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ANDA 078789 
 
 
 
 
 

 
Mylan Pharmaceuticals, Inc. 
Attention: S. Wayne Talton 
   Vice President, Regulatory Affairs 
781 Chestnut Ridge Road 
P.O. Box 4310 
Morgantown, WV 26504-4310 
 
 

Dear Sir: 
 
This is in reference to your abbreviated new drug application 
(ANDA) dated Januray 15, 2007, submitted pursuant to section 
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), 
for Venlafaxine Hydrochloride Extended-release Capsules, 37.5 mg 
(base), 75 mg (base), and 150 mg (base).  
 
Reference is made to the tentative approval letter issued by 
this office on November 13, 2008, and to your amendments dated 
November 16, 2007; and March 18, April 2, April 7, April 29, May 
5, and May 6, 2011.  
 
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.  Accordingly the ANDA is approved, effective 
on the date of this letter.  The Division of Bioequivalence has 
determined your Venlafaxine Hydrochloride Extended-release 
Capsules, 37.5 mg (base), 75 mg (base), and 150 mg (base), to be 
bioequivalent and, therefore, therapeutically equivalent to the 
reference listed drug (RLD), Effexor XR Capsules, 37.5 mg 
(base), 75 mg (base) and 150 mg (base), respectively, of Wyeth 
Pharmaceuticals, Inc. (Wyeth). 
 
Your dissolution testing should be incorporated into the 
stability and quality control program using the same method 
proposed in your ANDA.  The USP Test 2 method and FDA-
recommended “interim” dissolution specifications are as follows: 
 

Medium:    Water 
Volume:    900 mL 
USP Apparatus:  Type I (Basket) 
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Rotation (rpm):  100 rpm 
 

 

The drug product should meet these “interim” specifications: 
 
 Time (Hours)   Percent Dissolved 
 
  2     
  4    
  8    
     12    
     24     

 
These “interim” dissolution test(s) and tolerances should be 
finalized by submitting dissolution data from the first three 
production size batches.  These data should be submitted as a 
“Special Supplement – Changes Being Effected” if there are no 
revisions to be made to the “interim” specifications, or if the 
final specifications are tighter than the “interim” 
specifications.  In all other instances, the information should 
be submitted in the form of a Prior Approval Supplement. 
 
The RLD upon which you have based your ANDA, Wyeth’s Effexor XR 
Capsules, is subject to periods of patent protection.  The 
following patents and their expiration dates are currently 
listed in the agency’s publication titled Approved Drug Products 
with Therapeutic Equivalence Evaluations (the “Orange Book”) for 
this drug product:  
 

 U.S. Patent Number   Expiration Date 
 

 5,916,923 (the ‘923 patent) December 28, 2013* 
 6,274,171 (the ‘171 patent) September 20, 2017* 
 6,310,101 (the ‘101 patent) June 28, 2013 
 6,403,120 (the ‘120 patent) September 20, 2017* 
 6,419,958 (the ‘958 patent) September 20, 2017* 
 6,444,708 (the ‘708 patent) December 28, 2013* 
      *with pediatric exclusivity added 
 
With respect to the ‘923, ‘101, and ‘708 patents, as well as the   
‘120 patent insofar as it pertains to U-451 (generalized anxiety 
disorder only), and the ‘958 patent insofar as it pertains to U-
459 (generalized anxiety disorder only), your ANDA contains 
statements under section 505(j)(2)(A)(viii) of the Act that 
these are method of use patents that do not claim any indication 
for which you are seeking approval under your ANDA. 
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With respect to the '171, '120, and '958 patents, 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 Venlafaxine Hydrochloride 
Extended-release Capsules, 37.5 mg (base), 75 mg (base), and 150 
mg (base), under this ANDA.  You notified the agency that Mylan 
complied with the requirements of section 505(j)(2)(B) of the 
Act, and litigation for infringement of the '171, '120, and '958 
patents was brought against Mylan in the United States District 
Court for the Northern District of West Virginia [Wyeth 
Pharmaceuticals Inc. v. Mylan Pharmaceuticals Inc., Civil Action 
No. 07-CV-91].  You have notified the agency that on February 10, 
2011, the court dismissed the litigation based on a License 
Agreement between Mylan and Wyeth. 
 
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 
Division of Drug Marketing, Advertising, and Communications 
5901-B Ammendale Road 
Beltsville, MD 20705 
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We call your attention to 21 CFR 314.81(b)(3) which requires 
that all promotional materials be submitted to the Division of 
Drug Marketing, Advertising, and Communications with a completed 
Form FDA 2253 at the time of their initial use.   
   
As soon as possible, but no later than 14 days from the date of 
this letter, submit, using the FDA automated drug registration 
and listing system (eLIST), the content of labeling [21 CFR 
314.50(l)] in structured product labeling (SPL) format, as 
described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLab
eling/default.htm, that is identical in content to the approved 
labeling (including the package insert, and any patient package 
insert and/or Medication Guide that may be required). Information 
on submitting SPL files using eLIST may be found in the guidance 
for industry titled “SPL Standard for Content of Labeling 
Technical Qs and As” at  
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInf
ormation/Guidances/U CM072392.pdf  The SPL will be accessible via 
publicly available labeling repositories. 
        
 

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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ANDA 78-789 
 
 
 
 
 
 
Mylan Pharmaceuticals Inc. 
Attention:  S. Wayne Talton 
    Vice President, Regulatory Affairs 
781 Chestnut Ridge Road 
P.O. Box 4310 
Morgantown, WV 26504 
 
 
Dear Sir: 
 
This is in reference to your abbreviated new drug application 
(ANDA) dated January 15, 2007, submitted pursuant to section 
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), 
for Venlafaxine Hydrochloride Extended-release Capsules, 37.5 mg 
(base), 75 mg (base), and 150 mg (base).  
 
Reference is also made to your amendments dated November 6, 
2007; and February 15, May 21, June 2, June 23, July 8, 
August 1, August 19, and October 20, 2008.  
 
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 issues 
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 practices (cGMPs) of the facilities 
used in the manufacture and testing of the drug product).  This 
determination is subject to change on the basis of new 
information that may come to our attention.  This letter does 
not address issues related to the 180-day exclusivity provisions 
under section 505(j)(5)(B)(iv) of the Act. 
 
The reference listed drug (RLD) upon which you have based your 
ANDA, Effexor XR Capsules, 37.5 mg, 75 mg, and 150 mg, of Wyeth 
Pharmaceuticals, Inc., is subject to multiple periods of patent 
protection and exclusivity.  The following unexpired patents 
(with their expiration dates) are currently listed in the 



 

agency’s publication titled Approved Drug Products with 
Therapeutic Equivalence Evaluations (the “Orange Book”) for this 
drug product:  
 
 U.S. Patent Number   Expiration Date 
 
 5,916,923 (the '923 patent) December 28, 2013* 
 6,274,171 (the '171 patent) September 20, 2017* 
 6,310,101 (the ‘101 patent) June 28, 2013 
 6,403,120 (the '120 patent) September 20, 2017* 
 6,419,958 (the '958 patent) September 20, 2017* 
 6,444,708 (the '708 patent) December 28, 2013* 
        *pediatric exclusivity added 
 
With respect to the ‘101, '923 and '708 patents, as well as the 
'120 patent insofar as it pertains to U-451 (generalized anxiety 
disorder), and the '958 patent insofar as it pertains to U-459 
(generalized anxiety disorder), your ANDA contains statements 
under section 505(j)(2)(A)(viii) of the Act that these are 
method of use patents that do not claim any indication for which 
you are seeking approval under your ANDA. 
 
With respect to the '171, '120, and '958 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 Venlafaxine Hydrochloride Extended-
release Capsules, 37.5 mg (base), 75 mg (base), and 150 mg 
(base), under this ANDA.  Section 505(j)(5)(B)(iii) of the Act 
provides that approval of an ANDA shall be made effective 
immediately, unless an action was brought against Mylan for 
infringement of one or more of these patents that were the 
subjects of the paragraph IV certifications.  This action must 
have been brought against Mylan prior to the expiration of 45 
days from the date the notice you provided under section 505 
(j)(2)(B)(i) was received by the NDA/patent holder(s).  You 
notified the agency that Mylan complied with the requirements of 
section 505(j)(2)(B) of the Act, and litigation for infringement 
of the '171, '120, and '958 patents was brought against Mylan in 
the United States District Court for the Northern District of 
West Virginia [Wyeth Pharmaceuticals Inc. v. Mylan 
Pharmaceuticals Inc., Civil Action No. 07-CV-91].    
 
 
 
 
 



 

Therefore, final approval cannot be granted until:  
 
 1. a. the expiration of the 30-month period 
               provided for in section 505(j)(5)(B)(iii)1   
 
  b. the date the court decides2  that the '171, '120, 

and '958 patents are invalid or not infringed 
(see sections 505(j)(5)(B)(iii)(I), (II), and 
(III) of the Act), or  

 
  c. the '171, '120, and '958 patents have expired, 

and 
 

2. The agency is assured there is no new information that 
would affect whether final approval should be granted. 

 
With respect to the exclusivities listed for the RLD, Mylan is 
not seeking approval, at this time, for the indications covered 
by the I-538 and I-537 exclusivities (short-term and long-term 
treatment, respectively, of panic disorder), and is not seeking 
approval of its ANDA prior to the expiration on December 14, 
2010, of the I-561 exclusivity (long-term treatment of social 
anxiety disorder).  
 
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. 
 

                                                           
1 Because information on the '171, '120, and '958 patents was submitted to FDA 
before August 18, 2003, this reference to section 505(j)(5)(B)(iii) is to 
that section of the Act as in effect prior to December 8, 2003, when the 
Medicare Prescription Drug, Improvement and Modernization Act (MMA) (Public 
Law 108-173) was enacted.  See MMA § 1101(c)(3). 
 
2 This decision may be either a decision of the district court or the court of 
appeals, whichever court is the first to decide that the patent is invalid or 
not infringed. 



 

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 current good manufacturing 
practices (cGMPs) are subject to agency review before final 
approval of the application 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.”  
 
For further information on the status of this application, or 
prior to submitting additional amendments, please contact Thomas 
Hinchliffe, Project Manager, at 240-276-8536. 
 
   

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



APPROVAL SUMMARY 
REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

 
 
ANDA Number:     078789   
         
Date of Submission:   March 18, 2011 (received March 21, 2011)  
 
Applicant's Name:     Mylan Pharmaceuticals, Inc. 
 
Established Name:  Venlafaxine Hydrochloride Extended-release Capsules, 37.5 mg (base),      

75 mg (base) and 150 mg (base) 
 
Proposed Proprietary Name: None 
 
 
REMS required? 

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

 
ANDA REMS acceptable? 

 Yes   No   n/a 
 
 
Final Printed Labels and Labeling provided electronically 
 
1.   CONTAINER – bottles of 100s and 500s 
      
       Satisfactory in final print as of the March 18, 2011 amendment 
 
2.    PHYSICIAN INSERT/MEDICATION GUIDE 
 
       Satisfactory in final print as of the March 18, 2011 amendment 

Mylan is participating in the distribution of Medication Guides with the Hibbert Group. 
 
Revisions needed pre-approval:  Yes 
 
     INSERT 
 

a. When the RLD specifies immediate release throughout the labeling [i.e. Effexor (immediate release)], 
please also specify immediate release in your labeling [i.e. venlafaxine hydrochloride tablets 
(immediate release)]. 

 
b. PRECAUTIONS, General, Changes in Weight, Pediatric Patients, 4th sentence – Revise to read 

“…gained an average of 0.76 kg…” rather than “…gained a average of 0.76 kg…”. 
 
 
 
 
 
 

Reference ID: 2931919









 
 
Date of review:  April 12, 2011                          
 
Primary Reviewer: Lisa Kwok    
 
Team Leader:     Lillie Golson     
 
Review 03.AP  

Reference ID: 2931919
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TENTATIVE APPROVAL SUMMARY 
REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

___________________________________________________________________________________ 
___________________________________________________________________________________ 
 
ANDA Number:     78-789   
         
Date of Submission:   July 8, 2008  
 
Applicant's Name:     Mylan Pharmaceuticals, Inc. 
 
Established Name:  Venlafaxine Hydrochloride Extended-release Capsules, 37.5 mg (base),      

75 mg (base) and 150 mg (base) 
 
Proposed Proprietary Name: None 
______________________________________________________________________________________
__________________________________________________________________________________ 
APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): 
Do you have 12 Final Printed Labels and Labeling? No, tentative approval 
 
 
1.  CONTAINER - 100s, and 500s 
      
      Satisfactory in draft as of the January 15, 2007 amendment.               
         
2.   PHYSICIAN INSERT   
 
      Satisfactory in draft as of the July 8, 2008 amendment. 
 
3.  MEDICATION GUIDE 
  
      Satisfactory in draft as of the July 8, 2008 amendment. 
 
Revisions needed pre approval: 
 
 
CONTAINER - Please ensure that you differentiate your product strengths by using boxing, contrasting 
colors, and/or some other means. 
 
Please state on the principal display panel how the Medication Guide is provided. (see 21 CFR 201.24 (d)).   
See statement examples below: 
        1.  “PHARMACIST: PLEASE DISPENSE WITH ATTACHED MEDICATION GUIDE” .         
         2. “PHARMACIST: PLEASE DISPENSE WITH  MEDICATION GUIDE PROVIDED  SEPARATELY". 
 
INSERT - Please revise "Venlafaxine Extended-release" to read "Venlafaxine Hydrochloride Extended-
release Capsules" throughout your labeling. 
 
Basis of Approval: 
EXCLUSIVITY:  
PATENT 20-699 

Number Expiration Use 
Code 

Description Patent 
certification 

Labeling Impact 

4535186/*PED 12-13-07 / 6-13-08   III None 
5916923/*PED 6-28-13 / 12-28-13 U-398 Tx of GAD MOU Carved out 
6274171/*PED 3-20-17 / 9-20-17   IV None 

Tx of Depression 
 

IV None U-451 

Tx of GAD MOU Carved out 

6403120/*PED 3-20-17 / 9-20-17  

U-535 Tx of SAD IV None 



      

Tx of Depression 
 

IV None U-459 

Tx of GAD MOU Carved out 

6419958/*PED 3-20-17 / 9-20-17 

U-535 Tx of SAD IV None 

6444708/*PED 6-28-13 / 12-28-13 U-398 Tx of GAD MOU Carved out 
6310101 6-28-13 U-46 Tx of Panic 

Disorder 
MOU Carved out 

 
Exclusivity 
 

Code Reference Expiration Labeling Impact
I-527    

   LONG TERM TREATMENT OF PANIC DISORDER   11/18/08 None 
I-538 SHORT TERM TREATMENT OF PANIC DISORDER 

11/18/08 None 
I-561 LONG TERM TREATMENT OF SOCIALANXIETY DISORDER 

12/14/10 None- 
Will not 
market until 
exclusivity 
expires 

 
 
 
 
Was this approval based upon a petition?   Yes, see FTR 
What is the RLD on the 356(h) form:  Effexor  XR Capsules  
ANDA Number:   20-699 
ANDA Drug Name: Venlafaxine Extended-release Capsules  
ANDA Firm:   Wyeth Pharmaceuticals Inc. 
Date of Approval of ANDA Insert and supplement #:  S-081, May 23, 2008. 
Has this been verified by the MIS system for the NDA? Yes    
Was this approval based upon an OGD labeling guidance?    No 
Basis of Approval for the Container Labels: Most recently approved labeling of the reference listed drug. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



 
 
 
 
 
 
NOTE TO THE CHEMIST: 
______________________________________________  
FOR THE RECORD: (Portions of review from previous reviewer) 
 
1. MODEL LABELING  

The RLD is NDA 20-699 Effexor XR (venlafaxine hydrochloride) Extended Release Capsules (NDA 
20-699) by Wyeth Pharmaceuticals, Inc.  The model RLD labeling used for this review is NDA 20-
699/S-081 approved May 23, 2008.   
 

