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DEPARTMENT OF HEALTH & HUMAN SERVICES 

Food and Drug Administration 
   Rockville, MD  20857 

ANDA 078540 


Par Pharmaceutical, Inc. 

Attention: Julia Szozda 


Submissions Manager, Regulatory Affairs 

One Ram Ridge Road 

Spring Valley, NY 10977 


Dear Madam: 


This is in reference to your abbreviated new drug application 

(ANDA) dated October 10, 2006, submitted pursuant to section 

505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), 

for Propafenone Hydrochloride Extended-release Capsules, 225 mg, 

325 mg, and 425 mg. 


Reference is also made to your amendments dated January 10, 

February 7, June 1, and November 28, 2007; July 30, 2008; May 

19, June 25, and July 16, 2009; and March 16, June 4, June 7, 

June 22, July 26, August 17, August 25, and September 8, 2010. 


In addition, we acknowledge receipt of your correspondences 

dated November 9, 2006; February 22, July 19, 2007; and April 

23, 2009, addressing the patent issues associated with this 

ANDA. 


We have completed the review of this ANDA and have concluded 

that adequate information has been presented to demonstrate that 

the drug is safe and effective for use as recommended in the 

submitted labeling. Accordingly the ANDA is approved, effective 

on the date of this letter. The Division of Bioequivalence has 

determined your Propafenone Hydrochloride Extended-release 

Capsules, 225 mg, 325 mg, and 425 mg, to be bioequivalent and, 

therefore, therapeutically equivalent to the reference listed 

drug (RLD), Rythmol SR Capsules 225 mg, 325 mg and 425 mg, 

respectively, of GlaxoSmithKline, LLC. 




(b) (4)

 
 
 
 
 
 
 

 
   

 
  
  

         
 

 

 

Your dissolution testing should be incorporated into the 

stability and quality control program using the same method 

proposed in your ANDA. The “interim” dissolution specifications 

are as follows: 


The dissolution testing should be conducted in 900 mL of 

0.08 M HCl for the first two (2) hours, followed by 1000 mL 
of pH 6.8 Phosphate Buffer for 2-12 hours, at 37°C ± 0.5°C 
using USP Apparatus II (paddle) @ 50 rpm (The second medium 
is obtained by adding a buffer concentrate to the initial 
HCl medium). The test product should meet the following 


 “interim” specifications: 


   Time (Hours) Percent Dissolved


 1 

4 


12 


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, GSK’s (formerly 

Reliant Pharmaceuticals Inc.) Rythmol SR Capsules, 225 mg, 325 

mg, and 425 mg, is subject to a period of patent protection. As 

noted in the agency's publication titled Approved Drug Products 

with Therapeutic Equivalence Evaluations (the “Orange Book”), 

U.S. Patent No. 5,681,588 (the '588 patent), is scheduled to 

expire on October 28, 2014. 


Your ANDA contains a paragraph IV certification to the '588 

patent under section 505(j)(2)(A)(vii)(IV) of the Act stating 

that the patent is invalid, unenforceable, or will not be 

infringed by your manufacture, use, or sale of Propafenone 

Hydrochloride Extended-release Capsules, 225 mg, 325 mg, and 425 

mg, 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 Par 

Pharmaceutical, Inc. (Par) for infringement of the listed '588 

patent. You have notified the agency that Par complied with the 

requirements of section 505(j)(2)(B) of the Act, and that 

litigation for infringement of the ‘588 patent was brought 

against Par within the statutory 45-day period in the United 




 

 

 

   

   
 

States District Court for the District of Delaware [Reliant 

Pharmaceuticals, Inc., v. Par Pharmaceutical, Inc., Civil Action 

No. 06-774]. You have also notified the agency that the 

litigation was dismissed; therefore, under section 

505(j)(5)(B)(iii) your ANDA is eligible for approval. 


With respect to 180-day generic drug exclusivity for Propafenone 

Hydrochloride Extended-release Capsules, 225 mg, 325 mg, and 425 

mg, we note that Par was the first ANDA applicant to submit a 

substantially complete ANDA for Propafenone Hydrochloride 

Extended-release Capsules, 225 mg, 325 mg, and 425 mg with a 

paragraph IV certification to the '588 patent. Therefore, with 

this approval, Par may be eligible for 180-days of generic drug 

exclusivity for Propafenone Hydrochloride Extended-release 

Capsules, 225 mg, 325 mg, and 425 mg. This exclusivity, which 

is provided for under section 505(j)(5)(B)(iv) of the Act, 

begins to run from the date of commercial marketing identified 

in section 505(j)(5)(B)(iv). Please submit correspondence to 

this ANDA informing the agency of the date commercial marketing 

begins. The agency notes that Par failed to obtain tentative 

approval of this ANDA within 30 months after the date on which 

the ANDA was filed. See section 505(j)(5)(D)(i)(IV) of the Act. 

However, the agency is not making a formal determination at this 

time of Par’s eligibility for 180-day generic drug exclusivity. 

It will do so only if another applicant becomes eligible for 

approval within 180 days after Par begins commercial marketing 

of Propafenone Hydrochloride Extended-release Capsules, 225 mg, 

325 mg, and 425 mg. 


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 


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 




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

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

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

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

/s/ 

ROBERT L WEST 
10/18/2010 
Deputy Director, Office of Generic Drugs 
for Keith Webber, Ph.D. 

Reference ID: 2851277 
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LABELING REVIEWS



 REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
ANDA Number:     78-540 Dates of Submissions:     October 10 and November 6, 2006   
 
Applicant's Name:  Par Pharmaceutical, Inc. 
 
Established Name:  Propafenone Hydrochloride Extended-release Capsules, 225 mg, 325 mg 

and 425 mg 
____________________________________________________________________________________
____________________________________________________________________________________ 
 
Labeling Deficiencies: 
 
1. CONTAINER    60s, 100s, 500s and 1000s 
 
 a. Established name  
 

i. Increase the prominence of the established name and strength so that they 
appear as the most prominent information on the label. 

 
  ii. Decrease the prominence of “PAR”. 
 
  Iii. “Hydrochloride” rather than “HCl” 
 

b. Differentiate your product strengths by boxing, contrasting colors, or some other means. 
 

c. Storage temperature recommendation 
 

i. “15o to” rather than “15oto” 
 

ii. “Controlled Room Temperature”  [upper case “C”, “R” and “T”] 
 
 d. 225 mg LABELS – “Contains FD&C Yellow No.5 (tartrazine) as a color additive.” or  
  “Contains color additives including FD&C Yellow No.5 (tartrazine).” 
 
 e. 425 mg LABELS – 100s, 500s and 1000s 
 

i. “Each capsule contains” – “hydrochloride … 425 mg” 
 

ii. USUAL DOSAGE – “One capsule every 12 hours.  See …” 
 
2. INSERT 
 
 a. GENERAL COMMENTS 
 

i. “Propafenone ER capsules” rather than “Propafenone HCl ER” and “Propafenone 
HCl ER capsules” throughout the text of the insert. 

 
  ii. “mcg” rather than “µg” throughout the insert 
 

 
 



b. TITLE: 
 

Place “Rx only” beneath the title. 
 
 c. CLINICAL PHARMACOLOGY 
 

i. Hemodynamics, second line –  
 

A). Place “2.61” and “L/min/m2” on same line of text. 
 
B). “L/min/m2” rather than “L/min/m2”   

  
  ii. Pharmacokinetics and Metabolism 
 

A). Absorption/Bioavailability, second paragraph 
 
 1). “ER” rather than [three instances 
 

2). Fourth line – “… an increase of overall …” rather than “an   
increase in overall …” 

 
B). Distribution, second paragraph – Place “0.5 – 2” and “mcg/mL” on same 

line of text. 
 
C). Metabolism, first paragraph 
 
 1). Third line – “5-hydroxypropafenone”  [spelling] 
 
 2). Sixth line – Place “10-32” and “hours” on the same line of text. 
 

iii. Clinical Trials 
 

A). RAFT 
 
  1). First paragraph, seventh line – “beta-blockers”  [add hyphen] 
 
  2). Improve the clarity/legibility of the graph 

 
B). ERAFT, second paragraph, last sentence – “propafenone”  [lower case 

“p”] 
 

d. WARNINGS 
 

i. Proarrhythmic Effects, last paragraph, second sentence – “4%”  [delete the 
terminal zero] 

 
ii. Congestive Heart Failure 

 
A). First sentence – “beta-blockade”  [add hyphen] 

 
   B). Second sentence – “1%”  [delete the terminal zero] 
 

iii. Conduction Disturbances, last paragraph, last sentence – Place “(rate <50” and 
“beats/min)” on the same line of text. 

 
 

(b) (4)



e. PRECAUTIONS 
 

i. Hepatic Dysfunction 
 

A). Place the subsection title immediately beneath the section title. 
 
B). “… propafenone HCl immediate release tablets …”  [delete – two 

instances] 
 

ii. Information for Patients  
 

A). Add the following sub-subsection immediately beneath the “Dosing 
Schedule” sub-subsection: 

 
Elevated ANA Titers: 
Positive ANA titers have been reported in patients receiving 
propafenone. They have been reversible upon cessation of treatment 
and may disappear even in the face of continued propafenone therapy.  
These laboratory findings were usually not associated with clinical 
symptoms, but there is one published case of drug-induced lupus 
erythematosus (positive rechallenge); it resolved completely upon 
discontinuation of therapy.  Patients who develop an abnormal ANA test 
should be carefully evaluated and, if persistent or worsening elevation of 
ANA titers is detected, consideration should be given to discontinuing 
therapy. 

 
B) Add the following to the end of this subsection: 

 
“The 225 mg capsules contain FD&C Yellow No.5 (tartrazine) which may 
cause allergic-type reactions (including bronchial asthma) in certain 
susceptible persons.  Although the overall incidence of FD&C Yellow 
No.5 (tartrazine) sensitivity in the general population is low, it is 
frequently seen in patients who also have aspirin hypersensitivity>” 

 
iii. Drug Interactions 

 
A). Rifampin – “Cmax” rather than “Cmax”  [three instances] 
 
B). Fluoxetine - “Cmax” rather than “Cmax”  [two instances] 

 
 f. ADVERSE REACTIONS 
 

i. First paragraph, first sentence – “U.S.” rather than “US.” 
 

ii. Table 2 
 

A). Title – “(> 2%” rather than
 
B). “MeDRA” rather than “MedDRA” 

 
C). First column – Place the title “Investigations” immediately above the 

“Blood alkaline phosphatase increased” row. 
 

iii. Cardiac disorders, second line “…block; bundle branch block left; …” 
 
  iv. “Investigations:”  [italics] 

(b) (4)

(b) (4)



  v. Table 3 – “Propafenone ER”  [bold print] 
 

vi. Table 4, last column – “N=100” rather than  
 

g. HOW SUPPLIED 
 

i. Place "225" and “mg” on the same line of text. 
 

ii. Place "325" and “mg” on the same line of text. 
 

iii. Place "425" and “mg” on the same line of text. 
 
