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Aptiom®
(eslicarbazepine acetate) Tablets
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Summary Basis for Recommended Action
From Chemistry, Manufacturing, and Controls

Applicant: Sunovion Pharmaceuticals, Inc.
84 Waterford Drive
Marlborough, MA 01752-7010

Indication: Eslicarbazepine acetate is a novel voltage-gated sodium channel blocker.
As a third-generation member of the first-line dibenz[b,f]azepine
antiepileptic drugs represented by carbamazepine (first-generation) and
oxcarbazepine (second-generation) it is intended for use as an adjunctive
therapy in the treatment of partial-onset seizures in adults with epilepsy.

Presentation: Eslicarbazepine acetate tablets will be available as immediate release in
200 mg, 400 mg, 600 mg, and 800 mg strengths. All tablets are white, the 
400 mg is round with no groove or score line, the 200 mg, 600 mg, and 
800 mg are oblong with a groove on one side. The 200 mg tablet is 
embossed ESL 200 on one side, the 400 mg tablet is embossed ESL 400 
on one side, the 600 mg is embossed ESL 600 on one side and the 800 mg 
is embossed ESL 800 on one side. The tablets come in white opaque 
HDPE bottles with  caps and induction seal (200 mg: 30-
count/45 cc, 60-count 30 cc bottle; 400 mg: 30-count/30 cc; 600 mg: 60-
count/75 cc and 90-count/160 cc; 800 mg: 30-count/75 cc and 90-
count/160 cc) or aluminum blister packaging (400 mg, 600 mg, and 
800 mg: 7-count; and a starter pack containing a 7-count 400 mg with 7-
count 800 mg).

EER Status: Acceptable, 1-Aug-2013

Consults: Methods Validation – Revalidation by Agency was not requested.
EA – Categorical exclusion granted under 21 CFR §25.31(c).
Pharm Tox – Acceptable, 6-Sep-2013 – C. Toscano
Biopharmaceuticals – Acceptable, 17-Oct-2013 – E. Chikhale

Post-Approval Agreements: None

Reference ID: 3393606

(b) (4)

(b) (4)





All associated Drug Master Files are acceptable or the pertinent information has been
adequately provided in the application.

The analytical methods used in the testing procedures (release, stability and in-process)
are well known and widely used by the pharmaceutical industry, and the validation
reports contained in the application were reviewed to verify this, so further validation by
Agency laboratories is not requested.

Overall Conclusion: Approval from the CMC perspective is recommended.

Ali Al-Hakim
Acting Division Director, DPA I/ONDQA

Reference ID: 3393606
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The Chemistry Review for NDA 22416

The Executive Summary

I.  Recommendations

A. Recommendation and Conclusion on Approvability

The application is adequate from the chemistry, manufacturing and controls (CMC) perspective, 
and the manufacturing sites have received an overall acceptable rating from the CDER Office of 
Compliance (CDER-OC) as reported in the Establishment Evaluation System (EES).  The 
previous review did not recommend approval because the 200 mg strength tablet did not qualify 
for a biowaiver , rendering its dissolution profile non-
similar to the appropriate comparator.  However, since then, the biopharmaceutics review team 
(Dr. Elsbeth Chikhale and Dr. Angelica Dorantes) found data in the application that supported 
the bioequivalence of a previously used 200 mg tablet in clinical studies, not the same 
formulation proposed for marketing, but similar,  and was shown to 
be bioequivalent with formulations relevant to the proposed marketing formulation.  So a 
biowaiver was granted, providing that the applicant updated the dissolution specification for the 
200 mg strength, to a single point Q =  at 15 minutes, to account for  

  The new specification in captured below in this revision of the 
CMC review.

If this application is approved, the following should be communicated to the applicant in the 
approval letter:

 Based on the available stability data, a 24-month expiration date is assigned to the 200 mg 
strength tablets and a 48-month expiration date is assigned to all configurations of the other 
three strengths.  Drug product should be stored at 25°C (77°F); with temperature excursions 
in the range of 15°C  to 30°C  (59°F to 86°F) permitted.

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or 
Risk Management Steps, if Approvable 

None.

II.  Summary of Chemistry Assessments 

A.  Description of the Drug Product(s) and Drug Substance(s)

Eslicarbazepine acetate [(S)-10-acetoxy-10,11-dihydro-5H-dibenz[b,f]azepine-5-carboxamide, 
ESL, BIA 2-093, SEP-0002093] is a novel voltage-gated sodium channel blocker.  It can be 
considered a member of a third generation in an established family of dibenz[b,f]azepine 
antiepileptic drugs represented by carbamazepine (first-generation) and oxcarbazepine (second-

Reference ID: 3393315

(b) (4)

(b) (4)

(b) (4) (b) (4)
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 600 mg strength
o 60-count bottles (oblong, 75 cc bottle / 33 mm cap)
o 90-count bottles (oblong, 160 cc bottle / 38 mm cap)
o 60-count bottles (round, 85 cc bottle / 33 mm cap)
o 90-count bottles (round, 120 cc bottle / 38 mm cap)
o 7-count blisters in wallet (sample presentation)