2. PATENT/EXCLUSIVITIES  
               PATENT 20-699 

Number Expiration Use 
Code 

Description Patent 
certification 

Labeling Impact 

4535186/*PED 12-13-07 / 6-13-08   III None 
5916923/*PED 6-28-13 / 12-28-13 U-398 Tx of GAD MOU Carved out 
6274171/*PED 3-20-17 / 9-20-17   IV None 

Tx of Depression 
 

IV None U-451 

Tx of GAD MOU Carved out 

6403120/*PED 3-20-17 / 9-20-17  

U-535 Tx of SAD IV None 

      

Tx of Depression 
 

IV None U-459 

Tx of GAD MOU Carved out 

6419958/*PED 3-20-17 / 9-20-17 

U-535 Tx of SAD IV None 

6444708/*PED 6-28-13 / 12-28-13 U-398 Tx of GAD MOU Carved out 
6310101 6-28-13 U-46 Tx of Panic 

Disorder 
MOU Carved out 

 
EXCLUSIVITY 
 

Code Reference Expiration Labeling Impact
I-527    

   LONG TERM TREATMENT OF PANIC DISORDER   11/18/08 None 
I-538 SHORT TERM TREATMENT OF PANIC DISORDER 

11/18/08 None 
I-561 LONG TERM TREATMENT OF SOCIALANXIETY DISORDER 

12/14/10 None 

 
 
 
 
3. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM 
 
               Mylan Pharmaceuticals Inc. 
               781 Chestnut Ridge Road 

  Morgantown, WV 26505 
 
4.   USP: Drug product not subject to a USP 30 monograph (checked 8/17/07) 
 
5. INACTIVE INGREDIENTS 

The list of inactive ingredients in the DESCRIPTION section is accurate. 





off-white pellets.  The capsule is axially printed with MYLAN over 5131 in black ink on both the cap 
and the body. 
 
75 mg: A lavender opaque cap / white opaque body, hard-shell gelatin capsule filled with white to off-
white pellets.  The capsule is axially printed with MYLAN over 5132 in black ink on both the cap and 
the body. 
 
150 mg: An orange opaque / white opaque body, hard-shell gelatin capsule filled with white to off-
white pellets.  The capsule is axially printed with MYLAN over 5133 in black ink on both the cap and 
the body. 

        
10.        MEDICATION GUIDE 
 
             Mylan is participating in the distribution of Medication Guides with the Hibbert Group. 
__________________________________________________________________________________ 
___________________________________________________________________________________ 
 
Date of review:  August 13, 2008                        Date of submission: July 8, 2008    
 
Primary Reviewer: Michelle Dillahunt    Date 
 
Team Leader:     Lillie Golson    Date 
___________________________________________________________________________________ 
___________________________________________________________________________________ 
ANDA 78-789 
V:\FIRMSAM\MYLAN\LTRS&REV\78789.AP1.Labeling.doc 
Review  
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Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the 
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily or 
weekly updates of new documents posted on the CDER web site at the following address - 
http://www.fda.gov/cder/cdernew/listserv.html 
 
 
To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please provide 
a side-by-side comparison of your proposed labeling with the reference listed drug's labeling with all 
differences annotated and explained. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
NOTE TO THE CHEMIST: 
______________________________________________  
FOR THE RECORD: (Portions of review from previous reviewer) 



 
1. MODEL LABELING  

The RLD is NDA 20-699 Effexor XR (venlafaxine hydrochloride) Extended Release Capsules (NDA 
20-699) by Wyeth Pharmaceuticals, Inc.  The model RLD labeling used for this review is NDA 20-
699/S-075 approved August 1, 2007.   
 
Background of most recently approved RLD labeling supplements:  
 
 
• NDA 20-699/S-075 approved August 1, 2007;  revised prescriber labeling and Medication Guide based 

upon  the December 13, 2006 meeting of the Psychopharmacologic Drugs and Advisory Committee. 
 
• NDA 20-699/S-069 approved February 7, 2007: new subsection under PRECAUTIONS/General 

"Interstitial Lung Disease and Eosinophilic Pneumoni" 
 
• NDA 20-699/S-072 approved 10/20/06: provide for revisions to the OVERDOSAGE-Human Experience 

section of labeling 
 
• NDA 20-699/S-071 approved 9/14/06: provides for revisions to the WARNINGS-Serotonin Syndrome, 

PRECAUTIONS-Information for Patients, and PRECAUTIONS-Drug Interactions sections 
 

• NDA 20-699/S-056 approved 2/24/06: provides for the following changes 
Under WARNINGS, the following new section is added: 
Mydriasis - Mydriasis has been reported in association with venlafaxine; therefore patients with raised 
intraocularpressure or at risk of acute narrow-angle glaucoma (angleclosure glaucoma) should be 
monitored (see PRECAUTIONS, Information for Patients). 
Under PRECAUTIONS, the existing subsection entitled “Mydriasis” has been removed. 
Under PRECAUTIONS/Information for Patients, the following new section is added: 
Mydriasis - Mydriasis (prolonged dilation of the pupils of the eye) has been reported with venlafaxine.  
Patients should be advised to notify their physician if they have a history of glaucoma or a history of 
increased intraocular pressure (see WARNINGS). 

 
• NDA 20-699/S-062/S-064 approved 1/12/06: provides for the labeling addition of the terms “liver necrosis” 

to the OVERDOSAGE/Human Experience section 
 

• NDA 20-699/S-059 approved 12/1/05: provides for additional safety data for changes in weight, height, and 
appetite occurring in pediatric patients with social anxiety disorder treated with Effexor XR. 

 
2. PATENT/EXCLUSIVITIES  
               PATENT 20-699 

Number Expiration Use 
Code 

Description Patent 
certification 

Labeling Impact 

4535186/*PED 12-13-07 / 6-13-08   III None 
5916923/*PED 6-28-13 / 12-28-13 U-398 Tx of GAD MOU Carved out 
6274171/*PED 3-20-17 / 9-20-17   IV None 

Tx of Depression 
 

IV None U-451 

Tx of GAD MOU Carved out 

6403120/*PED 3-20-17 / 9-20-17  

U-535 Tx of SAD IV None 

      

Tx of Depression 
 

IV None U-459 

Tx of GAD MOU Carved out 

6419958/*PED 3-20-17 / 9-20-17 

U-535 Tx of SAD IV None 

6444708/*PED 6-28-13 / 12-28-13 U-398 Tx of GAD MOU Carved out 
 
EXCLUSIVITY 
 
Exclusivity Indication Expiration Date Labeling Impact 

I-261 Treatment of Social Anxiety February 11, None- exclusivity has expired 
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1 EXECUTIVE SUMMARY 

 
This is a bioequivalence amendment for Venlafaxine Hydrochloride Extended Release Capsules, 
37.5 mg, 75 mg and 150 mg in response to the FDA bioequivalence comments provided by 
facsimile dated April 13, 2011. The original submission, dated January 15, 2007, contained 
acceptable fed and fed sprinkle bioequivalence (BE) studies comparing a test product 
Venlafaxine Hydrochloride Extended Release Capsules, 150 mg to the corresponding reference 
product Effexor XR® (venlafaxine hydrochloride), eq. 150 mg base.1 The firm has conducted 
acceptable comparative dissolution testing on all strengths using the FDA-recommended 
dissolution method.2 On February 15, 2008, the firm acknowledged the FDA-recommended 
dissolution method and specifications.3  
 
In the current amendment, the firm submitted the results of comparative in vitro alcohol dose 
dumping testing on venlafaxine hydrochloride extended release capsules and the RLD using 
various concentrations of ethanol in the dissolution medium. The results of in vitro alcohol dose 
dumping study comparing Mylan’s Venlafaxine Hydrochloride Extended Release Capsules and 
the RLD show similar drug release (% dissolved data) at 2 hours in 40% ethanol. Therefore, 
Mylan’s Venlafaxine ER Capsules, 37.5 mg, 75 mg and 150 mg are therapeutic equivalent to 
Effexor XR® Capsules, 37.5 mg, 75 mg and 150 mg. The firm’s in vitro alcohol dose dumping 
testing is acceptable. 
 
 
 
The application is acceptable with no deficiencies. 
 
 
                                                 
1 DARRTS N 078789 REV-BIOEQ-01(General Review), 01/15/2007 
2 DARRTS N 078789 REV-BIOEQ-02(Dissolution Review), 08/22/2007 
3 DARRTS N 078789 REV-BIOEQ-01(General Review), 04/16/2008 
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3 SUBMISSION SUMMARY 

 
3.1 Review of Submission 

FDA Comment: 
 
Due to concern of dose dumping for this drug product when ingested with alcoholic beverages, 
the Agency currently requests that you conduct additional dissolution testing using various 
concentrations of ethanol in the dissolution medium.  The DBE recommends the following 
testing conditions: 
 
Testing Conditions:  900 mL, 0.1 N HCl, apparatus I (basket) at 100 rpm, with and without the 
alcohol (see below): 
 
Test 1:  12 units tested according to the proposed method (with 0.1 N HCl), with data collected 
every 15 minutes for a total of 2 hours. 
 
Test 2:  12 units analyzed by substituting 5% (v/v) of test medium with Alcohol USP, and data 
collection every 15 minutes for a total of 2 hours. 
 
Test 3:  12 units analyzed by substituting 20% (v/v) of test medium with Alcohol USP, and data 
collection every 15 minutes for a total of 2 hours. 
 
Test 4:  12 units analyzed by substituting 40% (v/v) of test medium with Alcohol USP, and data 
collection every 15 minutes for a total of 2 hours. 
 
All strengths of the test and the corresponding reference products must be tested accordingly and 
data must be provided on individual unit, means, range and %CV including f2 similarity values 
and dissolution plots. 
 
Firm’s Response: 
Mylan has conducted additional in vitro dissolution testing with alcohol. The data suggests that 
both Mylan’s Venlafaxine Hydrochloride Extended-release Capsules and Effexor XR® show 
increased dissolution as a result of the incorporation of alcohol into the dissolution medium. 
 
The in vitro alcohol dose-dumping testing data for the venlafaxine hydrochloride extended 
release capsules and the RLD are shown below: 
 

Reference ID: 2952227
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The results of in vitro alcohol dose dumping study comparing Mylan’s Venlafaxine 
Hydrochloride Extended Release Capsules and the RLD show similar drug release (% dissolved 
data) at 2 hours in 40% ethanol. Therefore, Mylan’s Venlafaxine ER Capsules, 37.5 mg, 75 mg 
and 150 mg are comparable to the reference product Effexor XR® Capsules, 37.5 mg, 75 mg and 
150 mg in the in vitro alcohol dose dumping testing and meet “no-alcohol dose dumping” criteria 
set forth in the OGD Memo titled “In vitro study to compare potential for dose-dumping in the 
presence of ethanol between Toprol-XL® and potential generic Metoprolol Succinate Extended-
Release Tablets.”5The firm’s response is acceptable. 
 
                                                 
5 Memo by Barbara Davit located in DARRTS N 076640 FRM-ADMIN-01(Memorandum to File), 05/16/2007 
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3.2 Deficiency Comments 

None 
 
3.3 Recommendations 

The bioequivalence recommendations remain the same as in the bioequivalence review located at 
DARRTS N 078789 REV-BIOEQ-01(General Review), 04/16/2008. 

 
The in vitro alcohol dose dumping testing conducted by Mylan on Venlafaxine Hydrochloride 
Extended Release Capsules, 150 mg, lot #R1P2475, 75 mg, lot # R1P2474 and 37.5 mg, lot # 
R1P2473 comparing to the reference product, Effexor XR® Capsules, 150 mg, lot # E71086S, 
75 mg, lot # E26432 and 37.5 mg, lot # E57192, respectively, manufactured by Wyeth, is 
acceptable. 
 
The Division of Bioequivalence deems Venlafaxine Hydrochloride Extended Release Capsules, 
manufactured by Mylan, to be bioequivalent to the reference product, Effexor XR® 
(venlafaxine hydrochloride) Capsules, manufactured by Wyeth. 

Reference ID: 2952227



 

 
3.4 Additional Attachments 

 
None 
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BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT 
 

ANDA: 078789 

APPLICANT: Mylan Pharmaceuticals 

DRUG PRODUCT: Venlafaxine Hydrochloride Extended Release 
Capsules, 37.5 mg, 75 mg and 150 mg 

 
 

The Division of Bioequivalence (DBE) has completed its 
review and has no further questions at this time. 
 
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} 

   Barbara M. Davit, Ph.D., J.D. 
   Acting Director 
   Division of Bioequivalence II 
   Office of Generic Drugs 
   Center for Drug Evaluation and Research  
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3.5 Outcome Page 

ANDA:  078789 
4 COMPLETED ASSIGNMENT FOR 78789 ID: 14094  

 
 

Productivity:  

ID Letter 
Date 

Productivity 
Category Sub Category Productivity Subtotal

14094  4/13/2011  Other  In-vitro dose-dumping in 
alcohol  

1   1   

    Bean Total:  1 
 
 
DIVISION OF BIOEQUIVALENCE 2 REVIEW COMPLEXITY SUMMARY 

Study Amendment/Waiver(s) 
  
Study Amendment   1 
Total Complexity Points 1 
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 Addendum to the Review 
 
 
This is an addendum for Mylan’s Venlafaxine Hydrochloride Extended Release Capsules, 
37.5 mg, 75 mg, and 150 mg (ANDA 078789). The purpose of the addendum is to include 
the following recommendations to the bioequivalence review posted in DARRTS (i.e., 
DARRTS N 078789 REV-BIOEQ-01(General Review), 04/16/2008). 
There is an evidence that some extended-release drug products may cause “dose dump” 
when ingested with alcoholic beverages. Therefore, the Agency is concerned that dose-
dumping may potentially result in potential risk for subjects.  The current Bioequivalence 
Guidance on Venlafaxine Extended Release Capsules (dated December 2008) states that 
Agency currently requests additional in vitro dissolution testing conducted using various 
concentrations of ethanol in the dissolution medium (the guidance is shown below).  Since 
the Division of Bioequivalence has completed the review of this application (04/16/2008) 
before issuing the Bioequivalence Guidance for Venlafaxine Hydrochloride Extended 
Release Capsules, the firm is requested to conduct in vitro alcohol dose dumping studies 
for all strengths of this drug product.    
 