 
Please revise your labeling as described above and submit in final print.   Please submit the final printed 
labeling (FPL) electronically according to the guidance for industry titled "Providing Regulatory 
Submissions in Electronic Format - ANDA".  The immediate container labels may be submitted either 
electronically or in hard copy.  However, for ease of review, we ask that you submit electronically. 
 
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the 
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily 
or weekly updates of new documents posted on the CDER web site at the following address - 
 
http://www.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 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 

____________________________________________________________________________________
____________________________________________________________________________________ 
 
BASIS OF APPROVAL: 
 
APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): 
Do you have 12 Final Printed Labels and Labeling?   No - ELECTRONIC    
 
 SUBMIT ACTION 
LABELS   
225 mg   
60s 11-6-06 REVISE 
100s 11-6-06 REVISE 
500s 11-6-06 REVISE 
1000s 11-6-06 REVISE 
325 mg   
60s 11-6-06 REVISE 
100s 11-6-06 REVISE 

(b) (4)



500s 11-6-06 REVISE 
1000s 11-6-06 REVISE 
425 mg   
60s 11-6-06 REVISE 
100s 11-6-06 REVISE 
500s 11-6-06 REVISE 
1000s 11-6-06 REVISE 
Insert 11-6-06 REVISE 
 
Revisions needed post-approval:   
 
BASIS OF APPROVAL: 
Was this approval based upon a petition?   No 
What is the RLD on the 356(h) form:   Rythmol SR® 
NDA Number:  21-416 
NDA Drug Name:   Rythmol SR® (propafenone hydrochloride) Extended-Release Capsules, 225 mg, 
       325 mg and 425 mg 
NDA Firm:   Reliant Pharmaceuticals 
Date of Approval of NDA Insert and supplement #: 9-13-04 (S-001)      
Has this been verified by the MIS system for the NDA?  Yes    
Was this approval based upon an OGD labeling guidance?   NO 
Other Comments 
____________________________________________________________________________________
____________________________________________________________________________________ 
 
FOR THE RECORD:     
 
1. Review based on the labeling of  Rythmol SR® (NDA 21-416/S-001); approved 9-13-04. 
 
2. Patent/ Exclusivities 

Patent Data – 21-416  
No Expiration Use Code Use File 

5681588 10-28-14   PIV 
 
Exclusivity  Data – 21-416 

Code/sup  
Expiration 

Use 
Code 

Description  Labeling Impact 

None   There is no unexpired exclusivity for this product   
 
3. Storage Conditions: 

NDA – Store at 25oC (77oF); excursions permitted to 15-30oC (59-86oF) [See USP controlled room 
temperature.]   
ANDA – Store at 25oC (77oF); excursions permitted to 15o to 30oC (59o to 86oF) [see USP controlled room 
temperature].  
USP – not USP 
 

4. Product Line: 
The innovator markets their product in bottles of 100s. 
The applicant proposes to market their product in bottles of 60s, 100s, 500s and 1000s. 
 

5. The capsule descriptions have been accurately described in the HOW SUPPLIED section as required by 21 
CFR 206,et al. (Imprinting of Solid Oral Dosage Form Products for Human Use; Final Rule, effective 
9/13/95).   

 

225 mg Peach opaque cap printed “par/209” in black ink/white opaque body printed “par/209” in black ink 
325 mg Orange opaque cap printed “par/210” in black ink/  opaque body printed “par/210” in black ink 
425 mg Red opaque cap printed “par/211” in black ink/  opaque body printed “par/211” in black ink 

(b) (4)

(b) 
(4)



6. Inactive Ingredients: 
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be 
consistent with the listing of inactive ingredients found in the statement of components and composition 
 

7. Par Pharmaceutical is the manufacturer. 
 
8. This is a FIRST GENERIC. 
 
9. The date of the original submission was October 10, 2006 in which the 225 mg and 425 mg labeling was 

submitted.  The labeling for the 325 mg was submitted November 6, 2006 but was not “tagged” as a labeling 
amendment and so does not appear on my queue. 

_____________________________________________________________________________________________
_____________________________________________________________________________________________ 
 
Date of Review:       5-3-07  Dates of Submission:       10-10-06 and 11-6-06  
 
Primary Reviewer:       Adolph Vezza    Date: 
 
 
Team Leader:       Captain Lillie Golson    Date: 
 
 
____________________________________________________________________________________
____________________________________________________________________________________ 
 
cc: ANDA:  78-540 

DUP/DIVISION FILE 
HFD-613/AVezza/LGolson  (no cc) 

 aev/5/3/07|V:\DIVISION\LABEL\VEZZA\LTRS&REV\PROPAFENONE\78540na1.LABELING.doc  
Review. 
 

 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Adolph Vezza
5/9/2007 02:08:29 PM
MEDICAL OFFICER

Lillie Golson
5/9/2007 03:10:08 PM
MEDICAL OFFICER



 APPROVAL SUMMARY 
 REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
ANDA Number:     78-540  Date of Submission:     January 10 and June 1, 2007   
 
Applicant's Name:  Par Pharmaceutical, Inc. 
 
Established Name:  Propafenone Hydrochloride Extended-release Capsules, 225 mg, 325 mg 

and 425 mg 
____________________________________________________________________________________
____________________________________________________________________________________ 
 
BASIS OF APPROVAL: 
 
APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): 
Do you have 12 Final Printed Labels and Labeling?   No - ELECTRONIC    
 
 SUBMIT ACTION 
LABELS   
225 mg   
60s 6-1-07 APPROVE 
100s 6-1-07 APPROVE 
500s 6-1-07 APPROVE 
1000s 6-1-07 APPROVE 
325 mg   
60s 6-1-07 APPROVE 
100s 6-1-07 APPROVE 
500s 6-1-07 APPROVE 
1000s 6-1-07 APPROVE 
425 mg   
60s 6-1-07 APPROVE 
100s 6-1-07 APPROVE 
500s 6-1-07 APPROVE 
1000s 6-1-07 APPROVE 
Insert 6-1-07 APPROVE 
 
Revisions needed post-approval:  PI – PRECAUTIONS, Information for Patients, Elevated ANA Titers, 
first paragraph, second line – “cessation”  [singular]   
 
BASIS OF APPROVAL: 
Was this approval based upon a petition?   No 
What is the RLD on the 356(h) form:   Rythmol SR® 
NDA Number:  21-416 
NDA Drug Name:   Rythmol SR® (propafenone hydrochloride) Extended-Release Capsules, 225 mg, 
       325 mg and 425 mg 
NDA Firm:   Reliant Pharmaceuticals 
Date of Approval of NDA Insert and supplement #: 9-13-04 (S-001)      
Has this been verified by the MIS system for the NDA?  Yes    
Was this approval based upon an OGD labeling guidance?   NO 
Other Comments 
 





of the latest Patent or Exclusivity.  List expiration date for all patents, exclusivities, etc. or if none, please state. 

____________________________________________________________________________________ 
 
FOR THE RECORD:    (portions taken from previous review) 
 
1. Review based on the labeling of  Rythmol SR® (NDA 21-416/S-001); approved 9-13-04. 
 
2. Patent/ Exclusivities 

Patent Data – 21-416  
No Expiration Use Code Use File 

5681588 10-28-14   PIV 
 
Exclusivity  Data – 21-416 

Code/sup  
Expiration 

Use 
Code 

Description  Labeling Impact 

None   There is no unexpired exclusivity for this product   
 
3. Storage Conditions: 

NDA – Store at 25oC (77oF); excursions permitted to 15-30oC (59-86oF) [See USP controlled room 
temperature.]   
ANDA – Store at 25oC (77oF); excursions permitted to 15o to 30oC (59o to 86oF) [see USP controlled room 
temperature].  
USP – not USP 
 

4. Product Line: 
The innovator markets their product in bottles of 100s. 
The applicant proposes to market their product in bottles of 60s, 100s, 500s and 1000s. 
 

5. The capsule descriptions have been accurately described in the HOW SUPPLIED section as required by 21 
CFR 206,et al. (Imprinting of Solid Oral Dosage Form Products for Human Use; Final Rule, effective 
9/13/95).   

 
6. Inactive Ingredients: 

The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be 
consistent with the listing of inactive ingredients found in the statement of components and composition 
 

7. Par Pharmaceutical is the manufacturer. 
 
8. This is a FIRST GENERIC. 
 
9. The date of the original submission was October 10, 2006 in which the 225 mg and 425 mg labeling was 

submitted.  The labeling for the 325 mg was submitted November 6, 2006 but was not “tagged” as a labeling 
amendment and so did not appear on my queue. 

_____________________________________________________________________________________________
_____________________________________________________________________________________________ 
 
Date of Review:       6-11-07  Date of Submission:       1-10-07 and 6-1-07   
 
Primary Reviewer:       Adolph Vezza    Date: 
 
Team Leader:       Captain Lillie Golson    Date: 
 
 
____________________________________________________________________________________
____________________________________________________________________________________ 
 

225 mg Peach opaque cap printed “par/209” in black ink/white opaque body printed “par/209” in black ink 
325 mg Orange opaque cap printed “par/210” in black ink/  opaque body printed “par/210” in black ink 
425 mg Red opaque cap printed “par/211” in black ink/  opaque body printed “par/211” in black ink 

(b) (4)

(b) 
(4)



cc: ANDA:  78-540 
DUP/DIVISION FILE 
HFD-613/AVezza/LGolson  (no cc) 

 aev/6/11/07|V:\FIRMSNZ\PAR\LTRS&REV\78540AP.LABELING.doc  
Review. 
 

 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Adolph Vezza
6/18/2007 01:07:54 PM
LABELING REVIEWER

Lillie Golson
6/19/2007 12:42:55 PM
LABELING REVIEWER



 (this supersedes the Approval Summary done on the 6-1-07 submission) 
 APPROVAL SUMMARY 
 REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
ANDA Number:     78-540     Date of Submission:     March 16, 2010   
 
Applicant's Name:  Par Pharmaceutical, Inc. 
 
