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OND Division:      Division of Psychiatry Products 
Applicant:       Edgemont Pharmaceuticals, LLC. 
NDA Filing Category:     505(b)(2) 
Letter Date:       09-DEC-10 
Stamp Date:     09-DEC-10 
PDUFA Date:      09-OCT-11 
Proposed Trade Name: Tradename has not been proposed 
Established Name:      Fluoxetine USP 
Dosage Form:      Scored Tablet (immediate-release) 
Strengths:   60 mg 
Route of Administration:      Oral 
Indication:     major depressive disorder and obsessive compulsive disorder in 

adult and pediatric patients, as well as the treatment of bulimia 
nervosa and panic disorder in adults 

Assessor:      Chhagan G. Tele, Ph.D. 
ONDQA Fileability:  Yes 
 
SUMMARY AND CRITICAL ISSUES: 
Summary 
Fluoxetine hydrochloride is a selective serotonin reuptake inhibitor for oral administration. 
Fluoxetine HCl Immediate-Release scored tablets (60 mg strength) was developed for the 
treatment of major depressive disorder and obsessive compulsive disorder in adult and pediatric 
patients, as well as the treatment of bulimia nervosa and panic disorder in adults under IND 
107,525. The applicant had a Pre-IND meeting (05-MAR-2010) with the clinical division to discuss 
the development of FXT 60 mg (fluoxetine HCI) scored tablets for the same patient populations 
and indications as the innovator product Prozac. Minutes of this meeting can be found in 
DARRTS and should be read by the reviewer. This application relies on the Agency's previous 
findings of safety and effectiveness for the innovator fluoxetine product (Prozac®), as bridged by 
the bioequivalence to the reference listed drug (RLD) and the characterization of the Fluoxetine 
60 mg Scored Tablets and the comparison to the RLD on the basis of CMC aspects. The 
applicant stated that the bioequivalence is demonstrated between Fluoxetine 60 mg Scored 
Tablets and Mylan's fluoxetine hydrochloride tablets, EQ 20 mg base, ANDA 075755, as the 
RLD. Prozac (fluoxetine HCI) was first approved by the FDA in 1987, and Prozac 60 mg capsules 
was later approved in 1999 (NDA 18-936/S-054). However, the original sponsor, Eli Lilly, 
discontinued the 60 mg strength Prozac, and today there remains no 60 mg fluoxetine dosage 
strength available in the U.S. market. The applicant believes there is a clinical need for a 60 mg 
dosage strength of fluoxetine. The applicant submitted this NDA under section 505(b)(2) seeking 
approval for FXT 60 mg (fluoxetine HCI) scored tablets for the same patient populations and 
indications as the innovator product Prozac. For this purpose, Edgemont has acquired a license 
from Orion Pharma to market their Seronil 60 mg (fluoxetine HCI) scored tablets in the United 
States. Orion has manufactured and marketed this dosage strength in Finland since 1997. Seronil 
60 mg scored tablets was originally approved in Finland on the basis of bioequivalence (BE) to 
their own Seronil 20 mg capsules (3 x 20 mg caps vs. 1 x 60 mg tab). Seronil 20 mg capsules 
was approved in Finland (1992) based on demonstrated BE to Eli Lilly's Fontex (fluoxetine HCI) 
20 mg capsules (Seronil 2 x 20 mg vs. Fontex 2 x 20 mg). Orion is the sole manufacturer of drug 
product for Edgemont. Edgemont will  tablets 
bottled by Patheon Inc. at their facility in Puerto Rico. Orion Corporation's Fermion Oy (Fermion) 
in Hanko, Finland is the fluoxetine HCI drug substance manufacturer to manufacture the drug 
product. Electronic submission is provided for the CMC information for the review. The applicant 
provided Quality Overall Summary in the submission. 
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• The reviewer need to ask the applicant to remove  
 as it is not included in the CDER Data  

Standard Manual dated April 14, 1992 version 004 and not included in the approved 
product though . 

 
Comments and Recommendation: 
The NDA is fileable from a CMC perspective. The NDA does not appear to incorporate elements 
of QbD. NDA submission contains no nanoscale materials. The drug substance is manufactured 
under DMF . DMF should be reviewed to support this NDA. Assignment of the NDA to a 
single reviewer is recommended. The dissolution should be consulted to the ONDQA biopharm 
group. 
 
A claim for categorical exclusion under 21 CFR §25.31 (b) is provided in Module 1. In accordance 
with 21 CFR §25.31, Edgemont Pharmaceuticals claims a categorical exclusion [25.31(a)] from 
the requirement for an Environmental Assessment or Environmental Impact Statement as 
approval of the drug product will not increase the use of the active moiety. In addition, the 
applicant states that to the best of their knowledge, no extraordinary circumstances exist that 
would preclude this claim for categorical exclusion. 
 