 
 

Reference ID: 2932315
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BIOEQUIVALENCE DEFICIENCIES 
 
ANDA:  078789 
APPLICANT: Mylan Pharmaceuticals 
DRUG PRODUCT: Venlafaxine Hydrochloride Extended Release 

Capsules, Eq. to 37.5 mg, 75 mg, and 150 mg 
base 

 
The Division of Bioequivalence (DBE) has completed its 
review and the following deficiency has been identified: 
 
Due to a concern of dose dumping of drug from this drug 
product when taken with alcohol, the Agency currently 
requests that additional in vitro dissolution testing be 
conducted using various concentrations of ethanol in the 
dissolution medium, as follows: 

 
Testing Conditions: 900 mL, 0.1N HCl, USP apparatus I 
(basket) at 100 rpm, with and without alcohol; 

 
Test 1: 12 units tested according to the proposed 
method (with 0.1N HCl), with data collected every 15 
minutes for a total of 2 hours 

 
Test 2: 12 units analyzed by substituting 5% (v/v) of 
test medium with Alcohol USP and data collection every 
15 minutes for a total of 2 hours 

 
Test 3: 12 units analyzed by substituting 20% (v/v) of 
test medium with Alcohol USP and data collection every 
15 minutes for a total of 2 hours 

 
Test 4: 12 units analyzed by substituting 40% (v/v) of 
test medium with Alcohol USP and data collection every 
15 minutes for a total of 2 hours 

 
All strengths of the test and the corresponding 
reference products must be tested accordingly and data 
must be provided on individual unit, means, range and 
%CV including f2 similarity values and dissolution 
plots. 

 
Please note: The DBE also requests you to complete all 
items in vitro study eCTD format tables for all 
generated dissolution profiles and submit them 

Reference ID: 2932315
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electronically, both as an MS Word document and as a *. 
pdf file.  The eCTD format tables are posted on the FDA 
web site (http://www.fda.gov/cder/ogd/DBE_tables.doc). 

  
Sincerely yours, 

 
    

Barbara M. Davit, Ph.D., J.D. 
    Acting Director 
    Division of Bioequivalence II 
    Office of Generic Drugs 
    Center for Drug Evaluation and Research  
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OUTCOME 

ANDA: 078789 
 

I. Completed Assignment for 78789 ID: 13749  

 
 

Productivity:  
ID Letter Date Productivity Category Sub Category Productivity Subtotal 

13749  1/15/2007  Other  Study Amendment 1   1   
    Bean Total: 1 
  
DIVISION OF BIOEQUIVALENCE 2 REVIEW COMPLEXITY SUMMARY 
(ANDA 078789) 

Addendum 
Study amendment (In-vitro dose-dumping in alcohol ) 1 

 
Total Complexity Points 1 
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XR (venlafaxine hydrochloride) Extended-Release Capsules, 37.5 mg and 75 mg as per 
21 CFR 320.24 (b) (6).  
 
No Division of Scientific Investigations (DSI) inspection is pending or necessary. 
 
The application is now acceptable with no deficiencies. 
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1.6 In Vivo Studies6 

Table 1. Summary of all in vivo Bioequivalence Studies 

 
                                                 
6 DFS Review, Bioequivalence Review, Biopharmaceutics, N 078789 N 000 15-Jan-2007. 
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(n=20) the inclusion of this subject.  The study outcome was the same with and without the 
inclusion of the data for Subject 5.  The fed study met the acceptable BE limits for the 
confidence intervals for log-transformed AUC0-t, AUC∞ and Cmax of venlafaxine. The fed study 
(VENL-0548) was acceptable. 
 
Pharmacokinetic parameters for the fed sprinkle study (VENL-0549) were calculated using the 
data for twenty subjects.  The fed sprinkle study met the acceptable BE limits for the confidence 
intervals for log-transformed AUC0-t, AUC∞ and Cmax of venlafaxine. The fed sprinkle study 
(VENL-0549) was acceptable. 
 
In the fed study (VENL-0548) and fed sprinkle study (VENL-0549), the pharmacokinetic (PK) 
parameters of the test and reference for the active metabolite, O-desmethylvenlafaxine, were 
comparable.  The metabolite data also fell within the acceptable BE limits for the 90% 
confidence intervals for log-transformed AUC0-t, AUC∞ and Cmax.  Therefore, the metabolite data 
were supportive and the studies were acceptable.   
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bioequivalence study (VENL-0548) demonstrates that Mylan’s Venlafaxine 
Hydrochloride Extended-Release Capsules, 150 mg are bioequivalent to Wyeth’s 
Effexor® XR 150 mg capsules following a single, oral 150mg (1x150mg) dose 
administered under fed conditions.  The complete report for this re-dose study 
(VENL-0548A) is provided in Attachment C.” 

 
Reviewer’s Comment: 
  
Per the previous bioequivalence review of ANDA 78-78911, “Pharmacokinetic 
parameters were calculated for twenty-one subjects.  Subject 17 was not analyzed 
statistically due to pre-dose plasma concentrations for both Periods I and II being 
greater than 5% of the subject’s maximum plasma concentration.  Subject 5 had 
undetectable plasma concentrations for all time points of the Test treatment (Period 2) 
but plasma concentrations of the Reference treatment within the range of those of other 
study subjects.  The firm initially contacted Subject 5 to investigate the reasons of 
undetectable plasma concentrations and/or for possible redosing.  However, the subject 
appeared to refuse to return for redosing.  The record of multiple contacts of the subject 
made by the firm was submitted in the study report.  The firm subsequently analyzed the 
study results without this subject (n=20).  However, the reviewer analyzed the study 
results with this subject included (n=21)12.  The study outcome was the same with and 
without Subject 5.  The fed study met the confidence interval acceptance criteria for log-
transformed AUC0-t, AUC∞ and Cmax of venlafaxine. The fed study is acceptable.” A 
summary of the re-dosing study (VENL-0548A) is provided in this review, section 1.10 
below, for information and clarification purposes only.  The information for the re-dosing 
study (VENL-0548A) as submitted is acceptable.  The DBE has no further question 
concerning the re-dosing or original fed study.  The fed BE study is now considered 
acceptable. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
                                                 
11 DFS Review, Bioequivalence Review, Biopharmaceutics, N 078789 N 000 15-Jan-2007. 
 
12 Data for subject number five (Period II, Treatment A) was set to “0” during statistical analysis for all 
sampling time points. 
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6. The DBE deems the test product, Venlafaxine Hydrochloride Extended-Release 
Capsules, 37.5 mg, 75 mg, and 150 mg, manufactured by Mylan Pharmaceuticals, 
bioequivalent to Effexor® XR (venlafaxine hydrochloride) Extended-Release 
Capsules, 37.5, 75 mg, and 150 mg, respectively, manufactured by Wyeth Consumer 
Healthcare. 
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Venlafaxine Hydrochloride Extended-Release 

150 mg 
Geometric Means, Ratio of Means, and 90% Confidence Intervals 

Fed Bioequivalence Study VENL-0548 - Venlafaxine 

Parameter Test Reference Ratio* 90% C.I.** 
AUCL 1643 1555 1.06 98% - 114% 
AUCI 1725 1668 1.03 96% - 112% 
Cmax 106.7 97.0 1.10 101% - 119% 

 
Venlafaxine Hydrochloride Extended-Release 

150 mg 
Geometric Means, Ratio of Means, and 90% Confidence Intervals 

Applesauce Sprinkle Fed Bioequivalence Study VENL-0549 - Venlafaxine 

Parameter Test Reference Ratio* 90% C.I.** 
AUCL 1259 1219 1.03 95% - 110% 
AUCI 1350 1297 1.03 96% - 111% 
Cmax 83.7 81.9 1.01 94% - 109% 

*Ratio (A/B) = e[LSMEAN of LNA – LSMEAN of LNB] 

**Used Natural Log Transformed Parameter 
 
In the BE studies, the pharmacokinetic (PK) parameters of the test and reference for the active 
metabolite, O-desmethylvenlafaxine, were comparable.  Therefore the metabolite data are 
supportive and the studies are acceptable. 
 
There was evidence that an additional bioequivalence study was conducted as Study No VENL-
0548A based on bioanalytical validation data found in the bioanalytical report amendment for 
the Fed Study No. VENL-0548.  The firm is asked to explain the bioanalytical validation data for 
Study No. VENL-0548A and provide additional information concerning Study No. VENL-
0548A. 
 
The firm has conducted acceptable comparative dissolution testing on all strengths using the 
FDA-recommended dissolution method (DFS).  The DBE recommended dissolution 
specifications based on the submitted dissolution data which met the recommended 
specifications at L1 level. However, in a recent dissolution amendment, the firm did not accept 
the FDA-proposed specifications and proposed different specifications instead.  The firm’s latest 
proposed specifications are wider than the FDA-recommended specifications and without 
acceptable justification.  The firm is asked to submit additional dissolution data for three fresh 
production batches to justify its proposed specifications.  The dissolution testing is incomplete 
pending additional dissolution data, or alternatively, the firm’s acceptance of the FDA-
recommended specifications. 
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The DBE does not grant the waiver request(s) for in vivo BE study requirements for the lower 
strengths, 37.5 mg and 75 mg, pending acceptable and complete dissolution testing of all 
strengths. 
 
No Division of Scientific Investigations (DSI) inspection is pending or necessary. 
 
The application is incomplete. 
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Comments on the Pre-Study Method Validation: 
Acceptable. 
 
 
 
3.6 In Vivo Studies 

Table 1.  Summary of all in vivo Bioequivalence Studies 
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Table 3.  Reanalysis of Study Samples 
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Did use of recalculated plasma concentration data change study outcome? 
No. 
 
Comments from the Reviewer: 
Since subject 17 had predose drug concentrations greater than 5% of the Cmax, the subject was dropped from the study 
statistical analysis.  The study outcome from the reviewer’s analysis was not different from that of the firm’s analysis. 
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4.1.1.2 Clinical Results 

Table 7.  Demographics Profile of Subjects Completing the Bioequivalence Study 
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4.1.2.2 Clinical Results 

Table 22.  Demographics Profile of Subjects Completing the Bioequivalence Study 

 

 

     
     

  
 

  
    
    

             
      

 
     

         
         
     
     

 

 
         

         

 
     
         

         
     

 
           

            
  

     
      

    

  
   

    
       

       

  
       

     
       

      
        
       
       
       

  
       

     
      
        

 
        

        
                

























  

  
 

(b) (4)













  
 
4.4 SAS Output 

(b) (4)

15 PAGES HAVE BEEN WITHHELD IN FULL AS B4 (CCI) IMMEDIATELY FOLLOWING THIS PAGE
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4.5 Additional Attachments – Dissolution Consult 

Hi Jim, 
After looking at the data for Venlafaxine, I would recommend the following specs for this product: 
2 hr:  4 hr:  8 hr:  12 hr:  24 hr:  
Similar to Moheb's suggested specs except we grant them a < % spec at 2 hours (for a little more breathing 
room). 
This is just a recommendation. Please consult your TL as well. 
Thanks, 
Paul 
-----Original Message----- 
From: Osterhout, James 
Sent: Friday, July 27, 2007 11:29 AM 
To: Seo, Paul 
Subject: RE: 78789 - Diss - AC? 
OK, 
Moheb suggested the following spec FYI. 
Jim 
2 hr: %, 4 hr:  8 hr:  12 hr:  24 hr:  
LCDR James L. Osterhout 
FDA/CDER/OGD 
Metropark North 1 (MPN I) 
752O Standish Place 
Rockville, Maryland 20855 
Room: 1338 
P: 240-276-8779 
-----Original Message----- 
11 
From: Seo, Paul 
Sent: Friday, July 27, 2007 10:12 AM 
To: Osterhout, James 
Cc: Seo, Paul 
Subject: RE: 78789 - Diss - AC? 
Hi Jim, 
Same deal here. Need to see the individual disso data. Since its MR, need to be more careful and seeing 
all the data helps. 
You can leave the data on my chair and I'll let you know Mon morning. 
Thanks, 
Paul 
-----Original Message----- 
From: Osterhout, James 
Sent: Thu 7/26/2007 11:39 PM 
To: Makary, Moheb H; Seo, Paul 

(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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Subject: 78789 - Diss - AC? 
Here is another one Paul. My thoughts are to accept the firm's proposed specifications as they are close. 
But we can also suggest specs at the FDA time points. 
<<78789D1206.doc>> <<78789Data.xls>> 
LCDR James L. Osterhout 
FDA/CDER/OGD 
Metropark North 1 (MPN I) 
752O Standish Place 
Rockville, Maryland 20855 
Room: 1338 
P: 240-276-8779 
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BIOEQUIVALENCE DEFICIENCIES 
 
 
 

ANDA: 78-789 

APPLICANT: Mylan Pharmaceuticals, Inc. 

DRUG PRODUCT: Venlafaxine Hydrochloride Extended-Release 
Capsules, 150 mg, 75 mg and 37.5 mg 

 
 
 
The Division of Bioequivalence has completed its review of 
your submission(s) acknowledged on the cover sheet.  The 
following deficiencies have been identified: 
 
1. Your proposed specifications of    

 % and  for the 2, 4, 8, 12, and 24 hour 
sampling time points,respectively, based on the submitted 
stability (stored sample) data are not acceptable.  As per 
the Division of Bioequivalence (DBE) practice, the 
dissolution specifications are established based on the 
dissolution data on 12 units of the biolot (fresh, not 
stored lot) that has been used in acceptable bioequivalence 
studies. The DBE does not revise the dissolution 
specifications on the basis of the dissolution testing data 
on the stored lots. In order to justify your proposed 
specifications, please submit additional dissolution data 
of three fresh production lots, to determine if a revision 
of the dissolution specification is warranted.  
Alternatively, please acknowledge the FDA-recommended 
dissolution method and specifications given below: 

(b) (4)

(b) (4)

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

(b) (4)
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Medium: Water 

Volume: 900 mL 

USP Apparatus: Type 1 (basket) 

Rotation (rpm): 100 rpm 

Specifications: 
2 hr:  4 hrs:  
8 hrs:  12 hrs:  24 
hrs:  

 
2. There was evidence that an additional bioequivalence 
study was conducted as Study No. VENL-0548A based on some 
within-study bioanalytical validation data submitted in the 
amendment dated November 6, 2007 (Attachment E, pages 67-
68) for the Fed Study No. VENL-0548, as well as based on 
the existence of the SOP Nos. D-400-07 (“Reassay or 
Reinjection of Clinical Samples”, issued October 19, 2006) 
and D-416-05 (“Reassay of Whole Subjects”, issued October 
19, 2007).   You have submitted a protocol amendment for 
the Fed Study VENL-0548 to include a Redose Study which was 
to be identified as Study No. VENL-0548A.  However, there 
was no other data or report submitted for Study No. VENL-
0548A.  You have also indicated in the Fed Study report 
that Subject 5 was difficult to contact for redosing, and 
this subject was dropped from your final analysis of the 
Fed Study results.   Please provide explanation for the 
existence of the bioanalytical validation data for Study 
No. VENL-0548A as submitted in the amendment dated November 
6, 2007, and please confirm if the Redose Study No. VENL-
0548A was ever carried out. 
 

