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The attached Summary Report from the Office of Compliance was received on 10-Sep-2012, with an 
‘Acceptable’ overall recommendation. There are no other CMC pending issues. Accordingly, this 
NDA is recommended for approval from a CMC perspective. The CMC Review was submitted to 
DARRTS on 28-Aug-2012. 
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ATTACHMENT: 
 
FDA CDER EES 

ESTABLISHMENT EVALUATION REQUEST  
SUMMARY REPORT 

 

Application:                    NDA 202810/000 
 

Sponsor: 
 

SUPERNUS PHARMS 
 
Org. Code: Priority: 

 
120 
 
3 
 
1550 EAST GUDE DR ROCKVILLE, MD 20850 

 
Stamp Date:                    19-DEC-2011 
 
Brand Name: 
 
OXCARBAZEPINE EXTENDED RELEASE TABLETS 
 
PDUFA Date: Action Goal: District Goal: 

 
19-OCT-2012 
 
20-AUG-2012 
 
Estab. Name: Generic Name: 

Product Number;  Dosage Form; Ingredient; Strengths 
 

001; TABLET, EXTENDED RELEASE; OXCARBAZEPINE; 150MG 
002; TABLET, EXTENDED RELEASE; OXCARBAZEPINE; 300MG 
003; TABLET, EXTENDED RELEASE; OXCARBAZEPINE; 600MG 

 
FDA Contacts:                T. BOUIE 
 

M. HEIMANN 
 
Project Manager 
 
Team Leader 
 
3017961649 
 
3017961678 
 
 
Overall Recommendation: 

 
ACCEPTABLE 

 
on 10-SEP-2012

 
by M. STOCK 

 
(HFD-320) 

 
3017964753 

 PENDING on 06-JAN-2012 by EES_PROD   
 PENDING on 06-JAN-2012 by EES_PROD   
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Initial Quality Assessment 
Branch I 

Division of New Drug Quality Assessment I 
 
 

OND Division: Division of Neurology Products 
NDA: 202810 

Applicant:  Supernus Pharmaceuticals, Inc. 
Stamp Date:  19-Dec-2011 

PDUFA Date: 19-Oct-2012 
Trademark: TBD 

Established Name: Oxcarbazepine 
Dosage Form: Extended release tablet 

Route of Administration:  Oral 
Indication: Antiepileptic 

  
CMC Lead: Martha R. Heimann, Ph.D. 

  
 Yes No 

ONDQA Fileability:   
Comments for 74-Day Letter   

  
 

Summary and Critical Issues: 

Summary 

Oxcarbazepine was originally developed by Novartis Pharmaceuticals for treatment of epilepsy.  
It is marketed, under the trade name Trileptal®, as 150 mg, 300 mg and 600 mg immediate-
release tablets (NDA 21-014) and a 60 mg/mL oral suspension (NDA 21-285); generic versions 
of both products are also available. 

Supernus Pharmaceuticals has developed extended release (XR) tablet formulations of 
oxcarbazepine.  In the current NDA, the firm proposes marketing of oxcarbazepine XR tablets 
for adjunctive therapy in the treatment of partial seizures in adults and children 17 years.  
Three strengths are proposed, 150 mg, 300 mg, and 600 mg.  The products are intended for once 
daily treatment versus twice daily dosing for the immediate release products currently available.  
The recommended dose is 1200mg to 2400 mg per day. 

Drug Substance 

The active ingredient, oxcarbazepine (chemical name: 10,11-dihydro-10-oxo-5H-dibenz[b,f]-
azepine-5-carboxamide), is a well characterized, neutral, small molecule with molecular formula 
C15H12N2O2 and molecular weight 252.27.  The bulk drug substance is an off-white to yellow 
crystalline powder that is practically insoluble in water over the pH range 1 to 8.  Oxcarbazepine 
exhibits  have been listed in the literature (US 
Patent 7,183,272). 
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bottles and  blisters.  Additionally, per Agency agreement ( reference preliminary 
meeting responses for Type B pre-NDA meeting held on 23 May 2011), batch release data and a 
stability commitment are provided for a fourth commercial scale batch of 600 mg tablets 
manufactured using a different tablet press.  A 36 month expiry is proposed. 

Critical issues for review 

Drug Substance:  

No critical issues can be identified based on information provided in the NDA.  However, as 
noted above, the applicant will asked to acknowledge USP compendial methods as regulatory 
methods and to provide justification for use of alternate methods. 

Drug Product: 

No critical issues were identified during the initial assessment.  However, the rationale for 
varying the relative proportions of  microcrystalline cellulose and hypromellose in the 
tablet  changes should be examined. 

Additional issues 

Administrative:  The firm has submitted a claim for categorical exclusion under 25.31(b) which 
states that use of this product will not cause the concentration of oxcarbazepine to be one part per 
billion (1 ppb) or greater at the point of entry into the aquatic environment. 

Establishment Evaluation:  A complete list of manufacturers is appended to the signed copy of 
the 356h.  Manufacturing and testing sites requiring compliance evaluation were entered into 
EES on 06-Jan-2012. 

Labeling/Established Name:  The active ingredient, oxcarbazepine, is a neutral molecule.  
Therefore, there is no issue of consistency between the established name (oxcarbazepine 
extended release tablets) and the labeled potency. 

Comments for 74-Day Letter/Fileability Issues 

With respect to the drug substance specification we note inconsistencies with the current USP 
requirements for Oxcarbazepine.  You propose use of an HPLC assay method that differs from 
the USP assay method.  Additionally, the USP monograph requires  

  Please acknowledge the USP methods as regulatory methods 
and provide justification for use of the proposed alternative methods. 

Review, Comments and Recommendation:  

It is recommended that the application be filed. It is recommended that a single CMC reviewer 
be assigned as the drug substance is not a new molecular entity and the drug product design (i.e., 
eroding matrix tablet) is not novel.  The product is an extended-release tablet; therefore, a 
Biopharmaceutics review will be needed.  Due to the simplicity of the product and 
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manufacturing process this application is not recommended for an office-level or division level 
regulatory briefing. 

 
 Martha R. Heimann, Ph.D.                           
 CMC Lead      Date 
 
 Ramesh Sood, Ph.D.                        
 Branch Chief      Date 
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