The list of manufacturing, testing, and packaging sites for drug substance and drug product is 
provided to enter into EES. The PM submitted all testing, packaging, and manufacturing sites into 
EES. The reviewer will need to confirm that these sites are correct and that there are no 
additional sites that need to be entered.  
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CHEMICAL MANUFACTURING CONTROLS 
FILING CHECKLIST FOR A NEW NDA 

 
NDA Number: 202-133 Applicant: Edgemont Pharmaceuticals Stamp Date: 09-DEC-2010 

Drug Name: Fluoxetine HCl 
ER Tablets 

NDA Type: Standard Filing Meeting:  

 
The following parameters are necessary in order to initiate a full review, i.e., complete enough to 
review but may have deficiencies. 

 Content Parameter Yes No Comment 
1 Is the section legible, organized, indexed, and paginated 

adequately? 
X   

2 Are ALL of the manufacturing and testing sites 
(including contract sites) identified with full street 
addresses (and CFNs, if applicable)? 

X   

3 Is a statement provided to indicate whether each 
manufacturing or testing site is ready for inspection or, 
if not, when it will be ready? 

X   

4 Is a statement on the Environmental Impact provided as 
required in 21 CFR 314.50(d)(1)(iii)? 

X   

5 Is information on the Drug Substance provided as 
required in 21 CFR 314.50(d)(1)(i)? 

X   

6 Is information on the Drug Product provided as required 
in 21 CFR 314.50(d)(1)(ii)? 

X   

7 If applicable, has all information requested during the 
IND phases, and at the pre-NDA meetings been 
included? 

X   

8 Have draft container labels and package insert been 
provided? 

X   

9 Have all DMF References been identified? 
 

X   

10 Is information on the investigational formulations 
included? 

X   

11 Is information on the Methods Validation included? 
 

X   

12 If applicable, is documentation on the sterilization 
process validation included? 

NA   

 
IS THE CMC SECTION OF THE APPLICATION FILEABLE? __Yes______ 
 
If the NDA is not fileable from chemistry, manufacturing, and controls perspective, state the 
reasons and provide comments to be sent to the Applicant. NA 
 
Chhagan G. Tele, Ph.D.       20-DEC-10 
CMC Lead, DNDQA I, ONDQA     Date 
 
Ramesh Sood, Ph.D.       20-DEC-10 

Branch Chief, DNDQA I, ONDQA     Date 
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
DATE:  September 27, 2011 
 
TO: File 
 
THROUGH: Ramesh K. Sood, Ph.D., Branch Chief, ONDQA 

 
FROM:  Mohan K. Sapru, Ph.D., Regulatory Review Chemist, ONDQA 
 
SUBJECT:  Final CMC Approval Recommendation for NDA 202-133 (Fluoxetine 60 mg, USP) 
 
The applicant, Edgemont, has sought U.S. marketing approval for fluoxetine 60 mg tablets under the 
provisions of Section 505(b)(2). The applicant has acquired a license from Orion Pharma to market 
their Seronil 60 mg (fluoxetine HCI, Prozac) scored tablets in the United States. Orion has 
manufactured and marketed this dosage strength in Finland since 1997.  As indicated in the CMC 
review #1 for NDA 202-133, three major deficiencies were identified.  First deficiency concerned the 
drug product stability data, especially the issue of evaluating the relevance of applicant’s supporting 
stability data for granting expiration dating period for the drug product.  Based on primary, secondary 
and in-use stability data, the applicant has demonstrated robust stability of the drug product. 
Specifically, drug product stability has been demonstrated for a single primary batch of the drug 
product stored for 12 months at 25°C/60% RH or up to 6 months at 40°C/75% RH in the to-be-
marketed container closure system (40 mL high density polyethylene (HDPE) bottles with child-
resistant caps and a tamper-evident induction seal). In addition, the supporting stability studies 
(involving Orion Seronil 60 mg tablet) have revealed no significant changes in monitored attributes 
of the drug product following storage in 40 mL HDPE bottles with tamper-evident neck band seal (up 
to a period of 24 months at 25°C/60% RH) or 75 mL HDPE bottles (up to a period of 38 months at 
25°C/60% RH or 8 months under accelerated conditions).  
 
Regarding the relevance of the secondary stability data, the applicant contends that the current 
proposed U.S. container closure i.e., 40 mL HDPE bottle with tamper-evident induction seal closure 
is at least the same as, if not superior to, the 40 mL container closure used by Orion for generating 
supporting stability date for the fluoxetine 60 mg tablets (Seronil). Based on the primary and 
supporting stability data, the applicant has proposed a  expiration period.  It is important to 
note that, previously, stability data requirements have been discussed in-face-to-face pre-NDA 
meeting between the applicant and the Agency, which was held on March 5, 2010.  In the meeting, 
the applicant “clarified that the NDA submission would contain stability data from the Orion drug 
product, which has been manufactured and marketed for 12 years in Finland.” Furthermore, the 
applicant stated “that these (stability) data were collected under ICH conditions, and that there were 
only minor container closure differences between the currently marketed Finnish product Seronil 60 
mg and the proposed US product. Three months of long-term and three months of accelerated ICH 
stability data for one drug product batch manufactured by Orion at the intended commercial scale 

 will be submitted to support the preferred US packaging format. A comparative 
analysis of these data will be included in the NDA” (for details refer to pre-NDA meeting minutes). 
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