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

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

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

(b) (4)
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4.6 Outcome Page 

ANDA:  78-789 
 
Productivity:  
ID Letter Date Productivity Category Sub Category Productivity Subtotal

999  1/15/2007  Bioequivalence Study Fed Study  1   1   
999  1/15/2007  Bioequivalence Study Sprinkle Study  1   1   
999  1/15/2007  Other  Dissolution Waiver 1   1   
999  1/15/2007  Other  Dissolution Waiver 1   1   
999  11/6/2007  Other  Study Amendment 0   0   
999  11/16/2007  Other  Study Amendment 0   0   
    Bean Total:  4   
 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Johnetta Farrar
12/7/2007 03:38:58 PM
BIOPHARMACEUTICS

Hoainhon T. Nguyen
12/7/2007 03:41:51 PM
BIOPHARMACEUTICS

Barbara Davit
12/10/2007 10:22:41 AM
BIOPHARMACEUTICS
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SEE BELOW FOR DISSOLUTION AND F2 DATA 
 

F2 Values 
 37.5 mg 75 mg 150 mg 

1N HCl 64.06 68.69 68.62 
pH 4.5 Acetate Buffer 60.93 68.92 67.24 

pH 6.8 Phosphate Buffer 70.53 65.39 80.55 
 
 METHOD: FDA    
 Apparatus: I (basket)    
 Speed: 100 rpm    
 Media water    
      
 Volume: 900mL    
      
      
ANDA # 78789 150 mg    
Test 1 Test     
Test 2 Reference     
      
  Time Test Reference (R-T)2 
n= 7 1 1 5 16 
F2= 79.80 2 19 18 1 
  4 48 45 9 
  6 62 62 0 
  8 71 73 4 
  10 78 80 4 
  12 83 85 4 
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 METHOD: FDA    
 Apparatus: I (basket)    
 Speed: 100 rpm    
 Media water    
 Volume: 900mL    
      
ANDA # 78789 75 mg    
Test 1 Test     
Test 2 Reference     
  Time Test Reference (R-T)2 
n= 8 1 1 11 100 
F2= 66.02 2 19 25 36 
  4 47 49 4 
  6 61 64 9 
  8 70 73 9 
  10 76 79 9 
  12 81 83 4 
  14 85 87 4 

 
 METHOD: FDA Time Test Reference (R-T)2 
 Apparatus: I (basket) 1 1 4 9 
 Speed: 100 rpm 2 19 15 16 
 Media water 4 47 40 49 
 Volume: 900mL 6 62 58 16 
   8 71 68 9 
ANDA # 78789 37.5 mg 10 78 75 9 
Test 1 Test  12 83 80 9 
Test 2 Reference  14 87 84 9 
   24 97 94 9 
n= 9      
F2= 69.90      
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Collection Times 

Mean % Dissolved 
(Range) 

Pr
od
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t 
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at
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N
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D
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rm

 

C
on

di
tio

ns
 

N
o.

 o
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D
os

ag
e 

U
ni

ts

1 hr. 2 hr. 4 hr. 6 hr. 8 hr. 10 hr. 12 hr. 14 hr. 24 hr. 

Venlafaxine 
HCl ER Capsules 

Lot R1P2473 

37.5mg 
Capsule 12 

48.7%  

19% 

5.9% 

47% 

3.6% 

62% 

2.8%  

71% 

2.8% 

78% 

2.6% 

83% 

2.6% RSD 2.7% RSD 2.6%

Effexor® XR 
Lot A94378 

37.5mg 
Capsule 12 

4% 
 

RSD 
21.2% 

15% 

RSD 
14.4% 

40% 

RSD 
6.3%  

58% 

RSD 
4.5%  

68% 

RSD 
3.9% 

75% 

RSD 
3.6% 

80% 

RSD 
3.5% 

84% 

RSD 3.4%

94% 

RSD 3.0%

Venlafaxine 
HCl ER Capsules 

Lot R1P2474 

75mg 
Capsule 12 

1% 
 

RSD 
22.8% 

19% 

RSD 
4.0% 

47% 

RSD 
2.1% 

61% 

RSD 
1.7% 

70% 

RSD 
1.8% 

76% 

RSD 
1.7% 

81% 

RSD 
1.8% 

85% 

RSD 1.8%

95% 
%

RSD 1.8%

Effexor® XR 
Lot A85871 

75mg 
Capsule 12 

11% 
%

RSD 
15.5% 

25% 

RSD 
10.4% 

49% 

RSD 
4.8% 

64% 

RSD 
3.6% 

73% 

RSD 
2.9% 

79% 

RSD 
2.6% 

83% 

RSD 
2.5% 

87% 

RSD 2.5%

95% 

RSD 2.4%

Venlafaxine 
HCl ER Capsules 

Lot R1P2475 

150mg 
Capsule 12 

1% 
 

RSD 
14.4% 

19% 

RSD 
3.8% 

48% 

RSD 
2.8% 

62% 

RSD 
2.6% 

71% 

RSD 
2.4% 

78% 

RSD 
2.5% 

83% 

RSD 
2.3% 

86% 

RSD 2.5%

97% 

RSD 2.5%

Effexor® XR 
Lot B05403 

150mg 
Capsule 

 
Apparatus: 
1 (basket) 

Speed: 
100 rpm 
Medium: 
Deaerated 

Water, 900ml 
Temperature: 
37º C± 0.5ºC 

 
 

12 

5% 
 

RSD 
7.1% 

18% 

RSD 
4.1% 

45% 

RSD 
2.7% 

62% 

RSD 
2.1% 

73% 

RSD 
1.9% 

80% 

RSD 
1.9% 

85% 

RSD 
1.8% 

88% 

RSD 2.0%

98% 

RSD 2.1%

 

(b) (4)

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

(b) (4)

(b) (4) (b) (4)
(b) (4) (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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Collection Times 

Mean % Dissolved (Range) 

Pr
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uc
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ID
 

/B
at

ch
 

N
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D
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ag
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 F
or
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C
on

di
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ns
 

N
o.

 o
f 

D
os

ag
e 

1 hr. 2 hr. 4 hr. 6 hr. 8 hr. 10 hr. 12 hr. 14 hr. 16 hr. 24 hr. 
Venlafaxine HCl 

ER Cap 
Lot R1P2473 

37.5mg 
Capsule 

12 1% 

RSD 
48.4%  

17% 

RSD 
5.9% 

44% 

RSD 
3.2% 

58% 

RSD 
3.3%  

67% 

RSD 
3.0% 

72% 

RSD 
4.0% 

77% 

RSD 
4.1% 

82% 

RSD 
2.6% 

84% 

RSD 2.7%

93% 

RSD 
2.9% 

Effexor® XR 
Lot A94378 

37.5mg 
Capsule 

12 4% 

RSD 
26.8%  

13% 

RSD 
15.8% 

35% 

RSD 
7.6% 

51% 

RSD 
5.2%  

61% 

RSD 
3.8% 

68% 

RSD 
3.1% 

73% 

RSD 
2.7% 

78% 

RSD 
2.4% 

81% 

RSD 2.0%

89% 

RSD 
1.8% 

Venlafaxine HCl 
ER Cap 

Lot R1P2474 

75mg 
Capsule 

12 0% 

RSD 
26.4%  

17% 

RSD 
3.7% 

45% 

RSD 
2.1% 

58% 

RSD 
2.4%  

68% 

RSD 
2.5% 

74% 

RSD 
1.8% 

78% 

RSD 
3.3% 

82% 

RSD 
1.8% 

86% 

RSD 3.2%

94% 

RSD 
2.1% 

Effexor® XR 
Lot A85871 

75mg 
Capsule 

12 10% 

RSD 
6.4%  

22% 

RSD 
4.3% 

43% 

RSD 
3.5% 

57% 

RSD 
2.6%  

66% 

RSD 
2.4% 

72% 

RSD 
2.4% 

77% 

RSD 
2.4% 

80% 

RSD 
2.4% 

83% 
%

RSD 2.6%

91% 

RSD 
4.5% 

Venlafaxine HCl 
ER Cap 

Lot R1P2475 

150mg 
Capsule 

12 1% 

RSD 
26.3%  

18% 

RSD 
2.9% 

45% 

RSD 
1.4% 

59% 

RSD 
1.2%  

68% 

RSD 
1.2% 

74% 

RSD 
1.3% 

79% 

RSD 
1.2% 

83% 

RSD 
1.2% 

87% 

RSD 1.2%

94% 

RSD 
1.1% 

Effexor® XR 
Lot B05403 

150mg 
Capsule 

 
Apparatus: 
1 (basket) 

Speed: 
100 rpm 
Medium: 

0.1 N HCl,  
900ml 

Temperature:
37º C± 0.5ºC

 

12 5% 

RSD 
6.3%  

16% 

RSD 
5.0% 

38% 

RSD 
3.9% 

54% 

RSD 
2.9%  

64% 

RSD 
2.5% 

71% 

RSD 
2.2% 

76% 

RSD 
1.9% 

80% 

RSD 
1.8% 

83% 

RSD 1.8%

90% 

RSD 
1.6% 

 

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

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

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

(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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U
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1 hr. 2 hr. 4 hr. 6 hr. 8 hr. 10 hr. 12 hr. 14 hr. 16 hr. 24 hr. 

Venlafaxine HCl 
ER Cap 

Lot R1P2473 

37.5mg 
Capsule 12 

1% 

RSD 
41.1%  

17% 

RSD 
6.1% 

46% 

RSD 
3.9% 

61% 

RSD 
3.9%  

70% 

RSD 
3.9% 

77% 

RSD 
3.8% 

82% 

RSD 
3.7% 

86% 

RSD 
3.6% 

90% 

RSD 3.7%

98% 

RSD 
3.6% 

Effexor® XR 
Lot A94378 

37.5mg 
Capsule 12 

3% 

RSD 
23.7%  

13% 

RSD 
11.8% 

36% 

RSD 
6.3% 

53% 

RSD 
4.6%  

64% 

RSD 
3.9% 

72% 

RSD 
3.6% 

77% 

RSD 
3.4% 

81% 

RSD 
3.1% 

85% 

RSD 3.1%

93% 

RSD 
2.9% 

Venlafaxine HCl 
ER Cap 

Lot R1P2474 

75mg 
Capsule 12 

0% 

RSD 
42.3%  

17% 

RSD 
5.3% 

46% 

RSD 
1.9% 

60% 

RSD 
1.4%  

69% 

RSD 
1.4% 

76% 

RSD 
1.4% 

81% 

RSD 
1.4% 

85% 

RSD 
1.4% 

88% 

RSD 1.4%

96% 

RSD 
1.6% 

Effexor® XR 
Lot A85871 

75mg 
Capsule 12 

10% 

RSD 
15.9%  

22% 

RSD 
10.5% 

45% 

RSD 
5.8% 

60% 

RSD 
4.1%  

69% 

RSD 
3.8% 

75% 

RSD 
3.5% 

80% 

RSD 
3.5% 

83% 

RSD 
3.4% 

86% 

RSD 3.3%

93% 

RSD 
3.4% 

Venlafaxine HCl 
ER Cap 

Lot R1P2475 

150mg 
Capsule 12 

1% 

RSD 
15.7%  

18% 

RSD 
3.8% 

47% 

RSD 
2.3% 

61% 

RSD 
2.3%  

71% 

RSD 
2.2% 

77% 

RSD 
2.3% 

82% 

RSD 
2.2% 

87% 

RSD 
2.2% 

90% 
%

RSD 2.2%

97% 

RSD 
2.6% 

Effexor® XR 
Lot B05403 

150mg 
Capsule 

 
Apparatus: 
1 (basket) 

Speed: 
100 rpm 
Medium: 
pH 4.5 
acetate 

buffer, 900ml
Temperature:
37º C± 0.5ºC

 
 

12 

5% 

RSD 
8.0%  

16% 

RSD 
6.1% 

39% 

RSD 
3.5% 

56% 

RSD 
2.2%  

67% 

RSD 
1.7% 

74% 

RSD 
1.5% 

79% 

RSD 
1.4% 

83% 

RSD 
1.2% 

86% 

RSD 1.3%

93% 

RSD 
1.4% 

 

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

(b) (4)

(b) (4)

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

(
b
 

(b) (4)

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

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

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

(b) (4)

(b) (4)

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

(b) (4)

(b) (4)



 9

 
Collection Times 

Mean % Dissolved (Range) 

Pr
od

uc
t 

ID
/B

at
c

h 
N

o.
 

D
os

ag
e 

Fo
rm

 

C
on

di
ti

on
s 

N
o.

 o
f 

D
os

ag
e 

U
ni

ts

1 hr. 2 hr. 4 hr. 6 hr. 8 hr. 10 hr. 12 hr. 14 hr. 16 hr. 24 hr. 

Venlafaxine HCl 
ER Cap 

Lot R1P2473 

37.5mg 
Capsul

e 
12 

1% 

RSD 
34.8%  

18% 

RSD 
4.4% 

46% 

RSD 
2.7% 

60% 

RSD 
2.2%  

69% 

RSD 
2.1% 

75% 

RSD 
2.1% 

80% 

RSD 
2.1% 

84% 

RSD 
2.1% 

87% 

RSD 2.1%

94% 

RSD 
2.3% 

Effexor® XR 
Lot A94378 

37.5mg 
Capsul

e 
12 

4% 

RSD 
20.8%  

15% 

RSD 
8.7% 

39% 

RSD 
4.5% 

55% 

RSD 
3.3%  

66% 

RSD 
2.9% 

72% 

RSD 
2.7% 

77% 

RSD 
2.6% 

81% 

RSD 
2.5% 

84% 

RSD 2.5%

92% 

RSD 
2.4% 

Venlafaxine HCl 
ER Cap 

Lot R1P2474 

75mg 
Capsul

e 
12 

1% 

RSD 
29.7%  

17% 

RSD 
4.2% 

45% 

RSD 
2.0% 

59% 

RSD 
1.8%  

68% 

RSD 
1.6% 

74% 

RSD 
1.7% 

79% 

RSD 
1.7% 

83% 

RSD 
1.8% 

86% 

RSD 1.7%

93% 

RSD 
2.0% 

Effexor® XR 
Lot A85871 

75mg 
Capsul

e 
12 

11% 

RSD 
16.4%  

25% 

RSD 
8.7% 

48% 

RSD 
5.0% 

62% 

RSD 
4.0%  

71% 

RSD 
3.0% 

77% 

RSD 
3.3% 

81% 

RSD 
3.3% 

85% 

RSD 
3.2% 

87% 

RSD 3.4%

94% 

RSD 
3.5% 

Venlafaxine HCl 
ER Cap 

Lot R1P2475 

150mg 
Capsul

e 
12 

1% 

RSD 
23.0%  

18% 

RSD 
3.0% 

46% 

RSD 
1.8% 

61% 

RSD 
1.9%  

70% 

RSD 
1.9% 

76% 

RSD 
1.9% 

81% 

RSD 
1.8% 

85% 

RSD 
2.0% 

88% 

RSD 2.0%

95% 

RSD 
2.1% 

Effexor® XR 
Lot B05403 

150mg 
Capsul

e 

 
Apparatus: 
1 (basket) 

Speed: 
100 rpm 
Medium: 
pH 6.8 

phosphate 
buffer, 900ml 
Temperature: 
37º C± 0.5ºC 

 
 

12 

5% 

RSD 
8.2%  

17% 

RSD 
5.9% 

42% 

RSD 
3.7% 

59% 

RSD 
2.8%  

69% 

RSD 
2.2% 

76% 

RSD 
2.3% 

80% 

RSD 
2.2% 

84% 

RSD 
2.1% 

87% 

RSD 2.1%

94% 

RSD 
2.2% 

 

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

(b) (4)

(b) (4)

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

(b) (4)

(b) (4)

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

(b) (4)

(b) (4)

(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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III. DISSOLUTION CONSULT 

Hi Jim, 
 
After looking at the data for Venlafaxine,  I would recommend the following specs for this product: 
  2 hr:  4 hr:  8 hr:  12 hr:  24 hr:  
Similar to Moheb's suggested specs except we grant them a % spec at 2 hours (for a little more breathing 
room). 
 