Established Name:  Propafenone Hydrochloride Extended-release Capsules, 225 mg, 325 mg 

and 425 mg 
____________________________________________________________________________________
____________________________________________________________________________________ 
 
BASIS OF APPROVAL: 
 
APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): 
Do you have 12 Final Printed Labels and Labeling?   No - ELECTRONIC    
 
 SUBMIT ACTION 
LABELS   
225 mg   
60s 3-16-10 APPROVE 
100s 3-16-10 APPROVE 
500s 3-16-10 APPROVE 
1000s 3-16-10 APPROVE 
325 mg   
60s 3-16-10 APPROVE 
100s 3-16-10 APPROVE 
500s 3-16-10 APPROVE 
1000s 3-16-10 APPROVE 
425 mg   
60s 3-16-10 APPROVE 
100s 3-16-10 APPROVE 
500s 3-16-10 APPROVE 
1000s 3-16-10 APPROVE 
Insert 3-16-10 APPROVE 
Revisions needed post-approval:  PI – DESCRIPTION – Indicate that the FD&C Yellow No.5 is only in the 
225 mg capsule shell - PRECAUTIONS, Information for Patients, Elevated ANA Titers, first paragraph, 
second line – “cessation”  [singular]   
 
BASIS OF APPROVAL: 
Was this approval based upon a petition?   No 
What is the RLD on the 356(h) form:   Rythmol SR® 
NDA Number:  21-416 
NDA Drug Name:   Rythmol SR® (propafenone hydrochloride) Extended-Release Capsules, 225 mg, 
       325 mg and 425 mg 
NDA Firm:   Reliant Pharmaceuticals 
Date of Approval of NDA Insert and supplement #: 9-13-04 (S-001)      
Has this been verified by the MIS system for the NDA?  Yes    
Was this approval based upon an OGD labeling guidance?   NO 
Other Comments 





____________________________________________________________________________________ 
 
FOR THE RECORD:    (portions taken from previous review) 
 
1. Review based on the labeling of  Rythmol SR® (NDA 21-416/S-001); approved 9-13-04. 
 
2. Patent/ Exclusivities 

Patent Data – 21-416  
No Expiration Use Code Use File 

5681588 10-28-14   PIV 
 
Exclusivity  Data – 21-416 

Code/sup  
Expiration 

Use 
Code 

Description  Labeling Impact 

None   There is no unexpired exclusivity for this product   
 

The RLD company – RELIANT – sued PAR but the suit action has been dropped so this drug product can be 
approved. 

 
3. Storage Conditions: 

NDA – Store at 25oC (77oF); excursions permitted to 15-30oC (59-86oF) [See USP controlled room 
temperature.]   
ANDA – Store at 25oC (77oF); excursions permitted to 15o to 30oC (59o to 86oF) [see USP controlled room 
temperature].  
USP – not USP 
 

4. Product Line: 
The innovator markets their product in bottles of 100s. 
The applicant proposes to market their product in bottles of 60s, 100s, 500s and 1000s. 
 

5. The capsule descriptions have been accurately described in the HOW SUPPLIED section as required by 21 
CFR 206,et al. (Imprinting of Solid Oral Dosage Form Products for Human Use; Final Rule, effective 
9/13/95).   

 
6. Inactive Ingredients: 

The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be 
consistent with the listing of inactive ingredients found in the statement of components and composition 
 

7. Par Pharmaceutical is the manufacturer. 
 
8. This is a FIRST GENERIC. 
 
9. The date of the original submission was October 10, 2006 in which the 225 mg and 425 mg labeling was 

submitted.  The labeling for the 325 mg was submitted November 6, 2006 but was not “tagged” as a labeling 
amendment and so did not appear on my queue. 

 
10. I called the firm on 3-17-10 and spoke to Julia Szozda about the tartrazine and how someone reading the 

DESCRIPTION section might think that it was in all three of the capsule shells and not just the 225 mg 
strength – she said the firm would change it at their next printing.  I suggested that they could also just use a 
different dye rather than tartrazine. 

 
_____________________________________________________________________________________________
___________________________________________________________________________________________ 
 
 
 

225 mg Peach opaque cap printed “par/209” in black ink/white opaque body printed “par/209” in black ink 
325 mg Orange opaque cap printed “par/210” in black ink/  opaque body printed “par/210” in black ink 
425 mg Red opaque cap printed “par/211” in black ink/  opaque body printed “par/211” in black ink 

(b) (4)

(b) 
(4)



 
Date of Review:       3-17-10    Date of Submission:       3-16-10   
 
Primary Reviewer:       Adolph Vezza   Date: 
 
 
Team Leader:       Koung Lee     Date: 
 
 
____________________________________________________________________________________
____________________________________________________________________________________ 
 
cc: ANDA:  78-540 

DUP/DIVISION FILE 
HFD-613/AVezza/KLee (no cc) 

 aev/3/17/10|C:\OldComputer\cdw5106378\C-
drive\FIRMSNZ\PAR\LTRS&REV\78540AP2.LABELING.doc  

Review. 
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COMMENTS: 
 
1. The firm’s comparative in vitro dissolution testing on its test product, Propafenone 

Hydrochloride (HCl) Extended-Release Capsules, 225 mg (Lot No. 598399), 325 mg 
(Lot No. 604728), and 425 mg (Lot No. 595551) using the FDA-recommended 
dissolution method is acceptable. 

 
2. The firm’s additional comparative in vitro dissolution testing on its test product, 

Propafenone Hydrochloride (HCl) Extended-Release Capsules, 225 mg (Lot No. 
598399), 325 mg (Lot No. 604728), and 425 mg (Lot No. 595551) in the (3) different 
media at varying pHs: (1) SGF without enzyme, pH 1.2, (2) acetate buffer, pH 4.5, 
and (3) phosphate buffer, pH 6.8 is acceptable. The dissolution profiles for all 
strengths of the test product showed no evidence of dose dumping. 

 
3. The firm did not propose specifications for its test product. Therefore, based on the 

submitted data, the DBE recommends the following specifications:  
 

1 hr:     
4 hrs:   % 
12 hrs:   NLT % 

 
4. The FDA-recommended dissolution method is not currently available in the public 

dissolution database.  
 
5. The reviewer inputted the dissolution testing data using the FDA-recommended 

method into the summary tables. 
 
DEFICIENCY COMMENTS: 
 
1. The firm should acknowledge and accept the FDA-recommended dissolution method 

and specifications for its test product, Propafenone Hydrochloride Extended-Release 
Capsules. 

 
Medium:   0 to 2 hours:  900 mL of 0.08N HCl 
    2 to 12 hours: Phosphate buffer, pH 6.8 

The pH is changed by adding a buffer concentrate 
to the initial medium (HCl) after 2 hours 
 

Temperature:    37°C ± 0.5°C 
USP Apparatus:   II (Paddle) 
Rotational Speed:   50 rpm 
Sampling times:  1, 2, 4, and every 2 hours thereafter 
 
Specifications:   1 hr:    
    4 hrs:  % 
    12 hrs:  NLT %  

(b) (4)

(b) 
(4)

(b) (4)

(b) 
(4)
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2. In order to improve the review process, the Division of Bioequivalence requests that 

you provide the in vitro dissolution studies summary table using the format provided 
in Attachment 1 (Table 4. Summary of In Vitro Dissolution Studies). We request 
that you provide the study summary table in this template in an electronic file. We 
hope to improve the efficiency of our review process and your cooperation is greatly 
appreciated.  

 
3. The firm should clearly define the SAS data files (.xpt) so that they correspond to the 

appropriate bioequivalence study. The SAS data files provided by the firm are labeled 
Propafenone HCL 425mg ER Cap Fast-D-1.XPT, Propafenone HCL 425mg ER Cap 
Fast-M-1.XPT, and Propafenone HCL 425mg ER Cap Fast-D-2.XPT, Propafenone 
HCL 425mg ER Cap Fast-M-2.XPT. According to the file name, it is unclear to the 
reviewer which datasets are for the fasting BE study No. BA0667005 and fed BE 
study No. BA0667006. The DATADEF .pdf file does not provide sufficient 
information to clear up this discrepancy.  

 
RECOMMENDATIONS: 

1. The in vitro dissolution testing conducted by Par Pharmaceutical, Inc. on its 
Propafenone Hydrochloride Extended-Release Capsules, 225, 325, and 425 mg is 
acceptable. 

 
2. The firm should acknowledge and accept the FDA-recommended dissolution method 

and specifications for its test product, Propafenone Hydrochloride Extended-Release 
Capsules, 225, 325, and 425 mg. 

 
3. For future applications, the firm should provide the in vitro dissolution summary 

tables containing the dissolution data as shown in Attachment 1. 
 
4. For this application, the firm should clearly label the SAS data files (.xpt) so that they 

correspond to the appropriate bioequivalence study.  
 
The firm should be informed of the above deficiency comments and recommendations. 
 
 



 

DISSOLUTION CONSULT 
 
From: Seo, Paul 
Sent: Thursday, January 25, 2007 2:03 PM 
To: Braddy, April 
Cc: Seo, Paul 
Subject: RE: Additional Dissolution Question for ANDA 78-540: Propafenone HCl ER 

Tablets 
Hi April, 
 
There is no need to request repeat dissolution testing in the pH1.2 media, since the dissolution 
data submitted by the firm using the "FDA-recommended" is sufficient.  Typically, when we 
request extra dissolution in various media for ER products, it serves as FYI type of info to (1) see 
if the product may dose dump and (2) provide an idea of how the product performs in alternate 
media in case the FDA-rec media doesn't work. 
 
That being said, after looking at the current submitted data, I recommend that the firm continue to 
use the FDA-recommended method of: 900 mL 0.08M HCl (0-2hrs), 900 mL pH 6.8 phosphate 
buffer (2-12hrs) using paddles at 50 rpm with specs of:  
 
1hr:  
4hr: % 
12 hrs: NLT % 
 
This is just a recommendation, please consult your TL as well. 
 
Thanks, 
Paul 
 
 

_____________________________________________  
From:  Braddy, April   
Sent: Thursday, January 25, 2007 1:47 PM 
To: Seo, Paul 
Subject: Additional Dissolution Question for ANDA 78-540: Propafenone HCl ER Tablets 
 
 
Good afternoon, 
 
In addition, to the issue concerning the specification for the FDA-recommended method for 
propafenone HCl ER Tablets, I have another question. The firm conducted additional 
dissolution testing in 3 different media at 3 different pHs. At the lowest pH of 1.2, the% 
dissolved is < 80% for all strengths of the tablets after 14 hours. The % dissolved values may 
range between the  (mean < 80%). Should I ask the firm to conduct additional 
dissolution testing using the medium at pH 1.2 w/ a surfactant? The sampling times 
recommended are 1, 2, 4, and every 2 hours until at 80% is dissolved. 
 
The dissolution profiles for the test product (all strengths) are acceptable in the other 2 
media, w/ a pH 4.5 and pH 6.8 and there appears to be no dose dumping. 
 
