any additional long term stability data 

that may be available. 
 

 
     Sincerely yours, 
 
     {See appended electronic signature page} 
 
     Rashmikant M. Patel, Ph.D. 
     Director 
     Division of Chemistry I 
     Office of Generic Drugs 
     Center for Drug Evaluation and Research 
 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Gururaj Bykadi
5/4/2009 12:25:12 PM



 
 
 

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

FILING 
 

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

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

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

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

 
ANDA #: 90-842    FIRM NAME:  INVAGEN PHARMACEUTICALS, INC. 
 
PIV: YES  Electronic or Paper Submission:  ELECTRONIC (ECTD FORMAT) 
  
 RELATED APPLICATION(S):  NA 

First Generic Product Received?  NO 
 
DRUG NAME:   RALOXIFENE HYDROCHLORIDE
  
DOSAGE FORM:  TABLETS, 60 MG   
Random Queue:  5  
Chem Team Leader: Bykadi, Raj      Chem PM: Ben Danso      Labeling Reviewer: Ruby Wu                
Bio PM: Nam J. Chun (Esther) 

           Letter Date:   OCTOBER 2, 2008  Received Date:  OCTOBER 6, 2008 
 
   Comments:     EC -1 YES                         On Cards:   YES         
     Therapeutic Code:  3020400 BONE/CALCIUM-PHOSPHOROUS        
 

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    12/04/2008   

 
Recommendation:      
 
    FILE          REFUSE to RECEIVE 

Supervisory Concurrence/Date:                 Date:        
 
 ADDITIONAL COMMENTS REGARDING THE ANDA: 
2. Please revise the reprocessing statement to cite 21 CFR 211.115.  
 
Comment included in ACK letter.  
 
 
 
 

 

Bio Assignments: 
 

 BPH            BCE 

 BST            BDI 

 
 Micro Review 

      (No) 









 
 
   1.12.11 

 
Basis for Submission   
NDA# :   20-815          
Ref Listed Drug:  EVISTA        
Firm: ELI LILLY AND COMPANY       
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, treatment of osteoporosis 
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): NA 

 
 

1.14.1 
 

Draft Labeling  (Mult Copies N/A for E-Submissions) 
1.14.1.1  4 copies of draft (each strength and container)  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 
 

 
 



MODULE 2 
     SUMMARIES                               ACCEPTABLE 
 
2.3 

 
Quality Overall Summary (QOS)  
     E-Submission:  PDF YES  
                                Word Processed e.g., MS Word YES 
 
A model Quality Overall Summary for an immediate release tablet and an extended release capsule 
can be found on the OGD webpage http://www fda.gov/cder/ogd/   
 
Question based Review (QbR) YES 
 
2.3.S  
    Drug Substance (Active Pharmaceutical Ingredient) YES 
       2.3.S.1 General Information 
       2.3.S.2 Manufacture 
       2.3.S.3 Characterization 
       2.3.S.4 Control of Drug Substance 
       2.3.S.5 Reference Standards or Materials 
       2.3.S.6 Container Closure System 
       2.3.S.7 Stability 
 
2.3.P 
    Drug Product YES 
       2.3.P.1 Description and Composition of the Drug Product 
       2.3.P.2  Pharmaceutical Development        
                  2.3.P.2.1 Components of the Drug Product 
                            2.3.P.2.1.1 Drug Substance 
                            2.3.P.2.1.2 Excipients 
                 2.3.P.2.2 Drug Product 
                 2.3.P.2.3 Manufacturing Process Development 
                 2.3.P.2.4 Container Closure System 
      2.3.P.3 Manufacture 
      2.3.P.4 Control of Excipients 
      2.3.P.5 Control of Drug Product 
      2.3.P.6 Reference Standards or Materials 
      2.3.P.7 Container Closure System 
      2.3.P.8 Stability  

 
 

 
2.7 

Clinical Summary (Bioequivalence) 
Model Bioequivalence Data Summary Tables 
           E-Submission:  PDF YES  
                                      Word Processed e.g., MS Word YES 
2.7.1 Summary of Biopharmaceutic Studies and Associated Analytical Methods   
2.7.1.1 Background and Overview 
            Table 1. Submission Summary YES 
              Table 4. Bioanalytical Method Validation YES 
              Table 6. Formulation Data YES 
2.7.1.2 Summary of Results of Individual Studies  
              Table 5. Summary of In Vitro Dissolution YES 
2.7.1.3 Comparison and Analyses of Results Across Studies  
            Table 2. Summary of Bioavailability (BA) Studies YES 
              Table 3. Statistical Summary of the Comparative BA Data YES 
2.7.1.4 Appendix 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 
 