This is just a recommendation.  Please consult your TL as well. 
 
Thanks, 
Paul 
 
-----Original Message----- 
From: Osterhout, James  
Sent: Friday, July 27, 2007 11:29 AM 
To: Seo, Paul 
Subject: RE: 78789 - Diss - AC? 
 
OK, 
Moheb suggested the following spec FYI. 
Jim 
 
 2 hr %, 4 hr:  8 hr:  12 hr:  24 hr:  
 
 
LCDR James L. Osterhout 
FDA/CDER/OGD 
Metropark North 1 (MPN I) 
752O Standish Place 
Rockville, Maryland 20855 
Room: 1338 
P: 240-276-8779 
 
-----Original Message----- 

(b) (4)

(b) (4)

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

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



 11

From: Seo, Paul  
Sent: Friday, July 27, 2007 10:12 AM 
To: Osterhout, James 
Cc: Seo, Paul 
Subject: RE: 78789 - Diss - AC? 
 
Hi Jim, 
 
Same deal here.  Need to see the individual disso data.  Since its MR, need to be more careful and seeing 
all the data helps.   
 
You can leave the data on my chair and I'll let you know Mon morning. 
 
Thanks, 
Paul 
 
 
-----Original Message----- 
From: Osterhout, James 
Sent: Thu 7/26/2007 11:39 PM 
To: Makary, Moheb H; Seo, Paul 
Subject: 78789 - Diss - AC? 
  
Here is another one Paul. My thoughts are to accept the firm's proposed specifications as they are close. 
But we can also suggest specs at the FDA time points. 
 
 <<78789D1206.doc>>  <<78789Data.xls>>  
 
LCDR James L. Osterhout 
FDA/CDER/OGD 
Metropark North 1 (MPN I) 
752O Standish Place 
Rockville, Maryland 20855 
Room: 1338 
P: 240-276-8779 

 
 



 

 
IV. COMMENTS 

The firm’s dissolution testing data with the FDA-recommended method are acceptable. 
However, the firm proposed dissolution specifications are not acceptable.  The firm 
conducted dissolution testing on multiple media types as requested for a modified release 
product.  Based on the submitted data, the DBE recommends the following dissolution 
specifications using the FDA-recommended dissolution method:  
 
2 hr:  4 hr:  8 hr:  12 hr:  24 hr:  
 
 
V. DEFICIENCY COMMENTS 

1. Based on the submitted data, the DBE recommends the following dissolution 
specifications:  

 
2 hr:  4 hr:  8 hr:  12 hr:  24 hr:  
 
The firm should acknowledge the FDA-recommended dissolution method and 
specifications. 

 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



 

 
VI. RECOMMENDATIONS 

1. The firm’s dissolution testing data with the FDA-recommended dissolution method 
are acceptable.  However, The firm needs to acknowledge the FDA-recommended 
method and the current proposed specifications given below: 

 
USP Apparatus I (basket) at 100 rpm in 900 mL water with the following 
specifications applicable to all strengths: 
 
2 hr:  4 hr:  8 hr:  12 hr:  24 hr:  

 
2. The Division of Bioequivalence has developed new data summary tables in a concise 

format consistent with the Common Technical Document (CTD).  Please provide 
complete tables and send them with the rest of the bioequivalence submission.  The 
tables are available in Word and PDF format under the title "Model Bioequivalence 
Data Summary Tables" in our website at http://www.fda.gov/cder/ogd/index.htm.  To 
improve the efficiency of the Division, these tables should be provided in all pending 
and future ANDA submissions. 

 

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



 

 
BIOEQUIVALENCE DEFICIENCIES 
 

ANDA: 78789 

APPLICANT: Mylan Pharmaceuticals 

DRUG PRODUCT: Venlafaxine Hydrochloride Extended-release 
Capsules, 37.5 mg, 75 mg, and 150 mg 

 
The Division of Bioequivalence (DBE) has completed its 
review of the dissolution testing portion of your 
submission acknowledged on the cover sheet. The review of 
the bioequivalence studies will be conducted later. The 
following deficiencies have been identified: 
 
1.  Your proposed dissolution specifications are not 
acceptable.  Based on the data you submitted, please 
acknowledge your acceptance of the FDA-recommended 
dissolution method and specifications given below: 
 

USP Apparatus I (basket) at 100 rpm in 900 mL water 
with the following specifications applicable to all 
strengths: 
 
2 hours:  4 hours:  8 hours:  
12 hours:  24 hours:  

 
2.  The Division of Bioequivalence has developed new data 
summary tables in a concise format consistent with the 
Common Technical Document (CTD). Please provide complete 
tables and send them with the rest of the bioequivalence 
submission. The tables are available in Word and PDF format 
under the title "Model Bioequivalence Data Summary Tables" 
in our website at http://www.fda.gov/cder/ogd/index.htm. To 
improve the efficiency of the Division, these tables should 
be provided in all pending and future ANDA submissions. 
 

Sincerely yours, 
 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
 
 

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

(b) (4) (b) (4)
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CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 

APPLICATION NUMBER: 

ANDA 078789 
 
 
 

 

 
ADMINISTRATIVE and CORRESPONDENCE 

DOCUMENTS 



 

 

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

 
Division: IV Team: 42 PM: Thomas Hinchliffe 
 
ANDA #:078789 
Firm Name:Mylan 
ANDA Name:Venlafaxine Hydrochloride Extended-release Capsules, 37.5 mg (base), 75 mg (base), and 150 mg 
(base) 
RLD Name:Effexor XR  Extended Release Capsules (NDA 020699) Wyeth Pharmaceuticals, Inc. 
 
Electronic AP Routing Summary Located: 
V:\Chemistry Division IV\Team 42\Electronic AP Summaries 
 

AP/TA Letter Located: 
V:\Chemistry Division IV\Team 42\Final Version For DARRTS 

 
Project Manager Evaluation:        Date: 4/5/11   Initials: TOH 

 Previously reviewed and tentatively approved --- Date 11/13/2008 
 Previously reviewed and CGMP Complete Response issued -- Date        

 
Original Rec′d date 01/16/2007 Date of Application 01/15/2007 Date Acceptable for Filing 01/16/2007 
Patent Certification (type) 4/MOU Date Patent/Excl. expires multiple Citizens' Petition/Legal Case?    Yes  No  

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

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

 Suitability Petition/Pediatric Waiver  Pediatric Waiver Request:   Accepted  Rejected  Pending  
 
EER Status:  Pending    Acceptable    OAI EES Date Acceptable: 4/7/11  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) 4/8/11        Addendum Needed: Yes   No        Comment:       
Date of Acceptable Bio 05/26/2011       Bio reviews in DARRTS:  Yes    No  (Volume location:      ) 
Date of Acceptable Labeling 04/12/2011  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: 5/27/11  REMS Required: Yes  No   REMS Acceptable: Yes  No  
 

 Regulatory Support, Date emailed: 4/5/11  
 

 Paragraph 4 Review (Dave Read, Susan Levine), Date emailed: 4/11/11 
 

 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: 2954266



 

 

OGD APPROVAL ROUTING SUMMARY 
 
1. Regulatory Support Branch Evaluation 

Martin Shimer           Date: 4/6/2011 
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 = Effexor XR NDA# 20-699 

Date Checked Granted 
Nothing Submitted         
Written request issued    
Study Submitted     

 

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

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

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

Comments:ANDA TAeds on 11/13/2008.  At the time the TA was issued, the reason for TA was an unexpired 30 month 
stay of approval.  This stay of approval expired on 11/30/2009.  After 11/20/2009 Mylan was blocked from Full Approval 
by TEVA's eligiblity for 180 day exclusivity-this exclusivity expired on 12/28/2010. Request for final approval submitted 
by Mylan on 4/4/2011.  The cover letter of this amendment indicates that Mylan is requesting approval on 6/1/2011.  The 
4/4/2011 amendment also contains a Dismissal Order for CA 07 CV 91 which was entered on 12/21/2009-the order 
indicates that the CA was dismissed with prejudice.  Mylan did not provide a copy of the license agreement entered into 
by Mylan and Wyeth but based upon their requested approval date it appears that the license agreement is similar to that 
agreed upon by other ANDA applicants (e.g. Torrent). 
Since the CA was dismissed and ther is no longer any blocking 180 day exclusivity there is no patent/legal issue to the 
issuance of a Full Approval at this time.  That being said, the OGD has made an internal decision to delay approving 
ANDAs for these drug product until 6/1/2011 in compliance with the applicant's request and so as not to potentially upset 
Wyeth.  

 
2.  Labeling Endorsement 
 

Reviewer,      :            Labeling Team Leader,      : 
 
  
  

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

 
Comments: 

 _____________________________________________  
From:  Golson, Lillie D   
Sent: Friday, May 27, 2011 2:42 PM 
To: Hinchliffe, Thomas; Golson, Lillie D 
Subject: FW: ANDA   For your AP/TA review and Endorsement 
 
 
Hi Tom, 
 
Please endorse the AP routing form on behalf of Lisa and me. 
 
Thanks 
______________________________________________  
  

Date        Date 6/1/11 
Initials      Initials rlw/for 

Reference ID: 2954266



 

 

From:  Kwok, Lisa   
Sent: Friday, May 27, 2011 9:18 AM 
To: Hinchliffe, Thomas 
Cc: Golson, Lillie D 
Subject: RE: ANDA   For your AP/TA review and Endorsement 
 
Hi Tom, 
 
The Labeling AP Summary signed by Lillie Golson on 4/12/11 is still acceptable. 
 
Thanks, 
Lisa 
 
3. Paragraph IV Evaluation                             PIV’s Only 

David Read            Date 25Apr2011 
OGD Regulatory Counsel           InitialsDTR 

Pre-MMA Language included     
Post-MMA Language Included     
Comments:changes to AP letter saved to V drive. 

 
4. Quality Division Director /Deputy Director Evaluation      Date 4/12/2011 

Chemistry Div. IV (Iser) InitialsRLI 
Comments:CMC OK, Acting Director 

 
5. First Generic Evaluation                              First Generics Only 

Frank Holcombe           Date 6/1/11 
  Assoc. Dir. For Chemistry          Initials rlw/for     
  Comments: (First generic drug review) 
 N/A.  Multiple ANDAs have been approved for this drug product. 
 
 
OGD Office Management Evaluation  
 
6. Peter Rickman           Date 6/1/11 
  Director, DLPS           Initials rlw/for 

Para.IV Patent Cert: Yes  No  
Pending Legal Action: Yes  No  
Petition: Yes  No        
Comments: This ANDA was granted tentative approval on November 13, 2008.  final approval was blocked at that 
time by the 30-month stay associated with the ongoing patent litigation and 180-day generic drug exclusivity for this 
drug product that was subsequently awarded to Teva.  Both the 30-month stay and Teva's 180-day exclusivity have 
expired.  Based upon a settlement agreement with Wyeth, Mylan is requesting final approval of this ANDA effective 
June 1, 2011. 
 
Final-printed labeling found acceptable for approval 4/12/11, as endorsed 5/27/11.  No REMS is required. 
 
CMC found acceptable for approval (Chemistry Review #3) 4/8/11. 
 
Bioequivalence - Mylan was requested to submit the results of in-vitro dissolution testing for each capsule strength 
in order to evaluate the alcohol "dose-dumping" characteristics of the product v. that of the RLD.  This request  
is part of the current BE guidance for this drug product was was not requested at the time of the tentative approval. 
Mylan's alcohol "dose-dumping" data were reviewed and found acceptable 5/26/11. 
 
 
 
 

 
AND/OR 
 Reference ID: 2954266



 

 

7. Robert L. West           Date  6/1/11 
Deputy Director, OGD          Initials  RLWest 

      Para.IV Patent Cert: Yes  No  
Pending Legal Action: Yes  No  
Petition: Yes  No  

      Press Release Acceptable  
Date PETS checked for first generic drug       

 
 Comments: Acceptable EES dated 4/7/11 (Verified 6/1/11).  No "OAI" Alerts noted. 
 
       Refer to the regulatory and legal history as summarized above by M.Shimer.  Based upon the licensing agreement with 
       Wyeth, Mylan's ANDA is eligible for final approval effective June 1, 2011. 
 
       Mylan's ANDA meets the current regulatory and scientific requirements for approval. 
 
       Approval is recommended. 
 
 
8. OGD Director Evaluation 

Keith Webber            
Deputy Director, OPS           

Comments: RLWest for Keith Webber, Ph.D.  6/1/11. 
First Generic Approval        
PD or Clinical for BE       
Special Scientific or Reg.Issue  

 Press Release Acceptable  
  
 Comments:      
 
9. Project Manager 

Date 6/1/11 
Initials TOH 
 
Check Communication and Routing Summary into DARRTS 
 
 

Reference ID: 2954266
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May 6, 2011

PATENT AMENDMENT

Office of Generic Drugs, CDER, FDA 
Keith Webber, Ph.D., Acting Director
Document Control Room, Metro Park North VII
7620 Standish Place
Rockville, MD 20855-2810

RE: VENLAFAXINE HYDROCHLORIDE EXTENDED-RELEASE CAPSULES
37.5 MG, 75 MG AND 150 MG
ANDA 078789
SEQUENCE NUMBER:  0004
(Amendment to Section 1.3.5 – Patent Information)

Dear Dr. Webber:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which is 
currently under review.  Reference is also made to our Minor Amendment – Request for Final 
Approval that was submitted April 4, 2011.

The Patent Amendment provided in Section 1.3.5.1 provides a copy of the correspondence from 
Pfizer notifying the Agency of the licensing agreement with Mylan. 

All files in this amendment have been scanned utilizing Norton antivirus software and are free of 
known viruses.  All correspondence regarding this amendment should be directed to the attention 
of the undersigned at (304) 599-2595, ext. 6551 and/or via facsimile at (304) 285-6407.

