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IQA and Filing Review Cover Sheet 
 

1. NEW DRUG APPLICATION NUMBER:  206030 

2. DATES AND GOALS: 

Letter Date:  20-Dec-2013 
Submission Received Date: 23-Dec-2013 
PDUFA Goal Date:  23-Oct-2014 

3. PRODUCT PROPERTIES:  

Trade or Proprietary Name: Carbella is proposed 
Established or Non-Proprietary Name (USAN): Carbamazepine 
Dosage Form: Injection 
Route of Administration Intravenous 
Strength(s) 10 mg/mL  
Rx/OTC Dispensed: Rx 

4. INDICATION:   
Replacement therapy in adults (18 years and older) who are on a stable maintenance oral 
dose of carbamazepine when oral administration is not feasible. 

5. DRUG SUBSTANCE STRUCTURAL FORMULA: 

 

6. NAME OF APPLICANT:  Lundbeck LLC 

7. SUBMISSION PROPERTIES: 

Review Priority Standard 
Submission Classification: 3 
Application Type: 505(b)(2) 
Breakthrough Therapy No 
Responsible Organization: DNP 
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8. CONSULTS: 

CONSULT YES NO COMMENTS/DATE OF REQUEST 
Biometrics  X  
Clinical Pharmacology  X  

Establishment Evaluation 
Request (EER) X  

Submitted 16-Jan-2014.  As of 17-Feb-2014, 
EES indicates acceptable overall 
recommendation. 

Pharmacology/Toxicology  X  
Methods Validation  X  

Environmental Assessment   X 
Categorical exclusion claim provided but will 
need revision to include “extraordinary 
circumstances” statement. 

CDRH  X  
Other  X  
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Overall Filing Conclusions and Recommendations 
 
CMC: 
Is the Product Quality Section of the application fileable from a CMC perspective?  YES 

CMC Filing Issues: N/A 
 

 
Are there potential CMC review issues to be forwarded to the Applicant with the 74-Day 
letter?  Yes 

CMC Comments for 74-Day Letter: 

1) Submit a comprehensive regulatory acceptance specification for carbamazepine (i.e., test 
parameters, analytical procedures, and acceptance criteria) to the NDA.  The specification 
should include adequate tests and analytical procedures to allow verification of each 
parameter reported on the manufacturer's certificate of analysis, regardless of whether the 
test is performed routinely on lot receipt or periodically for vendor requalification.  You 
may incorporate USP compendial methods by reference.  Provide all other analytical 
procedures and supporting method validation data in the application. 

2) You propose intravenous administration of 70% of the corresponding oral carbamazepine 
dose.  As this is a new route of administration, provide justification for any drug substance 
impurity that exceeds the ICH Q3A qualification threshold  

 

3) Provide data regarding the solubility of carbamazepine in aqueous betadex sulfobutyl ether 
sodium solution at reduced temperature (e.g., ).  Additionally, provide refrigeration to 

) temperature cycling results for at least one stability batch. 

4) Provide data to support the physical and chemical compatibility of the product with 
manufacturing equipment, .  

5) Provide data to support the physical and chemical compatibility of the product with the 
labeled diluents, infusion bags and IV tubing. 

6) Revise the process description [Module 3.2.P.3.3] to include labeling and packaging 
procedures.  Provide master batch production records for labeling and packaging. 

7) The proposed acceptance criterion of not more than % for  in the drug 
product exceeds the ICH Q3B qualification threshold (0.2%) corresponding to a maximum 
daily dose equal to 1120 mg (70% of 1600 mg).  Revise the limit for consistency with ICH 
or provide data to support the proposed limit. 
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Biopharmaceutics: 
Is the Product Quality Section of the application fileable from a Biopharmaceutics 
perspective?  YES 

Biopharmaceutics Filing Issues: N/A 
 
Are there potential Biopharmaceutics review issues to be forwarded to the Applicant 
with the 74-Day letter?  NO 

Biopharmaceutics Comments for 74-Day Letter:  N/A 
 

 
Microbiology: 
Is the Product Quality Section of the application fileable from a Microbiology 
perspective?  Yes, per Microbiology filing review (Stephen Langille, 16-Jan-2014). 