Thanks, 
 
April 
 
April C. Braddy, Ph.D. 
Pharmacologist 

(b) (4)

(b) (4)

(b) 
(4)



 

FDA/CDER/OPS/OGD/DBE 
PH  301.827.7369 
FAX 301.594.0181  
April.Braddy@fda.hhs.gov 

 



 

BIOEQUIVALENCE DEFICIENCIES 
 

ANDA: 78-540            APPLICANT: Par Pharmaceutical, Inc. 
 
DRUG PRODUCT: Propafenone Hydrochloride Extended-Release Capsules, 225, 

325, and 425 mg 
 
The Division of Bioequivalence (DBE) has completed its review of the 
dissolution testing portion of your submission(s) acknowledged on the 
cover sheet. The review of the bioequivalence studies and waiver 
requests will be conducted later. The following deficiencies have been 
identified:  
 
 
1. Please provide acknowledgement for your acceptance of the following 

dissolution method and specifications: 
 

Medium:   0 to 2 hours:  900 mL of 0.08N HCl 
2 to 12 hours: Phosphate buffer, pH 6.8 
The pH is changed by adding a buffer 
concentrate to the initial medium (HCl) 
after 2 hours 
 

Temperature:   37°C ± 0.5°C 
USP Apparatus:   II (Paddle) 
Rotational Speed:  50 rpm 
Sampling times:  1, 2, 4, and every 2 hours thereafter 
 

    The test product should meet the following specifications: 
 
1 hr:     
4 hrs:   % 
12 hrs:   NLT % 

 
2. For future applications, please provide the in vitro dissolution 

summary table as shown in Attachment 1 in a word file (.doc) and pdf 
format. 

 
3. For this application, please clearly define the SAS data files 

(.xpt) so that they correspond to the appropriate bioequivalence 
study. The SAS data files provided by the firm are labeled 
Propafenone HCL 425mg ER Cap Fast-D-1.XPT, Propafenone HCL 425mg ER 
Cap Fast-M-1.XPT, and Propafenone HCL 425mg ER Cap Fast-D-2.XPT, 
Propafenone HCL 425mg ER Cap Fast-M-2.XPT. According to the file 
name, it is unclear to the DBE as to which datasets are for the 
fasting BE study No. BA0667005 and fed BE study No. BA0667006. The 
DATADEF .pdf file does not provide sufficient information to clear 
up this discrepancy. 

 
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)
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CC: ANDA NO. 78-540 
 
 
BIOEQUIVALENCE - INCOMPLETE Submission date: October 10, 2006 
 
 
[NOTE: The in vitro testing is incomplete. The fasting and fed BE studies and 
waiver requests are pending review] 
 
 
1. DISSOLUTION (Dissolution Data)  Strengths: 225, 325, and 425mg 
       Outcome: IC 
 
 
 
Outcome Decisions: IC –Incomplete 
WinBio Comments: IC 
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3.6 In Vivo Studies 

Table 1.  Summary of Bioavailability Studies   
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Table 2.  Reanalysis of Study Samples 
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Table 8.  Study Adverse Events, Fasting Bioequivalence Study 

 
Table 9.  Protocol Deviations, Fasting Bioequivalence Study 
There was no significant protocol deviation that might have affected the integrity of the 
study results. 
 
Comments on Dropouts/Adverse Events/Protocol Deviations: 
 
There was no significant sampling time deviation reported.   
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2.  The group*treatment interaction term was not statistically significant and dropped 
from the final statistical analysis. 
 
3.  The study results met the confidence interval acceptance criteria for the parent drug, 
propafenone.  Although the study results of the metabolite, 5-Hydroxypropafenone, as 
reported by the firm, did not meet the confidence interval acceptance criteria with respect 
to log-transformed Cmax, the 5-Hydroxypropafenone Cmax point estimate was less than 
20%.  The Root MSE values for lnAUCt, lnAUCinfinity and lnCmax of the metabolite 
were 0.295457, 0.297154 and 0.338068, respectively.  The intra-subject variability of the 
metabolite was similar to that of the parent drug. 
 
Currently, the DBE does not apply the confidence interval criteria to the metabolite 
results. 
 
Summary and Conclusions, Single-Dose Fasting Bioequivalence Study: 
 
The fasting study is acceptable. 
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The dissolution testing using the FDA method is acceptable.  Based on the data 
submitted, the DBE recommended the following specifications: 
 
1 hr:   
4 hrs:  % 
12 hrs:  NLT % 
 
The firm acknowledged the above FDA-recommended dissolution method and 
specifications in the amendment dated February 7, 2007.  The dissolution testing is 
complete. 

Following this page, 33 pages withheld in full - (b)(4)  SAS data

(b) (4)

(b) 
(4)
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BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT 
 
ANDA:  78-540 
 
APPLICANT:   Par Pharmaceutical 
 
DRUG PRODUCT:  Propafenone Hydrochloride ER Capsules,     
   425 mg, 325 mg & 225 mg 
 
The Division of Bioequivalence has completed its review and 
has no further questions at this time. 
 
We acknowledge that you have conducted dissolution testing 
using the following FDA-recommended dissolution method and 
specifications: 
 
The dissolution testing should be conducted in 900 mL of 
0.08 M HCl for the first two (2) hours, followed by 1000 mL 
of pH 6.8 Phosphate Buffer for 2-12 hours, at 37°C ± 0.5°C 
using USP Apparatus II (paddle) @ 50 rpm (The second medium 
is obtained by adding a buffer concentrate to the initial 
(HCl) medium). The test product should meet the following 
specification: 
 

1 hr:   
4 hrs: % 
12 hrs: NLT % 

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

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

(b) (4)

(b) 
(4)
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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
          PUBLIC HEALTH SERVICE 
      FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
                                                                 
 
DATE   :  December 19, 2006 
 
TO       : Director  
                        Division of Bioequivalence (HFD-650) 
 
FROM   :         Chief, Regulatory Support Branch 

Office of Generic Drugs (HFD-615) 
 
SUBJECT: Examination of the bioequivalence study submitted with an ANDA 78-540 for  
                       Propafenone Hydrochloride Extended-Release Capsules, 225 mg, 325 mg and 425 mg  
                       to determine if the application is substantially complete for filing and/or granting 

exclusivity pursuant to 21 USC 355(j)(5)(B)(iv).  
 

Par Pharmaceuticals Inc. has submitted ANDA 78-540 for Propafenone Hydrochloride 
Extended-Release Capsules, 225 mg, 325mg and 425 mg.  The ANDA contains a 
certification pursuant to 21 USC 355(j) (5) (B) (IV) stating that patent(s) for the reference 
listed drug will not be infringed by the manufacturing or sale of the proposed product.  
Also it is a first generic.  In order to accept an ANDA that contains a first generic, the 
Agency must formally review and make a determination that the application is 
substantially complete.  Included in this review is a determination that the bioequivalence 
study is complete, and could establish that the product is bioequivalent. 

 
Please evaluate whether the request for study submitted by Par Pharmaceuticals Inc. on 
October 10 and November 6, 2006 for its Propafenone Hydrochloride product satisfies the 
statutory requirements of "completeness" so that the ANDA may be filed. 

 
A "complete" bioavailability or bioequivalence study is defined as one that conforms to an 
appropriate FDA guidance or is reasonable in design and purports to demonstrate that the 
proposed drug is bioequivalent to the "listed drug". 
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BIO_1G_CHKLST.dot  v.4/4/2003 
 

 

Item Verified: YES NO Required 
Amount 

Amount 
Sent 

Comments 

Protocol   2 2 1 Fasting and 1 Non-fasting study 
on 425 mg strength 

Assay Methodology   1 1       

Procedure SOP   1 1       

Methods Validation   1 1       

Study Results Ln/Lin   2 2       

Adverse Events   2 2       

IRB Approval   2 2       

Dissolution Data                     

Pre-screening of Patients   2 2       

Chromatograms   2 2       

Consent Forms   2 2       

Composition   1 1       

Summary of Study   2 2       

Individual Data & Graphs, 
Linear & Ln 

  2 2       

PK/PD Data Disk 
Submitted) 

  2 2       

Randomization Schedule   2 2       

Protocol Deviations   2 2       

Clinical Site   2 2       

Analytical Site   2 2       

Study Investigators   2 2       



BIO_1G_CHKLST.dot  v.4/4/2003 
 

Medical Records   2 2       

Clinical Raw Data               N/A 

Test Article Inventory                     

BIO Batch Size                     

Assay of Active Content 
Drug 

            

Content Uniformity             

Date of Manufacture             

Exp. Date of RLD             

BioStudy Lot Numbers                     

Statistics                     

Summary results provided 
by the firm indicate studies 
pass BE criteria  

              Parent drug (propafenone) passes all 
criteria in both fed and fasted; OH-
metabolite fails Cmax in fasted.  

Waiver requests for other 
strengths / supporting data 

              Waiver request for 325 mg and 225 
mg strengths 

 
 
Additional Comments regarding the ANDA:  
As noted in the table above, the parent drug (propafenone) passes all of the BE criteria 
for both the fed and fasted studies.  The metabolite (5-OH Propafenone), however, does 
not meet the BE criteria for Cmax for the fasted study.  Since DBE considers metabolite 
data to be supportive, DBE will compare test and reference plasma metabolite 
concentrations at the time of review. 
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ANDA CHECKLIST FOR CTD or eCTD FORMAT 
FOR COMPLETENESS and ACCEPTABILITY of an APPLICATION FOR 

FILING 
 

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

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

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

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

 
ANDA #: 78-540    FIRM NAME:  PAR  PHARMACEUTICAL, INC. 
 