Sincerely,

<Please see following page for signature manifestation.>
S. Wayne Talton
Vice President
Regulatory Affairs 

SWT/dn

cc: Wyeth Pharmaceuticals

781 Chestnut Ridge Road
Morgantown, WV 26505 USA
Phone 304.599.2595
Web www.mylan.com
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Object ID:  

0.2; CURRENT; Most-Recent; In Approval

Wayne Talton06-May-2011 09:26 AM EDT
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Cover Letter - 0004 - Patent Amendment - 20110506

Approve







April 29, 2011

BIOEQUIVALENCE AMENDMENT
(BIOEQUIVALENCE RESPONSE TO INFORMATION REQUEST)

Office of Generic Drugs, CDER, FDA 
Keith Webber, Ph.D., Acting Director
Document Control Room, Metro Park North VII
7620 Standish Place
Rockville, MD 20855-2810

RE: VENLAFAXINE EXTENDED-RELEASE CAPSULES, 37.5 MG, 75 MG AND 150 MG
ANDA 078789
SEQUENCE NUMBER:  0003
(RESPONSE TO AGENCY CORRESPONDENCE DATED APRIL 13, 2011)

Dear Dr. Webber:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which is 
currently under review, and to the bioequivalence comments pertaining to this application that 
were provided to Mylan by facsimile in correspondence dated April 13, 2011 (refer to Section 
1.4.4, References).  In response to the Agency's April 13th comments, Mylan wishes to amend 
this application as follows:

FDA COMMENT
Due to a concern of dose dumping of drug from this drug product when taken with alcohol, 
the Agency currently requests that additional in vitro dissolution testing be conducted using 
various concentrations of ethanol in the dissolution medium, as follows:

Testing Conditions: 900 mL, 0.1N HCl, USP apparatus I (basket) at 100 rpm, with and 
without alcohol;

Test 1:  12 units tested according to the proposed method (with 0.1N HCl), with data 
collected every 15 minutes for a total of 2 hours

Test 2:  12 units analyzed by substituting 5% (v/v) of test medium with Alcohol USP and 
data collection every 15 minutes for a total of 2 hours

Test 3:  12 units analyzed by substituting 20% (v/v) of test medium with Alcohol USP 
and data collection every 15 minutes for a total of 2 hours

781 Chestnut Ridge Road
Morgantown, WV 26505 USA
Phone 304.599.2595
Web www.mylan.com
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Test 4:  12 units analyzed by substituting 40% (v/v) of test medium with Alcohol USP 
and data collection every 15 minutes for a total of 2 hours

All strengths of the test and the corresponding reference products must be tested 
accordingly and data must be provided on individual unit, means, range and %CV 
including f2 similarity values and dissolution plots.

Please note:  the DBE also requests you to complete all items for vitro study in eCTD 
format tables for all generated dissolution profiles and submit them electronically, both as 
an MS Word document and as a *.pdf file.  The eCTD format tables are posted on the 
FDA website (http://www.fda.gov/cder/ogd/DBE_tables.doc).

MYLAN RESPONSE
As requested, Mylan has conducted additional in vitro dissolution testing with alcohol.  The 
data suggests that both Mylan’s Venlafaxine Hydrochloride Extended-release Capsules and 
Effexor XR® show increased dissolution as a result of the incorporation of alcohol into the 
dissolution medium.  Dissolution in 40% alcohol results in significant drug release at 120 
minutes which is comparable (≤ 25% difference) between Mylan’s Venlafaxine HCl 
Extended-release Capsules and multiple lots of Effexor XR across all strengths as 
demonstrated in the following table:

0.1N HCl with 40% Alcohol 
Dissolution Study

Lot # (strength) Mean Range RSD
Mylan R1P2473 (37.5mg) 
n = 12

77% 71%-81% 3.4%

Effexor XR A48018 (37.5 mg)
n = 6

77% 72%-82% 4.5%

Effexor XR E57192 (37.5 mg)
n = 12

68% 65%-70% 2.3%

Mylan R1P2474 (75 mg) 
n = 12

81% 77%-83% 2.4%

Effexor XR E57194 (75 mg) 
n = 6

80% 76%-85% 3.6%

Effexor XR E26432 (75 mg) 
n = 12

80% 75%-85% 2.9%

Mylan R1P2475 (150 mg) 
n = 12

79% 75%-81% 2.6%

Effexor XR E4386S (150 mg) 
n = 12

68% 64%-70% 2.9%

Effexor XR E71086S (150 mg) 
n = 12

70% 67%-72% 2.4%
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Mylan has performed the full dissolution testing, as requested, with 40%, 20%, 5%, and 0% 
levels of alcohol in 0.1N HCl.  The data can be characterized as significant release in 40% 
alcohol and slight release in 20% alcohol, where 40% alcohol releases more than 50% of label 
claim and 20 % alcohol releases less than 50% of label claim.  Dissolution in 5% alcohol was 
essentially the same as no alcohol for all of the lots evaluated. 

40% Alcohol in 0.1N HCl
Venlafaxine ER Capsules, 150 mg 
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20% Alcohol in 0.1N HCl
Venlafaxine ER Capsules, 150 mg 
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Effexor E26432

Venlafaxine ER Capsules, 37.5 mg 
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0

20

40

60

80

100

0 25 50 75 100 125 150

Time, minutes

R
el

ea
se

, %

R1P2473

Effexor E57192

5% Alcohol in 0.1N HCl
Venlafaxine ER Capsules, 150 mg 
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Venlafaxine ER Capsules 75 mg 
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0.1N HCl
Venlafaxine ER Capsules, 150 mg 
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Individual unit, mean, range and %CV including similarity and dissolution plots are provided in 
Module 2. 

F2 similarity calculations were viewed as unsuitable for the data, since extent of dissolution was 
less than 85% released and early time points exceeded 15% CV.  To overcome limitations of 
variability, Mylan has performed similarity calculations for comparison of these profiles with a 
“Model Independent Multivariate Confidence Region Procedure.”  This approach for comparing 
dissolution profiles is described on pages 9-10 of the FDA Guidance – Dissolution Testing for 
Immediate Release Solid Oral Dosage Forms (August 1997). Similarity of the dissolution 
profiles in the 40% alcohol media study was confirmed with this approach. Tables of all of the 
similarity calculations are included in Section 2.7.  Also provided in Section 2.7 are a revised 
Bioequivalence Summary Table 5 and dissolution profiles.

All files in this amendment have been scanned utilizing Norton antivirus software and are free of 
known viruses.  All correspondence regarding this amendment should be directed to the attention 
of the undersigned at (304) 599-2595, ext. 6551 and/or via facsimile at (304) 285-6407.

Sincerely,

<Please see following page for signature manifestation.>
S. Wayne Talton
Vice President
Regulatory Affairs 

SWT/mj
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BIOEQUIVALENCE AMENDMENT 
 
ANDA  078789 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Pl. 
Rockville, MD  20855-2810   
  
APPLICANT: Mylan Pharmaceuticals, Inc. 
 
ATTN: S. Wayne Talton 
 
FROM: Chitra Mahadevan 

TEL: (304) 599-2595 
 
FAX: (304) 285-6407 
 
FDA CONTACT PHONE: (240) 276-8782 

 
Dear Sir: 
 
This facsimile is in reference to the bioequivalence data submitted on January 15, 2007, pursuant to Section 505(j) of the Federal Food, Drug, 
and Cosmetic Act for Venlafaxine Extended Release Capsules, Eq. to 37.5 mg and 75 mg and 150 mg base.  
 
The Division of Bioequivalence has completed its review of the submission referenced above and has identified deficiencies which are 
presented on the attached 3  pages.  This facsimile is to be regarded as an official FDA communication and unless requested, a hard-copy 
will not be mailed. 
   
You should submit a response to these deficiencies in accord with 21 CFR 314.96.  Your amendment should respond to all the deficiencies 
listed.  Facsimiles or partial replies will not be considered for review.  Your cover letter should clearly indicate: 
 
Bioequivalence  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: 2932614



BIOEQUIVALENCE DEFICIENCIES 
 

ANDA:  078789 

APPLICANT: Mylan Pharmaceuticals, Inc. 

DRUG PRODUCT: 
Venlafaxine Hydrochloride Extended-Release 
Capsules, Eq. to 37.5 mg, 75 mg, and 150 mg base 

 
 
The Division of Bioequivalence (DBE) has completed its review 
and the following deficiency has been identified: 
 
Due to a concern of dose dumping of drug from this drug product 
when taken with alcohol, the Agency currently requests that 
additional in vitro dissolution testing be conducted using 
various concentrations of ethanol in the dissolution medium, as 
follows: 

 
Testing Conditions: 900 mL, 0.1N HCl, USP apparatus I 
(basket) at 100 rpm, with and without alcohol; 

 
Test 1: 12 units tested according to the proposed method 
(with 0.1N HCl), with data collected every 15 minutes for a 
total of 2 hours 

 
Test 2: 12 units analyzed by substituting 5% (v/v) of test 
medium with Alcohol USP and data collection every 15 
minutes for a total of 2 hours 

 
Test 3: 12 units analyzed by substituting 20% (v/v) of test 
medium with Alcohol USP and data collection every 15 
minutes for a total of 2 hours 

 
Test 4: 12 units analyzed by substituting 40% (v/v) of test 
medium with Alcohol USP and data collection every 15 
minutes for a total of 2 hours 

 
All strengths of the test and the corresponding reference 
products must be tested accordingly and data must be 
provided on individual unit, means, range and %CV including 
f2 similarity values and dissolution plots. 

 
Please note: The DBE also requests you to complete all 
items for in vitro study in eCTD format tables for all 
generated dissolution profiles and submit them 
electronically, both as an MS Word document and as a *. pdf 

Reference ID: 2932614



file.  The eCTD format tables are posted on the FDA web 
site (http://www.fda.gov/cder/ogd/DBE_tables.doc). 

  
Sincerely yours, 

 
    

Barbara M. Davit, Ph.D., J.D. 
    Acting Director 
    Division of Bioequivalence II 
    Office of Generic Drugs 
    Center for Drug Evaluation and Research  
 
 

Reference ID: 2932614
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04/13/2011
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All files in this amendment have been scanned utilizing Norton antivirus software and are free of 
known viruses.  All correspondence regarding this amendment should be directed to the attention 
of the undersigned at (304) 599-2595, ext. 6551 and/or via facsimile at (304) 285-6407.

Sincerely,

<Please see following page for signature manifestation.>
S. Wayne Talton
Vice President
Regulatory Affairs 

SWT/mjk
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781 Chestnut Ridge Road
Morgantown, WV 26505 USA
Phone 304.599.2595
Web www.mylan.com

April 4, 2011

MINOR AMENDMENT – FINAL APPROVAL REQUESTED
(CHEMISTRY INFORMATION PROVIDED)

Office of Generic Drugs, CDER, FDA 
Keith Webber, Ph.D., Acting Director
Document Control Room, Metro Park North VII
7620 Standish Place
Rockville, MD 20855-2810

RE: VENLAFAXINE HYDROCHLORIDE EXTENDED-RELEASE CAPSULES
37.5 MG, 75 MG AND 150 MG
ANDA 078789
SEQUENCE NUMBER:  0001
(Minor Amendment – Request for Final Approval)

Dear Dr. Webber:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above which 
received Tentative Approval on November 13, 2008.  A copy of the Tentative Approval letter is 
provided in Section 1.4.4 for your reference.  Mylan previously filed Paragraph IV certifications 
with respect to U.S. Patent Nos. 6,274,171; 6,403,120; and 6,419,958.  The litigation pending 
against Mylan on those patents was dismissed on December 21, 2009, pursuant to a Dismissal 
Order and Judgment in a Civil Action.  A copy of the Dismissal Order and Judgment are
provided in Section 1.4.4 for your reference.    

Pursuant to 21 C.F.R. § 314.94(a)(12)(v), Mylan certifies that it has entered into a licensing 
agreement with the patent owner(s) of each of these patents, and Mylan has been granted a patent 
license which permits Mylan to market its Venlafaxine Hydrochloride Extended-release 
Capsules, 37.5 mg, 75 mg and 150 mg prior to the expiration of each of these patents.      

In accordance with the patent license, Mylan hereby requests that final approval for Venlafaxine 
Hydrochloride Extended-release Capsules, 37.5 mg, 75 mg and 150 mg be granted as of 
June 1, 2011.

In association with this request for Final Approval, Mylan wishes to submit the following 
revisions to the chemistry, manufacturing and controls documentation:

3 PAGES HAVE BEEN WITHHELD IN FULL AS B4 (CCI/TS) IMMEDIATELY FOLLOWING THIS PAGE
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All files in this amendment have been scanned utilizing Norton antivirus software and are free of 
known viruses.  All correspondence regarding this amendment should be directed to the attention of 
the undersigned at (304) 599-2595, ext. 6551 and/or via facsimile at (304) 285-6407.

Sincerely,

<Please see following page for signature manifestation.>
S. Wayne Talton
Vice President
Regulatory Affairs 

SWT/mjk

Cover letter only:

Wyeth Pharmaceuticals
500 Arcola Road
Collegeville, Pennsylvania 19426
Attn:  Senior Vice President, Corporate Business Development
Phone:  (484) 865-5603
Fax:  (484) 865-6476

Wyeth
5 Giralda Farms
Madison, New Jersey 07940
Attn:  General Counsel
Phone:  (973) 660-5000
Fax:  (973) 660-7156
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781 Chestnut Ridge Road
Morgantown, WV 26505 USA
Phone 304.599.2595
Web www.mylan.com

March 18, 2011

LABELING AMENDMENT
(LABELING INFORMATION PROVIDED)

Office of Generic Drugs, CDER, FDA 
Keith Webber, Ph.D., Acting Director
Document Control Room, Metro Park North VII
7620 Standish Place
Rockville, MD 20855-2810

RE: VENLAFAXINE HYDROCHLORIDE EXTENDED-RELEASE CAPSULES
37.5 MG, 75 MG AND 150 MG
ANDA 078789
SEQUENCE NUMBER:  0000
(LABELING REVISIONS PURSUANT TO CDER INTERNET POSTING DATED 
JANUARY 6, 2010)

Dear Dr. Webber:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which 
received Tentative Approval on November 13, 2008. Mylan wishes to amend our ANDA with 
final printed labeling that has been revised pursuant to the CDER Internet Posting dated January 
6, 2010 which contained approved labeling revisions for the reference listed drug (RLD), Effexor 
XR® (venlafaxine hydrochloride) Extended-Release Capsules (NDA 020699/S-090). A copy of 
the Agency’s January 6th approval letter is provided in Section 1.4.4, References. A copy of the 
RLD’s currently approved labeling is provided in Section 1.14.3.2 for your reference. Please 
note that Mylan’s revised labeling also reflects the addition of the USP monograph for the drug 
substance which will become effective on May 1, 2011. A Minor Amendment to request final 
approval and to provide chemistry information to support the USP updates will be submitted 
under separate cover in the near future.

Final printed labeling (outsert code VNLAER:R1mc; March 2011) is provided in Section 
1.14.2.2 and corresponding final printed bottle labels are provided in Section 1.14.2.1. A side-by-
side comparison of Mylan’s proposed final printed outsert/Medication Guide to Mylan’s 
previously submitted draft outsert/Medication Guide is provided in Section 1.14.1.2 (Labeling). 
A side-by-side comparison of Mylan’s proposed final printed bottle labels to Mylan’s previously 
submitted draft bottle labels is provided in Section 1.14.1.2 (Container). Structured Product 
Labeling (SPL) is provided in Section 1.14.2.3. A copy of Mylan’s service agreement with The 
Hibbert Group for the distribution of Medication Guides is provided in Section 1.4.4, 
References.
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Mylan acknowledges that the Agency may request further changes to the labeling prior to 
approval. In addition, Mylan may have to revise our labeling pursuant to approved changes for 
the reference listed drug. Mylan will monitor FDA’s website for any approved labeling changes.