Microbiology Filing Issues: N/A 
 

 
 
Summary of Initial Quality Assessment 

Does the submission contain any of the following elements? No 
Nanotechnology QbD Elements PET Other, please explain 

    
 
Is a team review recommended?  Yes 
CMC Reviewer, Microbiology Reviewer 

 
Summary of Critical Issues and Complexities 

CMC Critical Issues and Complexities 

Drug Substance—As, discussed below, reliance on the USP Carbamazepine monograph is 
inadequate. The monograph does not include controls for process solvents and the applicant 
did not provide data to support use of the compendial impurities method to control the 

 impurity.  Acceptability of impurity acceptance criteria should be determined 
in consultation with the nonclinical reviewer. 

Drug Product—As discussed below, the drug product is a sterile, aqueous solution containing 
a highly water insoluble active ingredient.  Thus, robustness of the formulation is a critical 
issue.  There are also concerns with regard to chemical stability and presence of  
as a degradation product. 
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Biopharmaceutics Critical Issues or Complexities 
 
Submission:  
The Applicant is seeking approval of a New Drug Application (NDA) for a 200 mg/20 mL 
carbamazepine (CBZ) injection under section 505(b)(2) of the Federal Food, Drug, and 
Cosmetic Act, referencing NDA 16608 (Tegretol® 200 mg IR tablets)  and NDA 20234 
(Tegretol® 400 mg XR tablets) both marketed by Novartis as the listed drugs. The proposed 
drug product is a parenteral antiepileptic drug formulation intended as replacement therapy in 
adults (18 years and older) who are on a stable maintenance oral dose of carbamazepine when 
oral administration is not feasible.  
 
In support of the proposed IV formulation and the switch from treatment with oral CBZ to IV 
CBZ, the Applicant conducted study OV-1015: A Sequential, Open-Label Study of the 
Pharmacokinetics and Safety of Intravenous Carbamazepine Relative to Oral Carbamazepine 
in Adult Patients with Epilepsy.  This study will be reviewed by the Clinical Pharmacology 
Reviewer. A Biowaiver request is not applicable for this NDA and is not submitted in this 
NDA.   
 
Recommendation: 
This NDA is fileable from the Biopharmaceutics perspective.    
 
This NDA submission does not require further assessment from the ONDQA-
Biopharmaceutics team. Therefore, this filing review concludes the Biopharmaceutics 
involvement for this NDA. 
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CMC FILING REVIEW CHECKLIST 
The following parameters are necessary in order to initiate a full review, i.e., complete enough to 
review but may have deficiencies.  On initial overview of the NDA application for filing: 

A. GENERAL 
 Parameter Yes No Comment 
1.  Is the CMC section organized adequately? X   

2.  Is the CMC section indexed and paginated 
(including all PDF files) adequately? X   

3.  Are all the pages in the CMC section 
legible? X   

4.  
Has all information requested during the 
IND phase, and at the pre-NDA meetings 
been included? 

X  
 

 
B. FACILITIES* 

* If any information regarding the facilities is omitted, this should be addressed ASAP with the 
applicant and can be a potential filing issue or a potential review issue. 

 

 Parameter Yes No Comment 

5.  
Is a single, comprehensive list of all 
involved facilities available in one 
location in the application? 

X   

6.  

For a naturally-derived API only, are the 
facilities responsible for critical 
intermediate or crude API manufacturing, 
or performing upstream steps, specified in 
the application?  If not, has a justification 
been provided for this omission?  This 
question is not applicable for 
synthesized API. 

X   

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  
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 Parameter Yes No Comment 

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  

Clarification of facility responsibilities 
requested.  Additional information provided 
in 13-Jan-2014 amendment. 

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  

 

10.  
Is a statement provided that all facilities 
are ready for GMP inspection at the time 
of submission? 

X  
 

 
C. ENVIRONMENTAL ASSESSMENT 

 Parameter Yes No Comment 

11.  Has an environmental assessment or claim 
of categorical exclusion been provided? X   
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D. DRUG SUBSTANCE/ACTIVE PHARMACEUTICAL INGREDIENT (DS/API) 
 

 Parameter Yes No Comment 

12.  Does the section contain a description of 
the DS manufacturing process? X  Cross-reference to DMF  

13.  
Does the section contain identification and 
controls of critical steps and intermediates 
of the DS? 

X  Cross-reference to DMF  

14.  Does the section contain information 
regarding the characterization of the DS? X  Cross-reference to DMF  

15.  Does the section contain controls for the 
DS? X  

Cross-reference to USP.  As additional 
controls beyond USP monograph are 
needed, the acceptance specification for 
drug substance will be requested from 
applicant. 