 800 mg strength
o 30-count bottles (oblong, 75 cc bottle / 33 mm cap)
o 90-count bottles (oblong, 160 cc bottle / 38 mm cap)
o 30-count bottles (round, 50 cc bottle / 33 mm cap)
o 90-count bottles (round, 150 cc bottle / 38 mm cap)
o 7-count blisters in wallet (sample presentation)
o 7-count blisters with 7-count 400 mg strength blisters in wallet (starter pack)

Based on stability data, 24-months expiration dating is assigned to the 200 mg strength tablets 
and 48-months expiration dating is assigned to all configurations of the other three strengths.  
Drug product should be stored at 25°C (77°F); with temperature excursions in the range of 15°C  
to 30°C  (59°F to 86°F) permitted.

The drug substance is designed to be rapidly metabolized to eslicarbazepine, the 
pharmacologically active moiety, and it is demonstrated that eslicarbazepine and (R)-
licarbazepine are produced in approximately a .  Systemic exposure to eslicarbazepine 
acetate (the parent drug) is negligible in humans.

C.  Basis for Approvability or Not-Approval Recommendation

The drug substance as manufactured was adequately characterized with respect to chemical 
purity, stereo-chemical purity, stability, impurity profile, physical properties and consistency in 
manufacture.  The manufacturing process for the drug product was adequately studied and 
optimized to produce a controlled and consistent product.  The drug product has adequate 
stability in the to-be-marketed packaging configurations as demonstrated by stability studies.  
This supports an approvability recommendation from the chemistry, manufacturing and controls 
perspective.

Reference ID: 3393315

3 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this page

(b) (4)
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I concur; this NDA is recommended for approval from a CMC perspective.
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STEDESA™  
(eslicarbazepine acetate) Tablets 

NDA 22-416 
 

Summary Basis for Recommended Action 
From Chemistry, Manufacturing, and Controls 

 
 
Applicant:  Sepracor, Inc. 
 84 Waterford Drive 

Marlborough, MA 01752-7010 
   
Indication: Eslicarbazepine acetate is a novel voltage-gated sodium channel blocker.  

As a third-generation member of the first-line dibenz[b,f]azepine 
antiepileptic drugs represented by carbamazepine (first-generation) and 
oxcarbazepine (second-generation) it is intended for use as an adjunctive 
therapy in the treatment of partial-onset seizures in adults with epilepsy. 

 
Presentation: Eslicarbazepine acetate tablets will be available as immediate release in 

400 mg, 600 mg and 800 mg strengths.  All tablets are white, the 400 mg 
is round with no groove or score line, the 600 mg and 800 mg are oblong 
with a groove on one side.  The 400 mg tablet is embossed ESL 400 on 
one side, the 600 mg is embossed ESL 600 on one side and the 800 mg is 
embossed ESL 800 on one side.  The tablets come in white opaque HDPE 
bottles with caps and induction seal (400 mg:  30-count/30 
cc; 600 mg:  60-count/85 cc and 90-count/120 cc; 800 mg:  30-count/50 cc 
and 90-count/150 cc) or aluminum/aluminum blister packaging (400 mg:  
7-count; 600 mg and 800 mg:  , or aluminum blister 
packaging (400 mg:  7-count; 600 mg and 800 mg:  ). 

 
EER Status: Acceptable, 30-Sep-2009 – E. Johnson 
 
Consults: Methods Validation – Revalidation by Agency was not requested. 

EA – Categorical exclusion granted under 21 CFR §25.31(c). 
Pharm Tox – Acceptable, 25-Aug-2009 – C. Toscano 

 
Post-Approval Agreements:  None  
 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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The drug product specification includes analysis for appearance, average weight, 
uniformity of dosage, thickness, hardness, friability,  dissolution, 
identification (HPLC retention time and UV spectrum by HPLC with a diode-array 
detector), assay (HPLC), analysis for degradation products (HPLC), and total viable 
aerobic count (bacteria and fungi) and the absence of E. coli. 
 
An expiration dating period of 24 months is supported by stability data and assigned for 
all of the drug product packaging configurations. 
 
It is recommended that the applicant change the labeling on the carton and container 
labels to show the established name as  eslicarbazepine acetate in parentheses so that the 
tradename will be clearly linked to this as opposed to  
 
 
Conclusion: Drug product is satisfactory, pending resolution of labeling.   
 
Additional Items: 
 
All associated Drug Master Files are acceptable or the pertinent information has been 
adequately provided in the application. 
 
The analytical methods used in the testing procedures (release, stability and in-process) 
are well known and widely used by the pharmaceutical industry, and the validation 
reports contained in the application were reviewed to verify this, so further validation by 
Agency laboratories is not requested. 

 
Overall Conclusion: Approval from the CMC perspective is recommended. However, 
the applicant should be requested to modify labeling to include the established name in 
parentheses. 
 