For assistance with the electronic components of this application, please contact Jerry Toppins 
(304) 599-2595, Ext. 6578 or e-mail at jerry.toppins@mylan.com. All other correspondence 
regarding this application should be directed to the attention of the undersigned at Mylan 
Pharmaceuticals Inc., P.O. Box 4310, 781 Chestnut Ridge Road, Morgantown WV, 26504-4310. 
Telephone and facsimile inquiries may also be directed to the undersigned at telephone number 
(304) 599-2595, extension 6551 and/or facsimile number (304) 285-6407.

Sincerely,

<Please see following page for signature manifestation.>
S. Wayne Talton
Vice President
Regulatory Affairs 

SWT/ccc
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 OGD APPROVAL ROUTING SUMMARY 
 
ANDA # 78-789 ApplicantMylan Pharmaceuticals Inc. 
Drug Venlafaxine Hydrochloride Extended-Release Capsules    Strength(s)37.5, 75, 150 mg 
 
APPROVAL    TENTATIVE APPROVAL    SUPPLEMENTAL APPROVAL (NEW STRENGTH)    OTHER  
 
REVIEWER:       DRAFT Package  FINAL Package 
 
1.   Martin Shimer        
     Chief, Reg. Support Branch   

Contains GDEA certification:   Yes    No  Determ. of Involvement? Yes   No  
(required if sub after 6/1/92)      Pediatric Exclusivity System 
       RLD =Effexor XR NDA#20-699 
Patent/Exclusivity Certification: Yes    No        Date Checked Previously granted 
If Para. IV Certification- did applicant        Nothing Submitted         
Notify patent holder/NDA holder Yes    No   Written request issued    
Was applicant sued w/in 45 days:Yes    No   Study Submitted     
Has case been settled:          Yes    No  Date settled:      
Is applicant eligible for 180 day         
Generic Drugs Exclusivity for each strength:  Yes    No  
Date of latest Labeling Review/Approval Summary       
Any filing status changes requiring addition Labeling Review  Yes    No        
Type of Letter:T/A 
Comments:ANDA submitted on 1/16/2007, BOS=Effexor XR NDA 20-699, PIII to '186, PIV 

to '171, '120 and '958, MOU to '923 and '708.  ANDA ack for filing with PIV on 
1/16/2007(LO dated 5/2/2007).  On 4/23/2007 the sponsor submitted a revised patent cert 
which provided for MOU certs to the '120 and '958 so far as these patents and their 
associated uses apply to GAD. On 5/30/2007-Fed Ex RR from Wyeth(collegeville, PA) signed 
and dated 5/23/2007, Fed Ex RR from Wyeth(Madison, NJ) signed and dated 5/23/2007.  Letter 
from Finnegan and Henderson received 7/6/2007-CA 07-CV-91 filed in the Northern D of 
WV(Clarksburg Division on 7/6/2007 for infringement of the '171, '120 and '958 patents. On 
7/8/2008 the sponsor submitted a MOU to the '101.  Mylan will await the expiration of the 
I-561 exclusivity before seeking full approval. ANDA is eligible for TA only due to 
unexpired 30 month stay of approval.     
 
 
2.  Project Manager, Thomas Hinchliffe Team 10 
    Review Support Branch         
   

Original Rec′d dateJanuary 16, 2007 EER Status   Pending   Acceptable  OAI  
Date Acceptable for FilingJanuary 16, 2007 Date of EER Status 5/21/2007 
Patent Certification (type)4 Date of Office Bio Review 4/16/2008 
Date Patent/Exclus.expiresmultiple -c below Date of Labeling Approv. Sum 8/18/2008 
Citizens' Petition/Legal Case Yes  No    
(If YES, attach email from PM to CP coord) 

Labeling Acceptable Email Rec'd Yes  No  
Labeling Acceptable Email filed Yes  No  

First Generic                 Yes  No   Date of Sterility Assur. App.         
Priority Approval   Yes  No  
(If yes, prepare Draft Press Release, Email 
it to Cecelia Parise) 

Methods Val. Samples Pending  Yes  No   
MV Commitment Rcd. from Firm  Yes  No  

Acceptable Bio reviews tabbed Yes  No   Modified-release dosage form: Yes   No  
Bio Review Filed in DFS:    Yes  No  Interim Dissol. Specs in AP Ltr:  Yes  
Suitability Petition/Pediatric Waiver Yes   
Pediatric Waiver Request Accepted   Rejected  Pending  
Previously reviewed and tentatively approved            Date       
Previously reviewed and CGMP def. /NA Minor issued        Date        

    Comments:DATE OF APPLICATION: January 15, 2007      
 
 
3. Labeling Endorsement  
 Reviewer:           Labeling Team Leader: 
 
  

 Comments: 
 From:  Golson, Lillie D   
Sent: Wednesday, September 17, 2008 5:23 PM 
To: Hinchliffe, Thomas; Golson, Lillie D 

Date16 Sept 2008   Date 11/13/08 

InitialsMHS Initials rlw 

Date        Date      

Initials      Initials      

Date9/17/08   Date9/17/08 
Name/InitialsMD Name/InitialsLDG 



Subject: FW: 78-789 TA Endorsement Needed 
 
Hi Tom, 
 
From a labeling standpoint, this application is acceptable for TA. Please endorse the TA 
routing form on behalf of Michelle and me. 
Thanks 
Lillie 
 
______________________________________________  
From:  Dillahunt, Michelle   
Sent: Wednesday, September 17, 2008 11:14 AM 
To: Golson, Lillie D 
Subject: FW: 78-789 TA Endorsement Needed 
 
 
Labeling is acceptable for TA. 
 
 
Michelle 
 
 
4. David Read (PP IVs Only) Pre-MMA  Language included    Date 18Sep08 
 OGD Regulatory Counsel,   Post-MMA Language Included    InitialsDTR 

Comments:Changes to TA ltr saved to V drive. 
 
 
5. Div. Dir./Deputy Dir.               
    Chemistry Div. II  
      

Comments:Addressed in process controls (10/20/08 amendment.  CMC ok. 
 
 
 
6.  Frank Holcombe  First Generics Only    Date 11/13/08 
    Assoc. Dir. For Chemistry       Initials rlw/for  
  Comments: (First generic drug review) 
 N/A.  IMPAX's ANDA 78-057 for this drug product was granted tentative approval 
      on October 16, 2007. 
 
        
7.   Vacant          Date 11/13/08 
 Deputy Dir., DLPS         Initials rlw 
 RLD = Effexor XR Extended-release Capsules 37.5 mg (base), 75 mg (base) and 150 mg 
            Wyeth Pharmaceuticals, Inc.  NDA 20-699                               (base) 
 
 
8.   Peter Rickman         Date 11/13/08 
     Director, DLPS         Initials rlw/for 

Para.IV Patent Cert: Yes   No ;Pending Legal Action: Yes  No ; Petition: Yes  No  
     Comments:  Bioequivalence studies (fed and fed-sprinkle) on the 150 mg capsule 

strength found acceptable.  In-vitro dissolution testing on all three strengths 
also found acceptable.  Waivers granted to the 37.5 mg and 75 mg capsule strengths 
under 21 CFr 320.22(d)(2).  Bio study sites have acceptable DSI inspection 
histories.  Office-level bio endorsed 4/16/08. 
 
Labeling found acceptable for tentative approval 8/18/08. 
 
CMC found acceptable (Chemistry Review #2) 9/9/08. 

 
OR 
 
 
8. Robert L. West         Date 11/13/08 
      Deputy Director, OGD        Initials RLWest 
      Para.IV Patent Cert: Yes  No ; Pending Legal Action: Yes  No ; Petition: Yes  No  
      Press Release Acceptable  
 Comments: Acceptable EES dated 5/21/07 (Verified 11/13/08).  No "OAI" Alerts noted. 
 
      Refer to the patent and exclusivity summary prepared above by M.Shimer. 

Date11/12/08  
InitialsFF 



 
      This ANDa is recommended for tentative approval. 
 
 
 
9.   Gary Buehler         Date 11/13/08 

Director, OGD         Initials  rlw/for 
Comments:      
First Generic Approval       PD or Clinical for BE      Special Scientific or Reg.Issue  

 Press Release Acceptable  
 
10. Project Manager, Thomas Hinchliffe Team  10    Date11/13/08 

Review Support Branch        Initials tcl 
     Date PETS checked for first generic drug (just prior to notification to firm)  
 
Applicant notification: 
2:30 pm Time notified of approval by phone 2:30 pm Time approval letter faxed 
 
FDA Notification: 
11/13/08 Date e-mail message sent to "CDER-OGDAPPROVALS″ distribution list. 
11/13/08 Date Approval letter copied to \\CDS014\DRUGAPP\ directory. 
 

 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Theresa Liu
11/13/2008 01:28:32 PM
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BIOEQUIVALENCY AMENDMENT 
 
ANDA  78-789 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (301-594-0320) 
 

 
  
APPLICANT:  Mylan Pharmaceuticals, Inc. 
 
ATTN:  S. Wayne Talton 
 
FROM:  Aaron Sigler 

TEL: 304-599-2595 
 
FAX: 304-285-6407 
 
PROJECT MANAGER: (240) 276-8782 

 
Dear Sir: 
 
This facsimile is in reference to the bioequivalency data submitted on January 15, 2007, pursuant to Section 505(j) 
of the Federal Food, Drug, and Cosmetic Act for Venlafaxine Hydrochloride Extended-release Capsules, 37.5 mg, 
75 mg, and 150 mg.  
 
Reference is also made to your amendment dated November 06 and 16, 2007. 
 
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, nor will the 
review clock be reactivated until all deficiencies have been addressed.  Your cover letter should clearly indicate that 
the response is a "Bioequivalency Amendment" and clearly identify any new studies (i.e., fasting, fed, multiple 
dose, dissolution data, waiver or dissolution waiver) that might be included for each strength.  We also request that 
you include a copy of this communication with your response.  Please submit a copy of your amendment in both an 
archival (blue) and a review (orange) jacket.  Please direct any questions concerning this communication to the 
project manager identified above. 
 
SPECIAL INSTRUCTIONS: 
 
In an effort to improve document flow and availability to review staff, please submit your response in electronic 
PDF format, with a signed cover letter and 356h form. 
 
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. 
 







---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Barbara Davit
12/11/2007 04:53:46 PM
Signing for Dale P Conner



   

  
   

      
    

   
    

     
   

     
       

  
         

   

               
               
                   

               

                 
          

           

               
             

             
             
             

        

                
           
             

                
             
             

             
          

           
             

            
   

    
 

     
       

      
      

  
  
  
  
  
  

 
  
  

  
   

   

  
  
  
  
  
  









 

 

 

   
   

                
             

           

 

 
   

  
  

 

 

      
   

    



         

   

  
   

  
     

   

     
       

  
        

   

                  
                  

      

 

 
   

  
  

 

 

    
 

     
       

      
      

  
  
  
  
  
  

 
  
  

  
   

   

  
  
  
  
  
  





   
    

                   
                

                
             

           

 

 
   

  
  

 

 

      
      

    



BIOEQUIVALENCY AMENDMENT 
 
ANDA  78-789 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (301-594-0320) 
 

 
  
APPLICANT:  Mylan Pharmaceuticals, Inc. 
 
ATTN:  S. Wayne Talton 
 
FROM:  Aaron Sigler 

TEL: 304-599-2595 
 
FAX: 304-285-6407 
 
PROJECT MANAGER: (240) 276-8782 

 
Dear Sir: 
 
This facsimile is in reference to the bioequivalency data submitted on January 15, 2007, pursuant to Section 505(j) 
of the Federal Food, Drug, and Cosmetic Act for Venlafaxine Hydrochloride Extended-release Capsules, 37.5 mg, 
75 mg, and 150 mg.  
 
The Division of Bioequivalence has completed its review of the submission(s) referenced above and has identified 
deficiencies which are presented on the attached page.  This facsimile is to be regarded as an official FDA 
communication and unless requested, a hard-copy will not be mailed. 
   
You should submit a response to these deficiencies in accord with 21 CFR 314.96.   Your amendment should 
respond to all the deficiencies listed.  Facsimiles or partial replies will not be considered for review, nor will the 
review clock be reactivated until all deficiencies have been addressed.  Your cover letter should clearly indicate that 
the response is a "Bioequivalency Amendment" and clearly identify any new studies (i.e., fasting, fed, multiple 
dose, dissolution data, waiver or dissolution waiver) that might be included for each strength.  We also request that 
you include a copy of this communication with your response.  Please submit a copy of your amendment in both an 
archival (blue) and a review (orange) jacket.  Please direct any questions concerning this communication to the 
project manager identified above. 
 
SPECIAL INSTRUCTIONS: 
 
 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND 
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address. 
 





---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Barbara Davit
9/6/2007 05:41:38 PM
Signing for Dale P Conner







Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the 
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily or 
weekly updates of new documents posted on the CDER web site at the following address - 
http://www.fda.gov/cder/cdernew/listserv.html 
 
 
To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please provide 
a side-by-side comparison of your proposed labeling with the reference listed drug's 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 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Michelle Dillahunt
8/22/2007 11:45:32 AM
LABELING REVIEWER

Lillie Golson
8/23/2007 03:00:35 PM
LABELING REVIEWER
Lillie Golson for Wm. Peter Rickman





MINOR AMENDMENT 
 
ANDA  78-789 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (301-594-0320) 
 

  
APPLICANT:  Mylan Pharmaceuticals, Inc. 
 
ATTN:  S. Wayne Talton 
 
FROM:  Thomas Hinchliffe 

TEL: 304-599-2595 
 
FAX: 304-285-6407 
 
PROJECT MANAGER: (301) 827-5771 

 
Dear Sir: 
 
This facsimile is in reference to your abbreviated new drug application dated January 15, 2007, submitted pursuant 
to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Venlafaxine Hydrochloride Extended-release 
Capsules, 37.5 mg, 75 mg, and 150 mg.  
 
The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons provided in 
the attachments ( 4   pages).   This facsimile is to be regarded as an official FDA communication and unless 
requested, a hard copy will not be mailed.  
 
The file on this application is now closed.  You are required to take an action described under 21 CFR 314.120 
which will either amend or withdraw the application.  Your amendment should respond to all of the deficiencies 
listed.  Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until 
all deficiencies have been addressed.  The response to this facsimile will be considered to represent a MINOR 
AMENDMENT and will be reviewed according to current OGD policies and procedures.  The designation as a 
MINOR AMENDMENT should appear prominently in your cover letter.  You will be notified in a separate 
communication from our Division of Bioequivalence of any deficiencies identified during our review of your 
bioequivalence data.  If you have substantial disagreement with our reasons for not approving this application, you 
may request an opportunity for a hearing. 
 
SPECIAL INSTRUCTIONS: 
 
Chemistry comments provided here. 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND 
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address. 
 



CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
 

ANDA: 78-789 APPLICANT: Mylan Pharmaceutical Inc. 