PIV: YES   Electronic or Paper Submission:  CTD  FORMAT PAPER  
  
 RELATED APPLICATION(S): NA  

First Generic Product Received?  YES PER  

PETER CHEN  12/19/06 
 
DRUG NAME:   PROPAFENONE  
HYDROCHLORIDE  
DOSAGE FORM:  EXTENDED-RELEASE CAPSULES, 225 MG AND 425 MG   
 
Random Queue:   8  
Chem Team Leader:  Venkataram, Ubrani     PM:   Cheryl Wiseman    Labeling Reviewer: Adolph Vezza 

           Letter Date:   OCTOBER 10, 2006  Received Date:  OCTOBER 11, 2006 
 
   Comments:     EC- 2  YES                         On Cards:   YES         
     Therapeutic Code:    1010400   ANTI- ARRHYTHMICS  
 

Archival  copy:  CTD   FORMAT  PAPER            Sections   I       
Review copy:  YES               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      Peter Chen 
 
        Date    1/9/2007   

 
Recommendation:      
 
    FILE          REFUSE to RECEIVE 

Supervisory Concurrence/Date:                 Date:        

Bio Assignments: 
 

 BPH            BCE 

 BST            BDI 

 
 Micro Review 

      (No) 







MODULE 2 
     SUMMARIES 
           ACCEPTABLE 
 
2.3 

 
Quality Overall Summary 
    E-Submission:    _____PDF (archive)     ____ 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 
Par asked to submit PDF and Word files of QBR 
 
2.3.S submitted 
    Drug Substance (Active Pharmaceutical Ingredient)       
       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 submitted 
    Drug Product       
       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   
2.7.1.1 
     Background and Overview submitted 
2.7.1.2 
     Summary of Results of Individual Studies submitted 
Fasted biostudy of metabolite 5-hydroxypropafenone Cmax falls outside the range 
(108 – 130) .  This is a DBE review issue.  See DBE memo to file in DFS signed off by 
Barbara Davit on 12/28/2006. 
2.7.1.3 
     Comparison and Analyses of Results Across Studies submitted  
           1. Summary Bioequivalence tables: 
               Table 1.   Summary of Comparative Bioavailability (BA) Studies       
                 Table 2.   Statistical Summary of the Comparative BA Data       
                 Table 4.   Summary of In Vitro Dissolution Studies       
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 submitted 
3.2.S.1.2 
     Structure submitted 
3.2.S.1.3 
     General Properties submitted 
 

 
 

 
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 submitted  
     2. Manufacturing Responsibilities  submitted 
     3. Type II DMF number for API DMF  
     4. CFN or FEI numbers  submitted 
 

 
 

 
3.2.S.3  

Characterization 
Reference to DMF  

 
 

(b) (4)

(b) (4)







 
3.2.P.4 

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

 
 

 









 
 
 
MODULE 5 
     CLINICAL STUDY REPORTS 
                                                                                                                                              ACCEPTABLE 
 
5.2 
 

 
Tabular Listing of Clinical Studies 

 
 

 
5.3.1 
(complete 
study data) 

Bioavailability/Bioequivalence 
1. Formulation data same? 
    a. Comparison of all Strengths (check proportionality of multiple strengths) proportional 
    b. Parenterals, Ophthalmics, Otics and Topicals  

       per 21 CFR 314.94 (a)(9)(iii)-(v)        
2. Lot Numbers of Products used in BE Study(ies):       
3. Study Type:     (Continue with the appropriate study type box below) 
 

 
 



 5.3.1.2  
    Comparative BA/BE Study Reports 
         1. Study(ies) meets BE criteria (90% CI of 80-125, C max, AUC) 
Fasted biostudy of metabolite 5-hydroxypropafenone Cmax falls outside the range (108 – 
130) .  This is a DBE review issue.  See DBE memo to file in DFS signed off by Barbara 
Davit on 12/28/2006. 

 
 
 

 
         2. Summary Bioequivalence tables: submitted 
             Table 6. Demographic Profile of Subjects Completing the Comparative BA Study       

               Table 7. Incidence of Adverse Events in Individual Studies        

               Table 8. Reanalysis of Study Samples       
5.3.1.3  
    In Vitro-In-Vivo Correlation Study Reports 
             1.  Summary Bioequivalence tables:       
                    Table 4. Summary of In Vitro Dissolution Studies submitted 
                    Table 5. Formulation Data  submitted    
5.3.1.4  
   Reports of Bioanalytical and Analytical Methods for Human Studies 
             1.  Summary Bioequivalence table:       
                    Table 3.  Bioanalytical Method Validation  submitted 
5.3.7  
   Case Report Forms and Individual Patient Listing submitted 
 

 
 







Search results from the "OB_Rx" table for query on "021416."  

 
 
Active Ingredient:  PROPAFENONE HYDROCHLORIDE  
Dosage Form;Route:  CAPSULE, EXTENDED RELEASE; ORAL 
Proprietary Name:  RYTHMOL SR  
Applicant:  RELIANT PHARMS  
Strength:  225MG  
Application Number:  021416  
Product Number:  001  
Approval Date:  Sep 4, 2003  
Reference Listed Drug  No  
RX/OTC/DISCN:  RX  
TE Code:   
Patent and Exclusivity Info for this product: View  

 
Active Ingredient:  PROPAFENONE HYDROCHLORIDE  
Dosage Form;Route:  CAPSULE, EXTENDED RELEASE; ORAL 
Proprietary Name:  RYTHMOL SR  
Applicant:  RELIANT PHARMS  
Strength:  325MG  
Application Number:  021416  
Product Number:  002  
Approval Date:  Sep 4, 2003  
Reference Listed Drug  No  
RX/OTC/DISCN:  RX  
TE Code:   
Patent and Exclusivity Info for this product: View  

 
Active Ingredient:  PROPAFENONE HYDROCHLORIDE  
Dosage Form;Route:  CAPSULE, EXTENDED RELEASE; ORAL 
Proprietary Name:  RYTHMOL SR  
Applicant:  RELIANT PHARMS  
Strength:  425MG  
Application Number:  021416  
Product Number:  003  
Approval Date:  Sep 4, 2003  
Reference Listed Drug  Yes  
RX/OTC/DISCN:  RX  
TE Code:   
Patent and Exclusivity Info for this product: View  

 
Return to Electronic Orange Book Home Page  

 
FDA/Center for Drug Evaluation and Research  
Office of Generic Drugs  
Division of Labeling and Program Support  
Update Frequency: 
    Orange Book Data - Monthly  
    Generic Drug Product Information & Patent Information - Daily  
    Orange Book Data Updated Through November, 2006  
    Patent and Generic Drug Product Data Last Updated: December 19, 2006





 



 



 

Appears this way on original.
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DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
               

             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 78-540 
 
 
 
 
 
Par Pharmaceutical, Inc. 
Attention: Janis A. Picurro 
One Ram Ridge Road 
Spring Valley, NY  10977 
 
Dear Madam: 
 
We acknowledge the receipt of your abbreviated new drug application 
submitted pursuant to Section 505(j) of the Federal Food, Drug and 
Cosmetic Act.   
 
Reference is also made to the telephone conversation dated December 
20, 2006. 
 
NAME OF DRUG: Propafenone Hydrochloride Extended-release Capsules, 
              225 mg and 425 mg 
 
DATE OF APPLICATION: October 10, 2006 
 
DATE (RECEIVED) ACCEPTABLE FOR FILING: October 11, 2006 
 
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: 
 
 

Cheryl Wiseman              
Project Manager 
301-827-5806 
 
 
Sincerely yours, 
 
{See appended electronic signature page} 
 
Wm Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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BIOEQUIVALENCY AMENDMENT 
 
ANDA  78-540 
 
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:  Par Pharmaceutical, Inc. 
 
ATTN:  Janis Picurro 
 
FROM:  Aaron Sigler 

TEL: 845-639-5121 
 
FAX: 845-639-5201 
 
PROJECT MANAGER: 301-827-5847 

 
Dear Madam: 
 
This facsimile is in reference to the bioequivalency data submitted on October 10, 2006, pursuant to Section 505(j) 
of the Federal Food, Drug, and Cosmetic Act for Propafenone Hydrochloride Extended-Release Tablets, 225 mg, 
325 mg, and 425 mg.  
 
The Division of Bioequivalence has completed its review of the submission(s) referenced above and has identified 
deficiencies which are presented on the attached 2  pages.  This facsimile is to be regarded as an official FDA 
communication and unless requested, a hard-copy will not be mailed. 
   
You should submit a response to these deficiencies in accord with 21 CFR 314.96.   Your amendment should 
respond to all the deficiencies listed.  Facsimiles or partial replies will not be considered for review, 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: 
 
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 future ANDA submissions. 
 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND 
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address. 
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 REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
_____________________________________________________________________________ 
_____________________________________________________________________________ 
 
ANDA Number:     78-540             Dates of Submissions:     October 10 and November 6, 2006   
 
Applicant's Name:  Par Pharmaceutical, Inc. 
 
Established Name:  Propafenone Hydrochloride Extended-release Capsules, 225 mg, 

325 mg and 425 mg 
_____________________________________________________________________________
_____________________________________________________________________________ 
 
Labeling Deficiencies: 
 
1. CONTAINER    60s, 100s, 500s and 1000s 
 
 a. Established name  
 

i. Increase the prominence of the established name and strength so that 
they appear as the most prominent information on the label. 

 
  ii. Decrease the prominence of “PAR”. 
 
  Iii. “Hydrochloride” rather than “HCl” 
 

b. Differentiate your product strengths by boxing, contrasting colors, or some other 
means. 

 
c. Storage temperature recommendation 

 
i. “15o to” rather than “15oto” 

 
ii. “Controlled Room Temperature”  [upper case “C”, “R” and “T”] 

 
d. 225 mg LABELS – “Contains FD&C Yellow No.5 (tartrazine) as a color additive.” 

or “Contains color additives including FD&C Yellow No.5 (tartrazine).” 
 
 e. 425 mg LABELS – 100s, 500s and 1000s 
 

i. “Each capsule contains” – “hydrochloride … 425 mg” 
 

ii. USUAL DOSAGE – “One capsule every 12 hours.  See …” 
 
2. INSERT 
 
 a. GENERAL COMMENTS 
 

i. “Propafenone ER capsules” rather than “Propafenone HCl ER” and 
“Propafenone HCl ER capsules” throughout the text of the insert. 

 
  ii. “mcg” rather than “µg” throughout the insert 

 
 



b. TITLE 
 

Place “Rx only” beneath the title. 
 
 c. CLINICAL PHARMACOLOGY 
 

i. Hemodynamics, second line –  
 

A). Place “2.61” and “L/min/m2” on same line of text. 
 
B). “L/min/m2” rather than “L/min/m2”   

  
  ii. Pharmacokinetics and Metabolism 
 

A). Absorption/Bioavailability, second paragraph 
 
 1). “ER” rather than   [three instances 
 

2). Fourth line – “… an increase of overall …” rather than 
“an   increase in overall …” 

 
B). Distribution, second paragraph – Place “0.5 – 2” and “mcg/mL” 

on same line of text. 
 
C). Metabolism, first paragraph 
 
 1). Third line – “5-hydroxypropafenone”  [spelling] 
 

2). Sixth line – Place “10-32” and “hours” on the same line 
of text. 

 
iii. Clinical Trials 
 

A). RAFT 
 

1). First paragraph, seventh line – “beta-blockers”  [add 
hyphen] 

 
  2). Improve the clarity/legibility of the graph 

 
B). ERAFT, second paragraph, last sentence – “propafenone”  

[lower case “p”] 
 

d. WARNINGS 
 

i. Proarrhythmic Effects, last paragraph, second sentence – “4%”  [delete 
the terminal zero] 

 
ii. Congestive Heart Failure 

 
A). First sentence – “beta-blockade”  [add hyphen] 

 
   B). Second sentence – “1%”  [delete the terminal zero] 
 

iii. Conduction Disturbances, last paragraph, last sentence – Place “(rate 
<50” and “beats/min)” on the same line of text. 

