
 
 

CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

205122Orig1s000 
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To:  Memo-to-File

From:  Charles Jewell, Ph.D. - CMC reviewer for NDA 205122 and Olen Stephens, Ph.D 
- CMC Branch 1 Branch Chief

Subject:  NDA 205122 (Topiramate Extended Release Capsules)- Recommendation For 
Approval From a CMC Perspective

Date:  15-Jan-2014

Our initial review (filed 07-Jan-2014) indicated a recommendation for approval pending 
the finalization of the decision from Biopharmaceutics with respect to the suitability of 
the biopharmaceutical data presented in NDA 205122 as amended with response to 
directed information requests.  This decision is finalized and filed by Biopharmaceutics 
reviewers Sandra Suarez Sharp, Ph.D./ Angelica Dorantes, Ph.D on 15-Jan-2014. 

Based on their approval recommendation, the overall recommendation from the 
chemistry, manufacturing and controls perspective is approval. No additional comments 
need to be communicated to the applicant.
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Initial Quality Assessment 
Branch 1 

Division of New Drug Quality Assessment 1 
 
 

OND Division: Division of Neurology Products 
NDA: 205122 

Applicant:  Upsher-Smith Laboratories 
Stamp Date:  11-Feb-2013 

PDUFA Date: 11-Dec-2013 
Trademark:  is proposed 

Established Name: Topiramate 
Dosage Form: Extended release capsule 

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 

Topiramate was originally developed by Ortho McNeil/Janssen Pharmaceuticals (Ortho) for 
treatment of epilepsy.  The innovator product, Topamax® (topiramate) Tablets was approved 
under NDA 20-505 in 1996.  Currently Ortho markets Topamax® Tablets 25 mg, 50 mg, 100 mg, 
and 200 mg for treatment of epilepsy and prophylaxis of migraine.  Ortho also markets 
Topamax® (topiramate) Sprinkle Capsules 15 mg and 25 mg for treatment of epilepsy.   

Upsher-Smith Laboratories (USL) has developed an extended release (XR) capsule formulation 
of topiramate.  In this 505(b)(2) NDA, the firm proposes marketing topiramate XR capsules for: 
monotherapy in patients 10 years of age and older with partial onset seizures or primary 
generalized tonic-clonic seizures; adjunctive therapy adults and pediatric patients (2 to 16 years 
of age) with partial onset seizures or primary generalized tonic-clonic seizures; and adjunctive 
therapy in patients 10 years of age and older with seizures associated with Lennox Gastaut 
syndrome.  The firm is not seeking an indication for migraine prophylaxis. 

Drug Substance 

The active ingredient, topiramate (chemical name: 2,3:4,5-Di-O-isopropylidene-β-D- 
fructopyranose sulfamate), is a well characterized small molecule with molecular formula 
C12H21NO8S and molecular weight 339.4.   
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The chemical structure of topiramate is: 

 

The bulk drug substance is manufactured by  under DMF  which is 
cross-referenced for CMC information.  The DMF was reviewed previously, and found adequate 
(Qiuxia Wang, 05-Apr-2012).  The DMF however, has been updated since the last review. 

Limited manufacturing information is provided in the NDA itself.  A brief outline of the drug 
substance manufacturing process is provided in Module 3.2.S.2.2 and reproduced below. 
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Acceptability of the USL255-α-MJ capsule batches as primary stability batches should be 
determined by the reviewer. 

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 the drug substance active 
moiety to be one part per billion (1 ppb) or greater at the point of entry into the aquatic 
environment. 

Establishment Evaluation:  The manufacturing facilities identified in the application were 
entered into EES on 14-Mar-2013. 

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

Comments for 74-Day Letter 

No 74-Day comments were identified.  The following comments may be considered by the 
reviewer for inclusion in the ‘mid-cycle’ information request.  

1) With regard to manufacture of the product, you indicate in Module 3.2.P.3.3 that 
encapsulation batch size is variable depending on the bead batch size and commercial batch 
size need.  Revise the batch formula and manufacturing process description to include 
discrete batch sizes for encapsulation . 

2) In accordance with CFR 314.50 d(1)(ii)(c) a complete description of the commercial scale 
drug product manufacturing processes is required and should include all process parameters. 
Therefore, include a master batch record and/or a detailed manufacturing process description 
in section P.3.3 of the application. The Agency recognizes that changes to non-critical 
process parameters can usually be managed under the firm’s quality system without the need 
for regulatory review and approval prior to implementation. However, notification of 
changes including changes to process parameters should be provided in accordance with 
21CFR 314.70. 

3) With regard to the drug product specification, in Module 3.2.P.5.1 you designate acceptance 
criteria for Identification (HPLC and IR), Uniformity of Dosage Units, and  
as release specifications.  It is understood that the intent is to differentiate tests that are 
normally only performed at product release from stability indicating tests.  Confirm that the 
products, if tested, will conform to all listed tests and acceptance criteria throughout shelf life. 

4) Given the presentation of stability batch information in Modules 3.2.8.1 and 3.2.P.8.3, it is 
unclear which encapsulation and packaging were derived from each coated bead 
batch.  Provide summary information that correlates each coated bead batch to the resultant 
stability batches.  We recommend that this information be provided in a tabular format such 
as shown below. 
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USL255-α-MJ Stability Batch Summary 

Coated Bead 
Batch Number 

Capsule 
Strength 

Encapsulation Batch 
Number (Batch Size) Bottle Fill Packaged Batch 

Number 

Data 
Available 
(Months) 

Storage 
condition 

30-count 12345 
90-count 12346 25 mg 00001  

90-count 12347 

24 
12 
6 

25 °C/60% RH 
30 °C/65% RH 
40 °C/75% RH 

30-count 12348 
90-count 12349 50 mg 00002  

90-count 12350 

24 
12 
6 

25 °C/60% RH 
30 °C/65% RH 
40 °C/75% RH 

30-count 12351 
90-count 12352 

X0001 

100 mg 00003  

90-count 12353 

24 
12 
6 

25 °C/60% RH 
30 °C/65% RH 
40 °C/75% RH 

 

5) The post approval stability commitment provided in Module 3.2.P.8.2 is not acceptable.  As 
registration stability batches of the different strengths were manufactured by encapsulating 
and packaging of the coated bead batches, we do not consider them to be 
commercial scale batches.  Therefore, revise the protocol to provide for long-term and 
accelerated stability data for capsule batches manufactured and packaged at full commercial 
scale.  The post approval commitment should include a sufficient number of batches from 
each manufacturing site to allow for confirmation of the tentative expiration dating period 
assigned during NDA review. 

Review, Comments and Recommendation:  

The NDA is considered fileable from a CMC perspective.   

The drug substance is not a new molecular entity and the drug product design (i.e., bead in 
capsule) is not novel.  The product is an extended-release formulation and the sponsor requests a 
biowaiver for the lower strengths.  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.   
 CMC Lead 
 
 Ramesh Sood, Ph.D.    
 Branch Chief 
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7. 

Are drug substance manufacturing 
sites identified on FDA Form 356h 
or associated continuation sheet?  
For each site, does the application 
list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if 

previously registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site 
contact person.  

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

X   

8. 

Are drug product manufacturing sites 
identified on FDA Form 356h or 
associated continuation sheet?  For 
each site, does the application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if 

previously registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site 
contact person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

X   

9. 

Are additional manufacturing, 
packaging and control/testing 
laboratory sites identified on FDA 
Form 356h or associated 
continuation sheet. For each site, 
does the application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if 

previously registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site 
contact person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

X   
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