DRUG PRODUCT: Venlafaxine Hydrochloride Extended Release Capsules, 37.5 mg, 
75 mg, and 150 mg 

 
The deficiencies presented below represent MINOR deficiencies. 

 
A. Deficiencies: 

 
1. Please provide a debarment statement from the drug substance manufacturer. 

 
2. Please consult with the DMF holder to revise acceptance criteria of residual solvents for the 

drug substance specification. 
 

 

 

 

 

 

 

(b) (4)



 
 

 

 

 

 

 

 

 
 

 

 

 

 

 
B. In addition to responding to the deficiencies presented above, please note and acknowledge the 

following comments in your response: 
 

1. 

(b) (4)

(b) (4)



 
2. Please provide all available stability data in your next amendment. 

 
 

Sincerely yours, 
 

{See appended electronic signature page} 
 

Florence S. Fang 
Director 
Division of Chemistry II 
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/
---------------------
Naiqi Ya
7/17/2007 10:28:03 AM





    
   
  

          
         
        

          
          

     

       

          
     

       

           
          

        
 

          
         
        

         
           

         
 

 
 
 

  
  

              

 

              
            

              
                

           
              

                
             

              
          



    
   

  

 
 
 

  
 

           
              

               
                

 

            
             

                
               

              
               

 

    

   

 

   
    

   
   

     
   

    
   

    



   

  
  

      
    

   
    

     
   

     
       

  
         

   

               
                  

                 
   

             
              
    

             
             

 

 
   

  
  

 

 

     
      

     
      

       
         

        
        

 
    

 

 
  
  

  
   

   

  
  
  
  
  
  



   

      
    

   
    

     
   

  

         
  
   

   

               
              

                   
             

             
            

 

                    
               

                

              
               

    

 

   
  

  

 

 

    
    

     
       

      
      

 
    

 

  
  
  
  
  
  

 
  
  

  
   

   

   
  
  
  
  
  



          

    

      
    

   
    

     
   

   

    
     

  

   

  

            
              

              
          

               
                

                
                

              
              

      

 

 
   

     

         
           

            
             

             
             



From: Shimer, Martin 
Sent: Friday, May 18, 2007 2:13 PM 
To: 'Wayne.Talton@mylanlabs.com' 
Cc: Shimer, Martin 
Subject: RE: Request to use FedEx in Lieu of U.S. Postal Service 
Wayne, 
  
It is acceptable to use FedEx in lieu of the US Postal Service for the purpose of providing notice 
to the NDA holder and any patent assignees associated with PIV certifications contained within 
ANDA 78-789. 
  
Regards, 
  
Marty 
 

 
From: Wayne.Talton@mylanlabs.com [mailto:Wayne.Talton@mylanlabs.com]  
Sent: Friday, May 18, 2007 1:52 PM 
To: Shimer, Martin 
Subject: Request to use FedEx in Lieu of U.S. Postal Service 

 
Good afternoon Marty  
 
We received our acceptance for filing letter on 5/2/07 for our ANDA for Venlafaxine HCl Extended-
release Capsules (ANDA 78-789) submitted on January 15, 2007.  This application contained a PIV 
certification statement.  We would to request permission to use Federal Express in lieu of the U.S. Postal 
service for the purposes of sending and documenting the receipt of notice by the patent holder.  Thanks.  
 
Wayne  
Mylan  
=======================================================================
======= 
CONFIDENTIALITY NOTICE:  This e-mail message and all attachments 
transmitted with it may contain legally privileged, proprietary and/or 
confidential information intended solely for the use of the addressee.  
If you are not the intended recipient, you are hereby notified that any 
review, dissemination, distribution, duplication or other use of this 
message and/or its attachments is strictly prohibited.  If you are not 
the intended recipient, please contact the sender by reply e-mail and 
destroy all copies of the original message and its attachments.  Thank 
you. 
Mylan Laboratories E-Mail Encryption Confirmation:  This e-mail was 
protected by Mylan Laboratories SPN routing. 
=======================================================================
======= 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 

 
 

 
               

             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 78-789 
 
 
 
 
Mylan Pharmaceuticals Inc. 
Attention: S. Wayne Talton 
781 Chestnut Ridge Road 
P.O. Box 4310 
Morgantown, WV 26504-4310 
 
 
Dear Sir: 
 
We acknowledge the receipt of your abbreviated new drug application 
submitted pursuant to Section 505(j) of the Federal Food, Drug and 
Cosmetic Act.   
 
Reference is also made to the telephone conversation dated April 18, 
2007 and your correspondence dated April 23, 2007. 
 
NAME OF DRUG: Venlafaxine Hydrochloride Extended-release Capsules,  
              37.5 mg, 75 mg and 150 mg 
 
DATE OF APPLICATION: January 15, 2007 
 
DATE (RECEIVED) ACCEPTABLE FOR FILING: January 16, 2007 
 
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 (301)827-5862. 
 
We will correspond with you further after we have had the opportunity 
to review the application. 
 
Please identify any communications concerning this application with 
the ANDA number shown above. 
 
Should you have questions concerning this application, contact: 
 
 

Thomas Hinchliffe              
Project Manager 
301-827-5771 
 
 
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/
---------------------
Martin Shimer
5/2/2007 07:52:06 AM
Signing for Wm Peter Rickman



 
 
 

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 #: 78-789    FIRM NAME:  MYLAN PHARMACEUTICALS INC. 
 
PIV: YES  Electronic or Paper Submission:  PAPER (CTD FORMAT) 
  

Bio Assignments: 
 

  RELATED APPLICATION(S):  SEE 77-166 FOR 
VENLAFAXINE HYDROCHLORIDE TABLETS,   Micro Review 

 BPH            BCE 25 MG, 37.5 MG, 50 MG, 75 MG AND 100 MG FROM 
MYLAN PHARMACEUTICALS INC. TA 8/14/06  

 BST            BDI 

      (No) 

(RLD EFFEXOR XR) 

First Generic Product Received?  NO 
 
DRUG NAME:   VENLAFAXINE HYDROCHLORIDE EXTENDED-RELEASE  

DOSAGE FORM:  TABLETS, 37.5 MG, 75 MG AND 150 MG   
 
Random Queue:   10  
Chem Team Leader:  Naiqi Ya      PM:    Tom Hinchliffe      Labeling Reviewer: Michelle Dillahunt 

           Letter Date:   JANUARY 15, 2007  Received Date:  JANUARY 16, 2007 
 
   Comments:     EC - 3 YES                                On Cards:   YES   

     Therapeutic Code:  2020100  ANTIDEPRESSANTS   

 
Archival  copy:  PAPER (CTD FORMAT)          Sections   I  
Review copy:  I                   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      Rebekah Granger  
 
        Date    04/18/2007   

 
Recommendation:      
 

    FILE          REFUSE to RECEIVE 

Supervisory Concurrence/Date:                 Date:       



 
 ADDITIONAL COMMENTS REGARDING THE ANDA: 
Firm needs to address Patent #6403120 and 6419958 on its labeling concerning the MOU on the treatment of  
Generalized Anxiety Disorder. 
 
Per correspondence submitted by sponsor dated 4/23/2007 the above is adequate for filing. 
 
Sugar Sphere is equivalent to Non-Pareil Seed according to the Handbook of Pharmaceutical Excipient. 
Hypromellose is equivalent to Hydroxypropyl Methylcellulose according to the Handbook of Pharmaceutical 
Excipients. The DOW product name for Hypromellose is METHOCEL Cellulose ether (K, F or E type)  Premium G
Hydroxypropyl Methylcellulose. 
 
 
 

 
 
 
 
MODULE 1 
     ADMINISTRATIVE                  
                                                                     ACCEPTABLE 

 
1.1 

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

 

  
1.2 Cover Letter  Dated: JANUARY 15, 2007    YES  

    * 
 

Table of Contents (paper submission only)     YES   
 

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

 
 

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

 
 

    1.3.4 Financial Certifications 
Bioavailability/Bioequivalence Financial Certification (Form FDA 3454) or Disclosure 
Statement (Form FDA 3455) YES  
 

 
 

    1.3.5 
 

1.3.5.1 
    Patent Information 
    Patents listed for the RLD in the Electronic Orange Book Approved Drug Products with  
    Therapeutic Equivalence Evaluations 
1.3.5.2 
    Patent Certification      
    1.  Patent number(s)  6,274,171; 6,403,120; 6,419,958 
    2.  Paragraph:  (Check  all certifications that apply) 
         MOU  PI     PII    PIII    PIV   
         No Relevant Patents   
    3. Expiration of Patent(s):     9/20/2017 
        a.   Pediatric exclusivity submitted?   
        b.   Expiration of Pediatric Exclusivity?  
    4. Exclusivity Statement:   YES   
 
   

 
 

 



    1.4.1 
 

 

References 
     Letters of Authorization 

1. DMF letters of authorization 
a.    Type II DMF authorization letter(s) or synthesis for Active Pharmaceutical 
       Ingredient  YES – DMF #17525 
b. Type III DMF authorization letter(s) for container closure    YES 

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

 
 

 
   1.12.11 

 
Basis for Submission   
NDA# :   20-699     
Ref Listed Drug:  EFFEXOR XR   
Firm: WYETH PHARMS INC.  
ANDA suitability petition required?  NA 
If Yes, then is change subject to PREA (change in dosage form, route or active ingredient) 
see section 1.9.1 
 

 

 
MODULE 1 (Continued) 
     ADMINISTRATIVE     
                                                                                                                                           ACCEPTABLE                 
   

   
1.12.12 
 

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

 

 

1.12.14  Environmental Impact Analysis Statement YES 
 

 

1.12.15 
 

Request for Waiver  
Request for Waiver of In-Vivo BA/BE Study(ies):  Paper, YES ON 37.5 MG AND 
75 MG  

 

 



1.14.1 
 

Draft Labeling  (Mult Copies N/A for E-Submissions) 
1.14.1.1 
     4 copies of draft (each strength and container)     YES 
1.14.1.2 
     1 side by side labeling comparison of containers and carton with all differences 
     annotated and explained    YES 
1.14.1.3 
    1  package insert (content of labeling) submitted electronically    YES 
    ***Was a proprietary name request submitted?  NO     
    (If yes, send email to Labeling Reviewer indicating such.) 
 
HOW SUPPLIED: 
 
37.5 mg: Bottles of 100 Capsules 
               Bottles of 500 Capsules 
 
75 mg: Bottles of 100 Capsules 
            Bottles of 500 Capsules 
 
150 mg: Bottles of 100 Capsules 
              Bottles of 500 Capsules 

 

 

 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 
    E-Submission:    __X_PDF (archive)     _X_ Word Processed e.g., MS Word   
 
A model Quality Overall Summary for an immediate release table and an extended release 
capsule can be found on the OGD webpage http://www.fda.gov/cder/ogd/   
 
Question based Review (QbR)         __X__ YES    ______ NO 
 
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) 
     E-Submission:    _____PDF (archive)    ____ Word Processed e.g., MS Word 
  
2.7.1 
     Summary of Biopharmaceutic Studies and Associated Analytical Methods    YES 
2.7.1.1 
     Background and Overview    YES 
2.7.1.2 
     Summary of Results of Individual Studies   YES 
2.7.1.3 
     Comparison and Analyses of Results Across Studies  
           1. Summary Bioequivalence tables: 
               Table 1.   Summary of Comparative Bioavailability (BA) Studies   YES 
                 Table 2.   Statistical Summary of the Comparative BA Data    YES 
                 Table 4.   Summary of In Vitro Dissolution Studies   YES 
2.7.1.4 
      Appendix  
 

 
 

 
 
 
MODULE 3 
     3.2.S DRUG SUBSTANCE 
            ACCEPTABLE 
 
3.2.S.1 

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

 
 

 
3.2.S.2 

 
Manufacturer 
3.2.S.2.1 
     Manufacturer(s) (This section includes contract manufacturers and testing labs) 
     Drug Substance (Active Pharmaceutical Ingredient) 
     1. Addresses of bulk manufacturers   YES 
     2. Manufacturing Responsibilities      YES 
     3. Type II DMF number for API    YES – DMF #17525 
     4. CFN or FEI numbers        
 

 
 

 
3.2.S.3 

 
Characterization   YES - Refer to DMF #17525 

 
 



 
3.2.S.4 

 
Control of Drug Substance (Active Pharmaceutical Ingredient) 
3.2.S.4.1 
     Specification 
     Testing specifications and data from drug substance manufacturer(s)    YES 
3.2.S.4.2 
     Analytical Procedures    YES 
3.2.S.4.3 
     Validation of Analytical Procedures 
     1. Spectra and chromatograms for reference standards and test samples   YES  
     2. Samples-Statement of Availability and Identification of: 
         a. Drug Substance    YES 
         b. Same lot number(s)   YES 
3.2.S.4.4 
     Batch Analysis 
     1. COA(s) specifications and test results from drug substance mfgr(s)    YES  
     2. Applicant certificate of analysis    YES 
3.2.S.4.5 
     Justification of Specification   YES 
 

 
 

 
3.2.S.5 

 
Reference Standards or Materials   YES 

 
 

 
3.2.S.6 

 
Container Closure Systems   YES - Refer to DMF #17525 

 
 

 
3.2.S.7 

 
Stability   YES - Refer to DMF #17525 

 
 

 





 
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   NONE 
3.2.P.4.3   
    Validation of Analytical Procedures   NOT APPLICABLE 
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     YES 
3.2.P.5.4 
     Batch Analysis 
     Certificate of Analysis for Finished Dosage Form    YES 
3.2.P.5.5   
     Characterization of Impurities   YES 
3.2.P.5.6   
     Justification of Specifications    YES 
 

 
 

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

 
 

3.2.P.8 
 

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

 
 

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)   NOT AVAILABLE 
3.2.R.2.S 
   Comparability Protocols    NO 
3.2.R.3.S 
   Methods Validation Package  YES  

       Methods Validation Package (3 copies)  (Mult Copies N/A for E-Submissions) 
       (Required for Non-USP drugs)  

 
 



MODULE 3 
     3.2.R  Regional Information 
                                                                                                                                              ACCEPTABLE 

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 
 
37.5 mg 
         Theoretical Yield:  Capsules 
         Actual Yield:  Capsules 
         Packaged Yield:  Capsules 
                                     Bottles of 100 –
                                     Bottles of 500 –
 
75 mg 
         Theoretical Yield:  Capsules 
         Actual Yield:  Capsules 
         Packaged Yield:  Capsules 
                                     Bottles of 100 – 
                                     Bottles of 500 – 
 
37.5 mg 
         Theoretical Yield  Capsules 
         Actual Yield:  Capsules 
         Packaged Yield  Capsules 
                                     Bottles of 100 –
                                     Bottles of 500 –
 
3.2.R.1.P.2 
    Information on Components  YES – See Module 2, Sec2.3.P.2.1 
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    YES 

 
 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)







 
 
 

           

    

      
    

   
    

      
   

   

   
   

  

  

  

     
     

  

           
            

              
   

                
               

                
            

               
        

   
  
 

  
   
  

 

  

 

 
   

     
  
  

     
  

   
   

  
  

 
  

 
  

 
 

  

  



 
 
 





---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Martin Shimer
5/1/2007 07:49:51 AM
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