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Chemistry Review Data Sheet 
 

1.  NDA 204078 

2.  REVIEW #:1 

3.  REVIEW DATE:  April 26, 2013 

4.  REVIEWER: Arthur B. Shaw, Ph.D. 

5.  PREVIOUS DOCUMENTS: None 

6.  SUBMISSION(S) BEING REVIEWED: 
Document Document Date Comment 
Original 2012-07-31  
Micro IR 2012-8-28 Not in DARRTS.  Request for Process Validation 
Amendment 2012-09-13 Response to micro IR 
Filing review CMC 2012-09-28 Fileable 
Filing review Micro 2012-09-17 Fileable 
Filing Issues Letter 2012-10-12 Fileable Micro issues identified 
Amendment 2012-11-15 Response to filing issues letter 
Micro IR  2012-11-30 Not in DARRTS.  Additional Micro requests 
Amendment 2012-12-28 Response to 11/30 micro IR 
Micro IR 2013-01-08 Additional micro issues 
CMC IR 2013-01-13 Numerous issues 
Micro amendment 2013-01-18 Response  to 01/08 IR 
Micro review 2013-01-25 Recommend Approval 
CMC Amendment 2013-02-07 Response to 1/13 IR letter 
CMC Amendment 2013-02-13 Update Stability  
Labeling amendment 2013-02-13  
CMC IR 2013-02-15 Revise P.5 to include spec for leachables 
CMC Amendment 2013-02-21 Response to 2/15 IR letter 

CMC IR 2013-02-27  E-mail not in DARRTS  Request proof of structure of 
leachable. 

CMC IR 2013-02-28 E-mail not in DARRTS 

CMC IR 2013-03-04 
Request amendment for DMF  
Request info for large peak in test for related 
substances 

CMC Amendment 2013-03-07 Response to 2/27 and 2/28 IR emails 
CMC IR 2013-03-13 Numerous issues 
CMC Amendment 2013-03-18 Response to 3/04 IR letter 
Labeling IR 2013-03-26 Request for revised carton and container labels 
Labeling Amendment 2013-04-01 Revised carton and container labels 
CMC Amendment 2013-04-10 Response to 3/13 IR letter 
CMC Amendment 2013-04-22 Remaining response to 2013-01-13 

 
7. NAME & ADDRESS OF APPLICANT: 
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17.  RELATED/SUPPORTING DOCUMENTS:  

A. DMFs: 
DMF # TYPE HOLDER ITEM REFERENCED STATUS DATE 

REVIEW 
COMPLETED 

Neostigmine 
methylsulfate 

Adequate 12/21/2012 

Adequate 04/01/2013 

No review per MAPP 5015.5 
USP statement in P.7 

B. Other Documents: None 

18.  STATUS: 
CONSULTS/ 

CMC RELATED 
REVIEWS 

RECOMMENDATION DATE REVIEWER 

EES Acceptable 1/31/2013  
EA Categorical Exclusion granted   
Microbiology Adequate 1/25/2013 E. Pfeiler 
Statistics Not needed   
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Review Cover Sheet 
 

 
1. NEW DRUG APPLICATION NUMBER:204-078 

 
2. SUBMISSION TYPE :Original 
 
3. SUBMISSION NUMBER:000 
 
4. PRODUCT PROPERTIES:      

 
Trade or Proprietary 
Name:  

 

Established or Non-
Proprietary Name 
(USAN): 

Neostigmine methyl sulfate  

Dosage Form: Injection 

 
5. NAME & ADDRESS OF APPLICANT: 

 
Name: Eclat Pharmaceuticals 

Address: 699 Trade Center Bild, Suite A, Chesterfield, MO 63005 

Representative: Lauren H. Wind, Senior Consultant, The Weinberg Group  

 
6. SUBMISSION PROPERTIES: 

 
Review Priority : Standard 

Classification (Code): 2S 

Property (Legal Basis): 505 (b) 2 

Responsible 
Organization: 

OND 
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4. ROUTE OF ADMINISTRATION:Intravenous Injection 
 
 
5. STRENGTH/POTENCY:1 mg/mL ; 0.5 mg/mL  
 
 
6. Rx/OTC DISPENSED:     Rx         OTC 
 
 
7. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM): 

    
Is this a SPOTS product?  Yes     No       Not evaluated at time of IQA. 
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Summary and Regulatory History: 
 
The application is submitted as a 505(b)(2), based on the approved NDA 00-654, 
Prostigmine (neostigmine bromide) ophthalmic solution, held by Roche and later 
discontinued.  
NDA 00-654 was approved in 1939.  The Original submission was DESI designated.  
This file obtained from the document room labeled as ‘Historical Document’ contains 
correspondence from 1939 up to July 23, 1971.   This file contains document which 
references the following NDAs with prostigmine in combination with other drug 
moieties.  NDA 02-574 (Prostigmine & Morphine hypodermic tablets for solution and 
injection, NDA 02-575 (Prostigmine & Pantopan mixed alkaloids of Opium) 
hypodermic tablets for solution and injection,  

, NDA 02-449 (Prostigmine & Atropine ) ampoule for injection.  All these 
products appear to have been withdrawn from the market.  The structure of the drug 
substance presented in this historical file is the same as that of the API of this new NDA.  
This drug product appears to have been in the market since the nineteen seventies.  
Based on its regulatory history, the API in this NDA is not a New Molecular Entity. 
 
This is a marketed unapproved product, by APP and is formulated with  
phenol, sodium acetate, , sodium hydroxide, water for injection 
and  in 10 mL vials in two strengths (0.5 mg/mL and 1.0 mg/mL). The 
applicant has not requested for a waiver of in vivo bioequivalence and does not 
apply to this NDA. The applicant refers to published litereature for human Pk 
data and the Office of Clinical Pharmacology will evaluate this information for 
its acceptability. 
The proposed drug product will be marketed  

  
 
Currently,  
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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. 

  Not Applicable 

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) 
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