(b) (4)



e. PRECAUTIONS 
 

i. Hepatic Dysfunction 
 

A). Place the subsection title immediately beneath the section title. 
 
B). “… propafenone HCl immediate release tablets …”  [delete  

– two instances] 
 

ii. Information for Patients  
 

A). Add the following sub-subsection immediately beneath the 
“Dosing Schedule” sub-subsection: 

 
Elevated ANA Titers: 
Positive ANA titers have been reported in patients receiving 
propafenone. They have been reversible upon cessation of 
treatment and may disappear even in the face of continued 
propafenone therapy.  These laboratory findings were usually not 
associated with clinical symptoms, but there is one published 
case of drug-induced lupus erythematosus (positive 
rechallenge); it resolved completely upon discontinuation of 
therapy.  Patients who develop an abnormal ANA test should be 
carefully evaluated and, if persistent or worsening elevation of 
ANA titers is detected, consideration should be given to 
discontinuing therapy. 

 
B) Add the following to the end of this subsection: 

 
“The 225 mg capsules contain FD&C Yellow No.5 (tartrazine) 
which may cause allergic-type reactions (including bronchial 
asthma) in certain susceptible persons.  Although the overall 
incidence of FD&C Yellow No.5 (tartrazine) sensitivity in the 
general population is low, it is frequently seen in patients who 
also have aspirin hypersensitivity>” 

 
iii. Drug Interactions 

 
A). Rifampin – “Cmax” rather than “Cmax”  [three instances] 
 
B). Fluoxetine - “Cmax” rather than “Cmax”  [two instances] 

 
 f. ADVERSE REACTIONS 
 

i. First paragraph, first sentence – “U.S.” rather than “US.” 
 

ii. Table 2 
 

A). Title – “(> 2%” rather than “  
 
B). “MeDRA” rather than “MedDRA” 

 
C). First column – Place the title “Investigations” immediately 

above the “Blood alkaline phosphatase increased” row. 
 

iii. Cardiac disorders, second line “…block; bundle branch block left; …” 

(b) (4)

(b) (4)



  iv. “Investigations:”  [italics] 
 
  v. Table 3 – “Propafenone ER”  [bold print] 
 

vi. Table 4, last column – “N=100” rather than  
 

g. HOW SUPPLIED 
 

i. Place "225" and “mg” on the same line of text. 
 

ii. Place "325" and “mg” on the same line of text. 
 

iii. Place "425" and “mg” on the same line of text. 
 
 
Please revise your labeling as described above and submit in final print.   Please submit the final 
printed labeling (FPL) electronically according to the guidance for industry titled "Providing 
Regulatory Submissions in Electronic Format - ANDA".  The immediate container labels may be 
submitted either electronically or in hard copy.  However, for ease of review, we ask that you 
submit electronically. 
 
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes 
for the reference listed drug. In order to keep ANDA labeling current, we suggest that you 
subscribe to the daily or weekly updates of new documents posted on the CDER web site at the 
following address - 
 
http://www.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 
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 

 
 
 

(b) (4)
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MINOR AMENDMENT 
 
ANDA  78-540 
 
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:  Par Pharmaceutical, Inc. 
 
ATTN:  Julie Szozda 
 
FROM:  Ted Palat 

TEL: 845-425-7100 
 
FAX: 845-639-5201 
 
PROJECT MANAGER: (301) 594-0338 

 
Dear Sir: 
 
This facsimile is in reference to your abbreviated new drug application dated October 10, 2006, submitted 
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Propafenone Hydrochloride, 
225 mg, 325 mg, and 425 mg 
 
The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons 
provided in the attachments ( two_  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 have been/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: 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM 
IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER APPLICABLE 
LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any 
disclosure, dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in 
error, please immediately notify us by telephone and return it to us by mail at the above address. 
 



   
 
 

 
36.  CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT  
 

ANDA: 78-540              APPLICANT:     Par Pharmaceuticals, Inc 
 

DRUG PRODUCT: Propafenone HCl Extended Release Capsules, 225 mg, 325 mg, and  
         425 mg 

                            
Chemistry Deficiencies: 
 

1. 

 
2. 

 

 

 

 
3. 

 
4. 

 

 

(b) (4)



   
 

 
5. 

 

 
6. 

 
7. 

 
8. 

 
9. The specification for dissolution in the release and stability of the finished product 

is not consistent with the recommended specification by the Division of 
Bioequivalence. Please submit updated specifications.  Submit data to support the 
24 months expiration dating. 

 
10. Please submit available controlled room temperature stability data. 
 

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 

(b) (4)
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MINOR AMENDMENT 
 
ANDA  78-540 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (240-276-9327) 
 
  
APPLICANT:  Par Pharmaceutical, Inc. 
 
ATTN:  Julie Szozda 
 
FROM:  Nitin Patel 

TEL: 845-639-5128 
 
FAX: 845-639-5201 
 
FDA CONTACT PHONE: (240) 276-8548 

 
Dear Madam: 
 
This facsimile is in reference to your abbreviated new drug application dated October 10, 2006, submitted pursuant 
to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Propafenone Hydrochloride Extended-Release 
Tablets, 225 mg, 325 mg, and 425 mg.  
 
Reference is also made to your amendment dated November 28, 2007. 
 
 

SPECIAL INSTRUCTIONS: 
 

Please submit your response in electronic format.  
This will improve document availability to review staff. 
 
The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons provided in the 
attachments ( 1   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 have been/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. 
 
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: 78-540              APPLICANT:     Par Pharmaceuticals, Inc 
 
DRUG PRODUCT: Propafenone HCl Extended Release Capsules, 225 mg, 325 mg, and 425 mg 
   
A. Chemistry Deficiencies 
 

1. 

 

 
2. 

 
3. 

 
4. 

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

following comments in your response: 
 

Effective July 1, 2008, all Abbreviated New Drug Applications must demonstrate that the subject 
drug product is in compliance with USP Residual Solvents <467> prior to receiving Approval or  
Tentative Approval.  Please refer to the letter posted on the Office of Generic Drugs website for 
further information and submit the necessary revisions to your application.   

 
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 

(b) (4)
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Submitted through the Electronic Submissions Gateway (ESG) 
 
March 16, 2010 
 
Gary J. Buehler, Director  
Office of Generic Drugs  
Center for Drug Evaluation and Research  
OGD Document Room  
7500 Standish Place  
Rockville, Maryland 20855 
 
      Minor Amendment - Final Approval Requested 
 
RE:  ANDA #078540, Propafenone Hydrochloride Extended Release Capsules, 225 mg,  
325 mg and 425 mg 
 
Dear Mr. Buehler:  
 
Reference is made to our abbreviated new drug application dated October 11, 2006 and all 
subsequent amendments relative to Propafenone Hydrochloride Extended Release Capsules, 225 
mg, 325 mg and 425 mg. 

 
We herewith submit this minor amendment to request final approval of our application, ANDA 
078540 for Propafenone Hydrochloride Extended Release Capsules, 225 mg, 325 mg and 425 
mg.  Please be advised that all claims, counterclaims and defenses in litigation relative to United 
States Patent Number 5,681,588 have been dismissed with prejudice pursuant to Rule 41(a) of 
Federal Rules of Civil Procedure. A copy of the amended complaint and stipulation of dismissal 
filed in the United States District Court for the District of Delaware is attached for reference.  
 
Please note there are no text changes to the labeling since the submission of the labeling 
amendment dated June 1, 2007. Final printed labeling is provided electronically in SPL, pdf and 
MSWord format.  
 
In accordance with the Agency’s guidance on melamine contamination, we provide certifications 
from the suppliers of lactose anhydrous, povidone and gelatin used, stating that there is no 
melamine contamination risk in their product.  In addition, please be advised that there have been 
no changes to this application.  
 
Par also acknowledges that Propafenone Hydrochloride Extended Release Capsules, 225 mg, 
325 mg and 425 mg may not be marketed without final Agency approval.  Introduction or 
delivery into interstate commerce of the drug product will not occur before the effective date of 
approval of this application.  

Par Pharmaceutical, Inc. 
One Ram Ridge Road 
Spring Valley, NY 10977 
Tel:  845-425-7100 
Fax: 845-573-5795 
www.parpharm.com 



 
 
 
 

 
 
Propafenone Hydrochloride Extended Release Capsules, 225 mg, 325 mg and 425 mg 
ANDA 078540 
March 16, 2010 
Page 2 
 
 
 
Please be advised that a “Letter of Non-Repudiation Agreement” was submitted to the Agency 
by Par Pharmaceutical, Inc on June 22, 2005.  In addition, our request for a waiver of the eCTD 
specifications requirements was granted and provided in an e-mail dated March 04, 2008 from 
Virginia Ventura of the FDA. 
 
If you have any questions or require additional information, please contact the undersigned by 
phone at (845) 573-5780, by fax (845) 573-5795 or by e-mail julia.szozda@parpharm.com. We 
truly appreciate the Agency’s consideration and efforts toward the review and approval of this 
application. 
 
Very truly yours, 
PAR PHARMACEUTICAL INC. 
 
 
 
 
Julie Szozda 
Submissions Manager, Regulatory Affairs 
 



 
Submitted through the Electronic Submissions Gateway (ESG) 
 
June 3, 2010 
 
Dr. Shankar Saha 
Office of Generic Drug 
Center for Drug Evaluation and Research 
Food and Drug Administration 
OGD Document Room 
7500 Standish Place 
Rockville, MD 20855 
        Telephone Amendment 
  
RE:  ANDA #078540, Propafenone Hydrochloride Extended Release Capsules, 225 mg,  
325 mg and 425 mg 
 
Dear Dr. Saha:  
 
Reference is made to the Agency’s correspondence dated April 23, 2010 to our abbreviated new drug 
application dated October 11, 2006 and all subsequent amendments relative to Propafenone Hydrochloride 
Extended Release Capsules, 225 mg, 325 mg and 425 mg.  Please note that our request for waiver of the 10-
day “clock” and an extension to June 3, 2010 for submission of this telephone amendment was granted. 

 
We herewith submit this telephone amendment in response to the Agency letter dated April 23, 2010.  
 
Comment  
1. Regarding solubility of the API in water: according to the MSDS from  and other literature, the 
API is soluble in hot water but slightly soluble in cold water.  The package insert information is correct but 
the information in description section is incomplete – it does not specify solubility in hot water.  Please revise 
the information in the description section. 
 
