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CMC recommends that NDA application 203-993 be approved. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

 
  

 
DATE: 11/07/2012 

 
TO:  Su-Lin Sun, CDER/OND/ODEI/DNP 

 
FROM: Steven P. Donald, CDER/OPS/NDMS 
 
THROUGH: Bryan Riley, CDER/OPS/NDMS 

 
 

SUBJECT: NDA 203993 Onfi (clobazam) Oral Suspension proposed labeling change 
 

 
The sponsor of NDA 203993 Onfi (clobazam) oral suspension has proposed a labeling change that 
may affect the stability of the drug product in the opened container.  New language in the product 
insert includes “use up to 90 days” once the bottle has been opened, which is an increase from  

 Product Quality Microbiology suggested the applicant provide stability data in a modified 
antimicrobial effectiveness test to support the increase in shelf life of the opened bottle as the current 
data from this test only support a 28 day open bottle shelf life.  The sponsor responded with 
justification for the increased time and provided a stability study which assesses preservative levels 
over a period of 90 days in an opened bottle.  Samples taken during this extended time met the 
acceptance criteria of 90% – 100% preservative level. This study was followed by antimicrobial 
effectiveness testing from the same opened bottle, according to USP<51>, with acceptable results 
over the 28 day period.  The studies can be found in 3.2.P.2.6 in the 7/12/2012 submission to the 
application.  This microbiology reviewer agrees with the sponsor’s justification and does not object 
to the proposed change in product labeling to increase the shelf life of the opened bottle to 90 days.   
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Initial Quality Assessment 
Branch I 

Division of New Drug Quality Assessment I 
 
 

OND Division: Division of Neurology Products 
NDA: 203-993 

Applicant:  Lundbeck, Inc. 
Stamp Date:  28-Feb-2012 

PDUFA Date: 28-Dec-2012 
Trademark: Onfi® 

Established Name: Clobazam 
Dosage Form: Suspension 

Route of Administration:  Oral 
Indication: Treatment of Lennox-Gastault syndrome 

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

  
 Yes No 

ONDQA Fileability:   
Comments for 74-Day Letter   

  
 

Summary and Critical Issues: 

Summary 

Clobazam is a 1,5–benzodiazepine with sedative, anxiolytic, muscle relaxant, and anticonvulsant 
properties.  It is marketed in most of the world by Sanofi-aventis for the treatment of anxiety and 
epilepsy, but until recently it was not approved in the U.S.  Onfi® (clobazam) Tablets were 
approved under NDA 202-067 on 21-Oct-2011 and are marketed by Lundbeck. 

The current NDA provides for a 2.5 mg/mL oral suspension formulation of clobazam.  The 
product is stated to be bioequivalent to the approved tablets; therefore, no clinical efficacy 
studies were performed.  The product is intended for use in the adjunctive treatment of seizures 
associated with Lennox-Gastaut syndrome (LGS) in patients ≥ 2 years of age.  The 
recommended target doses are between 10 mg/day and 40 mg/day depending on age and body 
weight. 

Drug Substance 

CMC information for the drug substance is incorporated by cross-reference to Lundbeck’s 
approved NDA 202-067 for Onfi® (clobazam) Tablets. 
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been assigned as the CMC and Biopharmaceutics reviewer. The drug substance is not a new 
molecular entity; therefore, a Division-level regulatory briefing is not indicated. 

 

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

 Ramesh Sood, Ph.D.                        
 Branch Chief      Date 
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