16.  Has stability data and analysis been 
provided for the drug substance? X  Cross-reference to DMF  

17.  
Does the application contain Quality by 
Design (QbD) information regarding the 
DS? 

 X  

18.  
Does the application contain Process 
Analytical Technology (PAT) information 
regarding the DS? 

 X  

 
E. DRUG PRODUCT (DP) 

 

 Parameter Yes No Comment 

19.  

Is there a description of manufacturing 
process and methods for DP production 
through finishing, including formulation, 
filling, labeling and packaging? 

X  Provided for f. 

20.  

Does the section contain identification and 
controls of critical steps and intermediates 
of the DP, including analytical procedures 
and method validation reports for assay 
and related substances if applicable? 

X   

21.  Is there a batch production record and a 
proposed master batch record? X  

EBR provided for Batch 915692 
formulation, filling, sterilization, inspection 
and bulk packaging. 
MBR provided for formulation, filling, 
sterilization, inspection and bulk packaging 
operations. 

22.  

Has an investigational formulations 
section been provided?  Is there adequate 
linkage between the investigational 
product and the proposed marketed 
product? 

X  Information is provided.  The adequacy of 
the information is a review issue. 

23.  Have any biowaivers been requested?  X  
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 Parameter Yes No Comment 

24.  
Does the section contain description of to-
be-marketed container/closure system and 
presentations? 

X   

25.  Does the section contain controls of the 
final drug product? X   

26.  
Has stability data and analysis been 
provided to support the requested 
expiration date? 

X  Information is provided.  The adequacy of 
the information is a review issue 

27.  
Does the application contain Quality by 
Design (QbD) information regarding the 
DP? 

 X  

28.  
Does the application contain Process 
Analytical Technology (PAT) information 
regarding the DP? 

 X  

 
F. METHODS VALIDATION (MV) 

 Parameter Yes No Comment 
29.  Is there a methods validation package? X   
 

G. MICROBIOLOGY 
 Parameter Yes No Comment 

30.  
If appropriate, is a separate 
microbiological section included assuring 
sterility of the drug product 

X   

 
H. MASTER FILES (DMF/MAF) 

 Parameter Yes No Comment 

31.  

Is information for critical DMF references 
(i.e., for drug substance and important 
packaging components for non-solid-oral 
drug products) complete?  

X   

 
DMF # TYPE HOLDER ITEM REFERENCED LOA DATE COMMENTS 

II Carbamazepine 11-Sep-2013  
III 03-Sep-2013  

V 12-Nov-2013  
III 11-Oct-2013  

IV 22-Jan-2013  
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I. LABELING 
 Parameter Yes No Comment 

32.  Has the draft package insert been 
provided? X   

33.  Have the immediate container and carton 
labels been provided? X   
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BIOPHARMACEUTIC FILING REVIEW CHECKLIST 
 
The following parameters are usually necessary to initiate a full Biopharmaceutics review (i.e., the NDA is 
complete enough to review but may have deficiencies).  On initial overview of the NDA application for 
filing: 
 

A. BIOPHARMACEUTICS 
 Parameter Yes No Comment 

1.  Does the application contain 
dissolution data?   N/A 

2.  Is the dissolution test part of 
the DP specifications?   N/A 

3.  
Does the application contain 
the dissolution method 
development report? 

  N/A 

4.  
Is there a validation package 
for the analytical method and 
dissolution methodology? 

  N/A 

5.   Does the application include a 
biowaiver request?   

The Applicant has conducted study OV-
1015, which evaluates the relative 
bioavailability and pharmacokinetics of the 
proposed drug in adult epileptic patients.  
This study will be reviewed by the Clinical 
Pharmacology reviewer. 

6.  Does the application include 
data supporting the biowaiver?   N/A 

7. b Does the application include an 
IVIVC model?    

8.  
Is information such as BCS 
classification mentioned, and 
supportive data provided? 
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See appended electronic signature page 
Martha R. Heimann, Ph.D. 
CMC-Lead 
Division of New Drug Quality Assessment I 
Office of New Drug Quality Assessment 
 
See appended electronic signature page 
Elsbeth G. Chikhale, Ph.D. 
Biopharmaceutics Reviewer 
Office of New Drug Quality Assessment 
 
See appended electronic signature page 
Angelica Dorantes, Ph.D. 
Biopharmaceutics Team Leader  
Office of New Drug Quality Assessment 
 
See appended electronic signature page 
Olen Stephens, Ph.D. 
Acting Branch Chief 
Division of New Drug Quality Assessment I 
Office of New Drug Quality Assessment 
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