Response 
The description for solubility in the original submission, Module 3, General Properties section, Table 
3.2.S.1.3-1 mistakenly indicated “Soluble in water (20ºC), chloroform and ethanol“.  We have revised the 
information for solubility to read “Soluble in hot water, slightly soluble in cold water (20ºC), chloroform and 
ethanol” to be in line with the API manufacturers information in their Drug Master File.  A copy of the 
updated General Properties Table, Table 3.2.S.1.3-1 is provided. We apologize for any inconvenience 
incurred.   
 
The RLD labeling posted on the FDA website, Drugs@FDA is dated 09/04/2003 and the current approved 
version is unavailable at this time. Please be advised that our package insert will be updated as soon as the current

       version becomes available. 
 
 
 
 
 
 

Par Pharmaceutical, Inc. 
One Ram Ridge Road 
Spring Valley, NY 10977 
Tel:  845-425-7100 
Fax: 845-573-5795 
www.parpharm.com 
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Response 

 
Please be advised that a “Letter of Non-Repudiation Agreement” was submitted to the Agency by Par 
Pharmaceutical, Inc on June 22, 2005.  In addition, our request for a waiver of the eCTD specifications 
requirements was granted and provided in an e-mail dated March 04, 2008 from Virginia Ventura of the FDA. 
 
If you have any questions or require additional information, please contact the undersigned by phone at (845) 
573-5780, by fax (845) 573-5795 or by e-mail julia.szozda@parpharm.com. We truly appreciate the 
Agency’s consideration and efforts toward the review and approval of this application. 
 
Very truly yours, 
PAR PHARMACEUTICAL INC. 
 
 
 
 
Julie Szozda 
Submissions Manager, Regulatory Affairs 
 

(b) (4)



 
Submitted through the Electronic Submissions Gateway (ESG) 
 
June 7, 2010 
 
Dr. Shankar Saha 
Office of Generic Drug 
Center for Drug Evaluation and Research 
Food and Drug Administration 
OGD Document Room 
7500 Standish Place 
Rockville, MD 20855 
        Telephone Amendment 
  
RE:  ANDA #078540, Propafenone Hydrochloride Extended Release Capsules, 225 mg,  
325 mg and 425 mg 
 
Dear Dr. Saha:  
 
Reference is made to your telephone call requesting that Par provide the analytical reports for the 3 lots of raw 
material used to establish the particle size specifications, as stated in the Telephone Amendment dated 
06/03/2010 relative to our abbreviated new drug application dated October 11, 2006 for Propafenone 
Hydrochloride Extended Release Capsules, 225 mg, 325 mg and 425 mg.   
 
We herewith submit this amendment in response to today’s telephone request.  
 
The established particle size specifications were based on 3 lots of the raw material provided by the API 
manufacturer, Lot #0000149639, Lot #0000107987 and Lot #0000090518.  A copy of these analytical 
reports is provided as requested. 
 
Please be advised that a “Letter of Non-Repudiation Agreement” was submitted to the Agency by Par 
Pharmaceutical, Inc on June 22, 2005.  In addition, our request for a waiver of the eCTD specifications 
requirements was granted and provided in an e-mail dated March 04, 2008 from Virginia Ventura of the FDA. 
 
If you have any questions or require additional information, please contact the undersigned by phone at (845) 
573-5780, by fax (845) 573-5795 or by e-mail julia.szozda@parpharm.com. We truly appreciate the 
Agency’s consideration and efforts toward the review and approval of this application. 
 
Very truly yours, 
PAR PHARMACEUTICAL INC. 
 
 
 
 
Julie Szozda 
Submissions Manager, Regulatory Affairs 
 

Par Pharmaceutical, Inc. 
One Ram Ridge Road 
Spring Valley, NY 10977 
Tel:  845-425-7100 
Fax: 845-573-5795 
www.parpharm.com 
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Submitted through the Electronic Submissions Gateway (ESG) 
 
June 22, 2010 
 
Dr. Shankar Saha 
Office of Generic Drug 
Center for Drug Evaluation and Research 
Food and Drug Administration 
OGD Document Room 
7500 Standish Place 
Rockville, MD 20855 
        Telephone Amendment 
  
RE:  ANDA #078540, Propafenone Hydrochloride Extended Release Capsules, 225 mg,  
325 mg and 425 mg 
 
Dear Dr. Saha:  
 
Reference is made to the June 8, 2010 telephone call regarding the telephone amendments dated June 3, 2010 
and June 7, 2010 relative to our October 11, 2006 abbreviated new drug application dated for Propafenone 
Hydrochloride Extended Release Capsules, 225 mg, 325 mg and 425 mg.   

 
Par is submitting this amendment to ANDA 078540 to provide additional information as requested by the 
Agency on June 8, 2010.  
 
Comment 
The particle size specifications listed in the cover letter of the June 3, 2010 Telephone Amendment does not 
match the specifications listed in the raw material monograph RM-RA100152-006. Please explain. 
 
Response 
Please note that a typographical error is noted in the particle size specifications on the cover letter of the June 
3, 2010 telephone amendment. However, the particle size specifications for D10, D50, and D90 have since been 
revised based on data generated on additional lots of API. 
 
  D10  
  D50      

  D90 
 
We apologize for any inconvenience incurred. 
 
Comment  
Particle size data included in the June 7, 2010 Telephone Amendment is on 3 separate lots of API. However, 
the data should be based on the API lots used in the exhibit batches.  Please generate particle size data on the 
lots of API used in the exhibit batches and submit. 
 
 
 
 

Par Pharmaceutical, Inc. 
One Ram Ridge Road 
Spring Valley, NY 10977 
Tel:  845-425-7100 
Fax: 845-573-5795 
www.parpharm.com 
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Response 
Based on the data obtained on the three lots of API used in the exhibit batches, Lot #502949, Lot #504159 
and Lot #505340, the particle size specifications for D10, D50, and D90 have been revised as follows: 
 
  D10  
  D50      

  D90 
 
Please refer to Section 3.2.S.4.1 in Module 3 for the updated certificates of analysis for the API lots used in 
the exhibit batches and the updated raw material monograph. Particle Size Method Verification Report, 
MS10-014-01 is provided in Section 3.2.S.4.3. 
 
Please be advised that a “Letter of Non-Repudiation Agreement” was submitted to the Agency by Par 
Pharmaceutical, Inc on June 22, 2005.  In addition, our request for a waiver of the eCTD specifications 
requirements was granted and provided in an e-mail dated March 04, 2008 from Virginia Ventura of the FDA. 
 
If you have any questions or require additional information, please contact the undersigned by phone at (845) 
573-5780, by fax (845) 573-5795 or by e-mail julia.szozda@parpharm.com. We truly appreciate the 
Agency’s consideration and efforts toward the review and approval of this application. 
 
Very truly yours, 
PAR PHARMACEUTICAL INC. 
 
 
 
 
Julie Szozda 
Submissions Manager, Regulatory Affairs 
 

(b) (4)
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Please refer to attached page for Section 3.2.S.4.3 of Module 3 for the data generated from eight lots of API.  
The raw material monograph will be updated accordingly and submitted in an appropriate submission at a 
later time.  
 
Representative sample of the 425 mg strength (bio strength) of the reference listed drug, Rythmol SR for 
visualization purposes has been forwarded to your attention under separate cover as requested by Dr. Shankar 
Saha. 
 
If the revised particle size specifications and RLD sample evaluation are acceptable to the Agency, we believe 
that all outstanding issues with this application are resolved.  Therefore, we look forward to our Final 
Approval and Thank the Agency for their efforts in this regard. 
 
This amendment is submitted electronically on the enclosed CD Rom. Please be advised that a “Letter of 
Non-Repudiation Agreement” was submitted to the Agency by Par Pharmaceutical, Inc on June 22, 2005.  In 
addition, our request for a waiver of the eCTD specifications requirements was granted and provided in an e-
mail dated March 04, 2008 from Virginia Ventura of the FDA. 
 
If you have any questions or require additional information, please contact the undersigned by phone at (845) 
573-5780, by fax (845) 573-5795 or by e-mail julia.szozda@parpharm.com. We truly appreciate the 
Agency’s consideration and efforts toward the review and approval of this application. 
 
Very truly yours, 
PAR PHARMACEUTICAL INC. 
 
 
 
 
Julie Szozda 
Submissions Manager, Regulatory Affairs 
 
cc: Dr. Shankar Saha  Fax: (240) 276-8582 





Document Control Room, Metro Park North VII 
7620 Standish Place 

Rockville, Maryland 20855 
 

All ANDA documents will only be accepted at the new mailing address listed above.  For further 
information, please refer to the following websites prior to submitting your ANDA Regulatory 
documents: Office of Generic Drugs (OGD): http://www.fda.gov/cder/ogd or Federal Register: 
http://www.gpoaccess.gov/fr/ 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND 
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address. 
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Submitted through the Electronic Submissions Gateway (ESG) 
 
 
August 17, 2010 
 
Keith Webber, Ph.D., Acting Director  
Office of Generic Drug 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Document Control Room, Metro Park North VII 
7620 Standish Place 
Rockville, MD 20855 
        Correction to Telephone Amendment 
         Cover Letter  
 
RE:  ANDA #078540, Propafenone Hydrochloride Extended Release Capsules, 225 mg,  
325 mg and 425 mg 
 
Dear Dr. Webber: 
 
Reference is made to our July 26, 2010 Telephone Amendment submitted to the abbreviated new drug 
application dated October 11, 2006 for Propafenone Hydrochloride Extended Release Capsules, 225 mg, 325 
mg and 425 mg. 

 
Par is amending the July 26, 2010 Telephone Amendment to provide a correction to the particle size 
specifications listed in the cover letter.  The particle size specification for D10 in the cover letter has been 
corrected to reflect the proposed limits referenced in the particle size distribution sheet for data generated 
from the eight lots of API.  The updated cover letter is attached. 
 
Please be advised that a “Letter of Non-Repudiation Agreement” was submitted to the Agency by Par 
Pharmaceutical, Inc on June 22, 2005.  In addition, our request for a waiver of the eCTD specifications 
requirements was granted and provided in an e-mail dated March 04, 2008 from Virginia Ventura of the FDA. 
 
We apologize for any inconvenience incurred.  If you have any questions or require additional information, 
please contact the undersigned by phone at (845) 573-5780, by fax (845) 573-5795 or by e-mail 
julia.szozda@parpharm.com. We truly appreciate the Agency’s consideration and efforts toward the review 
and approval of this application. 
 
Very truly yours, 
PAR PHARMACEUTICAL INC. 
 
 
 
 
Julie Szozda 
Submissions Manager, Regulatory Affairs 
 

Par Pharmaceutical, Inc. 
One Ram Ridge Road 
Spring Valley, NY 10977 
Tel:  845-425-7100 
Fax: 845-573-5795 
www.parpharm.com 
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Please be advised that a “Letter of Non-Repudiation Agreement” was submitted to the Agency by Par 
Pharmaceutical, Inc on June 22, 2005.  In addition, our request for a waiver of the eCTD specifications 
requirements was granted and provided in an e-mail dated March 04, 2008 from Virginia Ventura of the FDA. 
 
