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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:   November 2, 2011 
 
FROM:   David J. Claffey, Ph.D., ONDQA 
 
SUBJECT:   Final CMC recommendation for  

NDA 202-543, Levetiracetam in Sodium Chloride Injection  
 
 
 
   
At the completion of CMC Review #1 for NDA 202-543 an approval recommendation was made 
pending the receipt of approval recommendation from the microbiological review.  This approval 
recommendation was received from Dr. Vinayak Pawar on 14 OCT 2011.   
 
Further discussions regarding the  and  statements on the container 
labels after completion of CMC Review #1 resulted in the Applicant agreeing to delete these 
statements at next label printing.  Examples of the revised labels are attached to this memo.  
They are acceptable from a CMC perspective.   
 
An approval recommendation can now be made from a CMC perspective.   
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3 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this 
page
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Initial Quality Assessment 
Branch I 

Pre-Marketing Assessment Division I 
 
 

OND Division: Division of Neurology Products 
NDA: 202543 

Applicant:  HQ Pharma 
Stamp Date:  13-Jan-2011 

PDUFA Date: 13-Nov-2011 
Trademark:  

Established Name: Levetiracetam Injection 
Dosage Form: Injection 

Route of Administration:  IV 
Indication: Epilepsy 

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

  
 Yes No 

ONDQA Fileability:   
Comments for 74-Day Letter   

  
 

Summary and Critical Issues: 

Summary 

Levetiracetam is currently marketed by UCB Pharma under the tradename Keppra®.  It is 
approved for use as adjunctive therapy in the treatment of partial onset seizures, treatment of 
myoclonic seizures, and treatment of primary generalized tonic-clinic seizures.  Four dosage 
forms are available, i.e., conventional immediate release tablets (NDA 21-035), oral solution 
(NDA 21-505), injection (NDA 21-872), and extended release tablets (NDA 22-285).  The 
approved parenteral formulation is available as a 5 mL vial containing 100 mg/ mL levetiracetam 
in acetate buffered sodium chloride solution.  Keppra Injection must be diluted in 100 mL of a 
compatible diluent (0.9% Sodium Chloride, Lactated Ringer’s solution, or 5% Dextrose) prior to 
i.v. administration. 

In the current NDA, which is submitted as a 505(b)(2) application referencing NDA 21-872, HQ 
Pharma proposes to market a ready-to-infuse version of levetiracetam injection.  The proposed 
product is a 500 mg/100 mL parenteral solution packaged in a  infusion bag.  The 
product is stated to be equivalent to 5 mL of Keppra Injection diluted in 0.9% saline. 

Drug Substance 

The active ingredient, levetiracetam (chemical name: (S)-(-)-α-2-oxo-1-pyrrolidine acetamide), 
is a well characterized small molecule with molecular formula C8H14N2O2 and molecular weight 
170.21.  The bulk drug substance is described as a white crystalline powder that is very soluble 
in water and freely soluble in chloroform, methanol and ethanol. 

Reference ID: 2901122

(b) (4)
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Comments for 74-Day Letter 

There are no comments for the 74 day letter.  

Review, Comments and Recommendation:  

The NDA is fileable from a CMC perspective.  The product is relatively simple and the drug 
substance DMF has been reviewed and found adequate.  There are no QbD aspects.  Assignment 
of the CMC portion of the NDA to a single reviewer is recommended.  The sponsor has 
requested a biowaiver for the commercial formulation.  Therefore, a Biopharmaceutics review 
will be needed.  Due to the simplicity of the product and manufacturing process this application 
is not recommended for an office-level or division level regulatory briefing. 

 
 Martha R. Heimann, Ph.D.                  2/4/2011         
 CMC Lead      Date 
 
 Ramesh Sood, Ph.D.                2/4/2011        
 Branch Chief      Date 
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CHEMICAL MANUFACTURING CONTROLS 
FILING CHECKLIST FOR A NEW NDA/BLA 

NDA Number: 201-543 Applicant: HQ Pharma, Inc. Stamp Date: 13-Jan-2011 

Drug Name: Levetiracetam Injection NDA Type: Standard 

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  Additional facility information was 
requested and provided by 
applicant 

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  Categorical exclusion requested 

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

X  Cross-reference to DMF  

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? 

N/A   

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? 
N/A  No clinical trials were performed to 

support NDA. 
11 Is information on the Methods Validation included? X   
12 If applicable, is documentation on the sterilization 

process validation included? 
X  Fileability to be determined by 

Microbiology reviewer 
 
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 

Martha R. Heimann, Ph.D. 2/4/2011 
Pharmaceutical Assessment Lead, DNDQA 1, ONDQA Date 

Ramesh Sood, Ph.D. 2/4/2011 
Branch Chief, DNDQA 1, ONDQA Date 
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(b) (4)
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