 
 
 
Christine M. V. Moore, Ph.D. 
Acting Director, DPA I/ONDQA 

(b) (4)

(b) (4)
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Initial Quality Assessment 
Branch I 

Pre-Marketing Assessment Division I 
 

OND Division: Division of Neurology Products 
NDA: 22-416 

Applicant:  Sepracor, Inc 
Stamp Date:  30-Mar-2009 

PDUFA Date: 30-Jan-2010 
Trademark: Stedesa (proposed) 

Established Name: eslicarbazepine acetate (Eslicarbazepine is INN.) 
Dosage Form: Tablets 

Route of Administration:  Oral 
Indication: Epilepsy 

  
PAL: Martha R. Heimann, Ph.D. 

  
 Yes No 

ONDQA Fileability:   
Comments for 74-Day Letter    

  

Summary and Critical Issues: 
Summary 

Eslicarbazepine acetate (SEP-0002093 or Bia 2-093) is a new molecular entity originally 
developed by a Portuguese firm, Bial Portela & Ca S.A. (Bial) for treatment of epilepsy.  
Sepracor acquired the rights to eslicarbazepine acetate in 2008.  In the current NDA, the 
applicant proposes marketing of immediate release tablets containing 400 mg, 600 mg and 
800 mg of eslicarbazepine acetate. 

Eslicarbazepine acetate is a prodrug that is rapidly and extensively metabolized to the 
pharmacologically active moiety, eslicarbazepine, and its enantiomer, (R)-licarbazepine,  

  Eslicarbazepine is a third-generation, single-enantiomer member of the family of 
dibenz[b,f]azepine antiepileptic drugs (AEDs) represented by carbamazepine (first-generation) 
and oxcarbazepine (second-generation).  It behaves as a voltage-gated sodium channel (VGSC) 
blocker that competitively interacts with site 2 of the inactivated state of the channel, preventing 
its return to the active state and inhibiting repetitive neuronal firing.   

Drug Substance 

The active ingredient, eslicarbazepine acetate, is a small molecule with molecular formula 
C17H16N2O3 and molecular weight 296.32.  The chemical name is (S)-10-acetoxy-10,11-dihydro-
5H-dibenz[b,f]azepine-5-carboxamide.  There is a single chiral center at the C-10 position with 
S-configuration. 

(b) (4)
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the name “eslicarbazepine acetate tablets” is consistent with labeled potency.  The name 
“eslicarbazepine acetate”, however, does not appear to have been adopted by the USAN Council.  
The applicant will be asked to address this issue. 

Comments for 74-Day Letter 

• With respect to product labeling and nomenclature, clarify whether the name 
eslicarbazepine acetate has been submitted to, and accepted by, the United Stated 
Adopted Names (USAN) Council.  If not, you will need to apply for designation of 
eslicarbazepine acetate as the USAN.  

• To assist in our review, please provide copies of the drug product stability data tables in 
Adobe (pdf) or Microsoft Excel (xls) format. 

Review, Comments and Recommendation:  

The NDA is fileable from a CMC perspective.  The drug substance is a new molecular entity.  
The dosage form, however, is a conventional immediate release tablet and there are no QbD 
aspects to the application.  Assignment of the NDA to a single reviewer is recommended.   

 

Martha R. Heimann, Ph.D.  
Pharmaceutical Assessment Lead, DPA 1, ONDQA Date 

Ramesh Sood, Ph.D.  
Branch Chief, DPA 1, ONDQA Date 
 



 
CHEMICAL MANUFACTURING CONTROLS 
FILING CHECKLIST FOR A NEW NDA/BLA 

NDA Numbers: 22-416 Applicant: Sepracor, Inc. Stamp Date: 30-Mar-2009 

Drug Name: eslicarbazepine acetate tablets 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  Updated facility information 
provided 10-Apr-2009. 

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  A claim for categorical exclusion 
was submitted. 

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

X  LoA to cross-reference DMF 22026 
is provided in NDA. 

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

X  Drug product stability data tables are 
provided in SAS xpt format only. 

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

NA   

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 

Martha R. Heimann, Ph.D.  
Pharmaceutical Assessment Lead, DPA 1, ONDQA Date 

Ramesh Sood, Ph.D.  
Branch Chief, DPA 1, ONDQA Date 
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Manufacturing Facilities for Stedesa (eslicarbazepine acetate) Tablets 

 
 
Drug Substance 
 

Establishment Address Contact Information Establishment 
Registration No. 

Responsibility 

(b) (4)
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Attachment 1 

 
Manufacturing Facilities for Stedesa (eslicarbazepine acetate) Tablets 

 
 
Drug Substance 
 

Establishment Address Contact Information Establishment 
Registration No. 

Responsibility 

Bial – Portela & Cª, 
S.A. 

 

À Av. da Siderurgia 
Nacional 

4745-457 S. Mamede 
do 

Coronado 
Portugal 

Luis Sintra  
 

Telephone 
+351 22 986 6100  

 
Email: 

luis.sintra 
@bial.com 

Requested Stability testing 

 
 
Drug Product 
 
Establishment 

Address 
Contact Information Establishment 

Registration No. 
Responsibility 

 

(b) (4)

(b) (4)
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