 
 

 









 
 
3.2.P.4 

 
Controls of Excipients (Inactive Ingredients)  
 Source of inactive ingredients identified  YES 
3.2.P.4.1 Specifications 
    1. Testing specifications (including identification and characterization) YES 
    2. Suppliers' COA (specifications and test results) YES 
3.2.P.4.2 Analytical Procedures 
3.2.P.4.3 Validation of Analytical Procedures 
3.2.P.4.4 Justification of Specifications 
    Applicant COA  YES 

 
 

 
MODULE 3 
     3.2.P DRUG PRODUCT 
                                                                                                                                              ACCEPTABLE 

 
3.2.P.5 

 
Controls of Drug Product 
3.2.P.5.1 Specification(s) YES 
3.2.P.5.2 Analytical Procedures YES 
3.2.P.5.3 Validation of Analytical Procedures 
     Samples - Statement of Availability and Identification of: 
    1. Finished Dosage Form  YES 
    2. Same lot numbers  ID080510 
3.2.P.5.4 Batch Analysis 
     Certificate of Analysis for Finished Dosage Form YES 
3.2.P.5.5 Characterization of Impurities 
3.2.P.5.6 Justification of Specifications 
 

 
 

3.2.P.7 Container Closure System 
     1. Summary of Container/Closure System (if new resin, provide data) YES 
     2. Components Specification and Test Data YES 
     3. Packaging Configuration and Sizes  

 
     4. Container/Closure Testing  YES 
     5. Source of supply and suppliers address  YES 

 
 

3.2.P.8 
 

3.2.P.8.1 Stability (Finished Dosage Form) 
     1. Stability Protocol submitted  YES 
     2. Expiration Dating Period months 
3.2.P.8.2 Post-approval Stability and Conclusion 
     Post Approval Stability Protocol and Commitments YES 
3.2.P.8.3 Stability Data  
     1. 3 month accelerated stability data YES 
     2. Batch numbers on stability records the same as the test batch 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, 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) NA 
    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): A: ID080510, R: A489455 
3. Study Type:  IN-VIVO PK STUDY(IES)     (Continue with the appropriate study type box below) 
 

 
 

(b) (4)
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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.
---------------------------------------------------------------------------------------------------------------------
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12/5/2008 10:06:43 AM



 
 

DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
               

             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 90-842 
 
 
 
 
Invagen Pharmaceuticals, Inc. 
Attention: Sudhakar R. Vidiyala 
7 Oser Avenue 
Hauppauge, NY 11788 
 
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: Raloxifene Hydrochloride Tablets, 60 mg 
 
DATE OF APPLICATION: October 2, 2008 
 
DATE (RECEIVED) ACCEPTABLE FOR FILING: October 6, 2008 
 
You have filed a Paragraph IV patent certification, in accordance with 
21 CFR 314.94(a)(12)(i)(A)(4) and Section 505(j)(2)(A)(vii)(IV) of the 
Act.  Please be aware that you need to comply with the notice 
requirements, as outlined below.  In order to facilitate review of 
this application, we suggest that you follow the outlined procedures 
below:   
 
CONTENTS OF THE NOTICE 
 
You must cite section 505(j)(2)(B)(ii) of the Act in the notice and 
should include, but not be limited to, the information as described in 
21 CFR 314.95(c). 
 
SENDING THE NOTICE 
 
In accordance with 21 CFR 314.95(a): 
 

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

 
1) Each owner of the patent or the representative 

designated by the owner to receive the notice; 
 

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

           



3)   An applicant may rely on another form of    
  documentation only if FDA has agreed to such    
 documentation in advance. 
 
DOCUMENTATION OF NOTIFICATION/RECEIPT OF NOTICE 
 
You must submit an amendment to this application with the following: 
 

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

   

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

 

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

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

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

 

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

 

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



 
If you have further questions you may contact Martin Shimer, Chief, 
Regulatory Support Branch, at (240) 276-8419. 
 
We will correspond with you further after we have had the opportunity 
to review the application. 
 
In the interim, please revise your reprocessing statement to reference 
21 CFR 211.115.  
 
Please identify any communications concerning this application with 
the ANDA number shown above. 
 
Should you have questions concerning this application, contact: 
 
 

Benjamin Danso              
Project Manager 
240-276-8527 
 
 
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 

 
 
 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
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Martin Shimer
12/5/2008 10:06:24 AM
Signing for Wm Peter Rickman