If you have any questions or require additional information, please contact the undersigned by phone at (845) 
573-5780, by fax (845) 573-5795 or by e-mail julia.szozda@parpharm.com. We truly appreciate the Agency’s 
consideration and efforts toward the review and approval of this application. 
 
Very truly yours, 
PAR PHARMACEUTICAL INC. 
 
 
 
 
Julie Szozda 
Submissions Manager, Regulatory Affairs 
 
 
cc: Dr. Shankar Saha 
Fax: (240) 276-8582 



 
 
September 08, 2010 
 
Tina Nhu, Project Manager 
Office of Generic Drug 
Center for Drug Evaluation and Research 
Food and Drug Administration 
OGD Document Room 
7500 Standish Place 
Rockville, MD 20855 
        Telephone Amendment 
  
RE:  ANDA #078540, Propafenone Hydrochloride Extended Release Capsules, 225 mg,  
325 mg and 425 mg 
 
Dear Ms Nhu: 
 
Reference is made to the 09/08/2010 telephone conversation with Dr. Saha regarding our October 11, 2006 
abbreviated new drug application dated for Propafenone Hydrochloride Extended Release Capsules, 225 mg, 
325 mg and 425 mg. 

 
Par is submitting this amendment to ANDA 078540 to include the raw material monograph, which has been 
updated to reflect the revised particle size specifications as submitted in the 07/26/10 telephone amendment.  
The particle size specifications are as follows:  

D10 
  D50 

  D90 
A copy of the updated raw material monograph, Document #RM-RA100152-008 is provided. 
 
We believe that all outstanding issues with this application are resolved and we look forward to our Final 
Approval and Thank the Agency for their efforts in this regard. 
 
Please be advised that a “Letter of Non-Repudiation Agreement” was submitted to the Agency by Par 
Pharmaceutical, Inc on June 22, 2005.  In addition, our request for a waiver of the eCTD specifications 
requirements was granted and provided in an e-mail dated March 04, 2008 from Virginia Ventura of the FDA. 
 
If you have any questions or require additional information, please contact the undersigned by phone at (845) 
573-5780, by fax (845) 573-5795 or by e-mail julia.szozda@parpharm.com.  
 
Very truly yours, 
PAR PHARMACEUTICAL INC. 
 
 
 
Julie Szozda 
Submissions Manager, Regulatory Affairs 
 
cc: Dr. Shankar Saha  Fax: (240) 276-8582 

Par Pharmaceutical, Inc. 
One Ram Ridge Road 
Spring Valley, NY 10977 
Tel:  845-425-7100 
Fax: 845-573-5795 
www.parpharm.com 
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 OGD APPROVAL ROUTING SUMMARY 
 
ANDA # 78-540 ApplicantPar Pharmaceutical, Inc. 
Drug Propafenone Hydrochloride Extended-release Capsules, 225 mg, 325 mg, and 425 mg    
Strength(s)      
 
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 =Rythmol SR NDA# 21-416 
Patent/Exclusivity Certification: Yes    No        Date Checked 10/18/10 
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:Full Approval. 
Comments:ANDA submitted on 10/11/2006, BOS=Rythmol SR NDA 21-416, PIV to '588.  ANDA 

ack for filing with PIV for the 225 mg and 425 mg strengths on 10/11/2006 (LO dated 
1/10/2007).  On 11/7/2006 the sponsor submitted a NSA to include the 325 mg strength, same 
BOS, PIV to the '588.  XP submitted on 11/13/2006-Par provided notice for the 325 mg 
strength at the same time that they submitted their NSA for the '588 patent-RR from 
Reliant in Liberty Corner NJ dated 11/8/2006 (OGD notes that this notice was sent 
prematurely as OGD had yet to issue an ACK letter). XP sent on 2/23/2007-RR from Liberty 
Corner NJ signed and dated 1/11/2007 (notice sent on 1/10/2007)-this notice was sent for 
all 3 strengths.  Letter submitted from Kirkland and Ellis that CA06-774 was filed in the 
D of DE on 12/19/2006 for infringement of the '588 with respect to the '325 mg strength-
this suit was filed pursuant to the premature notice on the 325 mg strength. XP submitted 
by sponsor on 7/20/2007-CA 06-774-JJF filed in the D of DE on 1/26/2007 for infringement 
of the '588 for all strengths.  30 month stay of approval=7/10/2009.  On 4/23/2009, the 
sponsor submitted a patent amendment which included a copy of a Stipulation of Dismissal 
which was entered in CA 06-774, the dismissal was entered on 4/17/2009 by the court. 

 
Applicant was the first to submit a substantially complete ANDA with PIV certs to 

listed patents and therefore is eligible for 180 day exclusivity.  However, the sponsor 
did not secure TA within 30 months and therefore would be subject to MMA forfeiture 
provisions under 505(j)(5)(D)(IV).  

 
Final recommendation-ANDA is eligible for Full Approval.  It is noted that there are 

no other ANDAs pending within OGD for these drug products.  Therefore, the approval 
language should not state that the applicant is awarded 180 day exclusivity and include 
the disclaimer language that OGD will further evaluate this issue in the future if it is 
warranted.     
 
 
2.  Project Manager, Simon Eng Team 8    
 Review Support Branch         
   

Original Rec′d date10/10/09 EER Status   Pending   Acceptable  OAI  
Date Acceptable for Filing10/11/09 Date of EER Status 8/15/07 
Patent Certification (type)IV Date of Office Bio Review 6-15-07 
Date Patent/Exclus.expires10-28-2014 Date of Labeling Approv. Sum 6/19/07 
Citizens' Petition/Legal Case Yes  No    
(If YES, attach email from PM to CP coord) 

Date of Sterility Assur. App. n/a   
Methods Val. Samples Pending  Yes  No  

First Generic                 Yes  No   MV Commitment Rcd. from Firm  Yes  No  
Priority Approval   Yes  No  
(If yes, prepare Draft Press Release, Email 
it to Cecelia Parise) 

Modified-release dosage form: Yes   No   
Interim Dissol. Specs in AP Ltr:  Yes  

Acceptable Bio reviews tabbed Yes  No    
Bio Review Filed in DFS:    Yes  No   
Suitability Petition/Pediatric Waiver  

Date10 August 2009   Date 10/18/10 

InitialsMHS Initials rlw 

Date        Date      

Initialsse Initials      



Pediatric Waiver Request Accepted   Rejected  Pending  
Previously reviewed and tentatively approved            Date       
Previously reviewed and CGMP def. /NA Minor issued        Date        

    Comments:           
 
 
3. Labeling Endorsement  
 Reviewer:           Labeling Team Leader: 
 
  

 Comments: 
 Final-printed labeling (FPL) found acceptable for approval 3/24/10.  Today, I 
confirmed with Adolph Vezza, labeling reviewer, that Par's FPL remains acceptable for 
approval./rlw 
 
 
From: Golson, Lillie D  
Sent: Monday, August 10, 2009 2:33 PM 
To: Eng, Simon; Golson, Lillie D 
Subject: FW: 78540/PAR/Propafenone HCl Extended-release Caps Labelings Endorsement 
  
Hi Simon, 
  
Please sign on behalf of Adolph and me. 
  
Thanks 
  
Lillie 
  
 
 
4. David Read (PP IVs Only) Pre-MMA  Language included    Date 8/17/09 
 OGD Regulatory Counsel,   Post-MMA Language Included    InitialsSL 

Comments:Revised version saved to the V drive.  9/22/2010 - Slight modification made 
to AP letter.  
 
 
5. Div. Dir./Deputy Dir.               
    Chemistry Div. II  
      

Comments:A series of amendments submitted. cmc ok. 
 
 
 
6.  Frank Holcombe  First Generics Only    Date 10/18/10 
    Assoc. Dir. For Chemistry       Initials rlw/for  
  Comments: (First generic drug review) 
  With her endorsement of this approval package, the CMC division director has 
       confirmed that there are no precident setting issues associated with the review 
       and approval of this ANDA.  Thus, no further CMC review is necessary. 
 
        
7.   Vacant          Date      
 Deputy Dir., DLPS         Initials      
 RLD = Rhythmol SR Capsules, 225 mg, 325 mg and 425 mg 
            GlaxoSmithKline  NDA 21-416 
 
 
8.   Peter Rickman         Date 10/18/10 
     Director, DLPS         Initials rlw/for 

Para.IV Patent Cert: Yes   No ;Pending Legal Action: Yes  No ; Petition: Yes  No  
     Comments: Bioequivalence studies (fasting and non-fasting) on the 425 mg capsule 

strength found acceptable.  In-vitro dissolution testing for all three capsule 
strengths also found acceptable.  Waivers granted to the 225 mg and 325 mg capsule 
strengths under 21 CFR 320.22(d)(2).  Bio study sites have acceptable DSI inspection 
histories.  Office-level bio endorsed 6/15/07. 
 
Final-printed labeling (FPL) found acceptable for approval 3/24/10. 
 

Date        Date 10/18/10 
Name/Initials      Name/Initials rlw/for 

Date9/17/10  
InitialsFF 



CMC found acceptable for approval (Chemistry Review #4) 10/1/10. 
 
OR 
 
 
8. Robert L. West         Date 10/18/10 
      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 10/14/10 (Verified 10/18/10).  No "OAI" Alerts noted. 
 
      Par submitted a paragraph IV certification to the '588 patent and was sued within  
      the 45-day period.  Subsequently, the litigation was dismissed.  There are no 
      additional patents or exclusivity listed in the current "Orange Book" for this 
      drug product. 
 
      This first-generic ANDA is recommended for approval. 
 
 
 
9.   Gary Buehler         Date 10/18/10 

Director, OGD         Initials  rlw 
Comments: for Keith Webber, Ph.D.  Deputy Director, OPS 
First Generic Approval       PD or Clinical for BE      Special Scientific or Reg.Issue  

 Press Release Acceptable  
 
10. Project Manager, SELECT PM NAME Team  8    Date 10/18/2010 

 
Review Support Branch        Initials tn 
     Date PETS checked for first generic drug (just prior to notification to firm)  
 
Applicant notification: 
1300Time notified of approval by phone  
1300Time approval letter faxed 
 
FDA Notification: 
10/18/2010Date e-mail message sent to "CDER-OGDAPPROVALS″ distribution list. 
10/18/2010Date Approval letter copied to \\CDS014\DRUGAPP\ directory. 
 



Reference ID: 2851267

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

TINA T NHU
10/18/2010




