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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
    PUBLIC HEALTH SERVICE 
    FOOD AND DRUG ADMINISTRATION 
    CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
DATE:   December 15, 2011 
FROM:  Edwin Jao, Ph.D., Review Chemist, Branch VIII, ONDQA III/ONDQA 
THROUGH:  Prasad Peri, Ph.D., Branch Chief, Branch VIII, ONDQA III /ONDQA 
SUBJECT:  Addendum to CMC Review #1 for NDA 202-832 
TO:   NDA 202-832 
 

In my CMC Review #1, dated 12-9-11, this NDA was recommended for approval 
pending on the final recommendation from the Office of Compliance. 

The Office of Compliance issued an overall acceptable recommendation for this NDA on 
12/15/2011.  

Therefore, this NDA is recommended for approval from the ONDQA perspective. 
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ONDQA Review for 
OND Division of Pulmonary Allergy and Rheumatology Products 

Initial Quality Assessment 
Date:  April 8, 2011   

NDA 202,832 
Product Name:   (sodium chloride) injection 0.9% 
Applicant:  Medefil, Inc. 
“Stamp Date:” March 7, 2011 (date user fee waiver was granted; this starts the clock) 
PDUFA Date:  January 7, 2012  
ONDQA 5 month date:  August 7, 2011 
Proposed Proprietary Name:   
Established Name:  sodium chloride injection 0.9% 
Dosage form and strength: injection, 0.9% 
Indications and Route of Administration: “to dilute or dissolve drugs for intravenous, 
intramuscular, or subcutaneous injection and to maintain patency of” intravenous access 
devices. 
CMC Lead (acting):  Alan C. Schroeder, Ph.D. /DNDQA III/ONDQA 
Filability recommendation: _fileable___ 
Review team recommendation: Single primary reviewer (Dr. Edwin Jao) 
Time goals:  
• Initial Quality Assessment in DFS:  May 7, 2011 
• Filing decision “Day 45”:   April 21, 2011 
• Filing review issues “Day 74”:  May 20, 2011 
• Initial Chemistry Review (DR/IR) letter: by month 5 (August 7, 2011) 
• Mid-cycle meeting “Month 5”:   TBA 
• Wrap Up:  TBA 
• Final Chemistry Review “Month 8” in DFS:  November 7, 2011 
• PDUFA:  January 7, 2012 
CONSULTS/ CMC 
RELATED 
REVIEWS 

COMMENT 

Biopharmaceutics Applicant has requested a biowaiver  -   Akm Khairuzzaman is 
the assigned Biopharmaceutics reviewer 

CDRH May not be needed if only difference in the drug product from 
the approved 510(k) device is in the terminal sterilization; as 
long as that sterilization process doesn’t adversely affect the 
device components and their function.  To be determined by 
reviewer’s discussion with branch chief. 

EA To be assessed by Primary Reviewer 
EES EER was sent to Office of Compliance on April 1, 2011  
DMETS Labeling consult request will be sent as part of DPARP’s 

request. 
Methods Validation Methods validation for non-compendial methods may be 

requested of FDA laboratories if deemed necessary by the 
reviewer after test methods are finalized. 
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24 months and the applicant claims that “There were no indications that the identity, 
strength, quality or purity of the lots was adversely affected.” 
 
Stability data are not reviewed here. 
 
Supporting DMFs: 
 
DMFs   
- 
DMF 

# TYPE HOLDER ITEM REFERENCED 

III 
III 
III 

III 

 

Letters of authorization are provided in Module 1 for the above-listed DMFs. 
 
IND for this drug product:       
There appears to be no real IND for this drug product, however an IND number was 
assigned for a pIND meeting request.  This IND is #   (See comments at the 
beginning of this review.) 
 
Filing Check List (reproduced from filing meeting slides): 
 
 Parameter Yes No Comment 
1 On its face, is the section organized adequately? x   
2 Is the section indexed and paginated adequately? x   
3 On its face, is the section legible? x   
4 Are ALL of the facilities (including contract 

facilities and test laboratories) identified with full 
street addresses and CFNs? 

x   

5 Is a statement provided that all facilities are ready 
for GMP inspection? 

x 
 

 Form 356h contains an 
attached Table listing 
facilities, and each facility is 
indicated to be ready for 
inspection. 

6 Has an environmental assessment report or 
categorical exclusion been provided? 

x  Categorical exclusion 
request in Module 1 

7 Does the section contain controls for the drug 
substance? 

x   

8 Does the section contain controls for the drug 
product? 

x   

9 Have stability data and analysis been provided to 
support the requested expiration date? 

x  stability data have been 
provided but no analysis 

10 Has all information requested during the IND phase, x   

Reference ID: 2934184

(b) (4)

(b) (4) (b) (4)

(b) (4)



IQA of NDA #  Page 16 

and at the pre-NDA meetings been included? 
11 Have draft container labels been provided? x   
12 Has the draft package insert been provided? x   
13 Has an investigational formulations section been 

provided? 
x  minimal information; no 

other formulations are 
described 

14 Is there a Methods Validation package? x   
 
 
Certain review issues which were noted are listed below for consideration by the 
reviewer  
 
The reviewer should check to see that the applicant has a written agreement with  

 to notify the applicant in advance of any changes in the manufacturing process or its 
controls. 
 
It may be noted that extractables and leachables from container closure components of 
the drug product are not discussed.  It is also noted that the stability study does not 
include leachables testing.  Such information and testing should be requested from the 
applicant (see comments for applicant, below). 
 
The reviewer needs to ascertain that the other device components (other than the plunger 
stoppers) are  
 
The reviewer should consider asking for one-time characterization information on 

 of the sterilized product. 
 
The primary stability protocol for the NDA involves both bracketing and matrixing 
approaches combined. All presentations are not represented, but only the 1 mL fill in the 
6 ml barrel, and the 10 ml fill in the 12 ml barrel.  In addition, many tests are only 
performed at annual intervals in the long term stability protocol.  The acceptability of this 
approach should be determined after looking at the stability data provided.  
 
Comments for the applicant (for filing letter): 
 
Specify which tests you perform on receipt of the drug substance, and confirm that you 
periodically perform all tests for which results are accepted on a Certificate of Analysis. 
 
Clarify whether the  of the container closure system of the 
drug substance conforms to USP physicochemical tests and specify its food additive 
status. 
 
Provide the most recent stability results for the drug substance and confirm that stability 
testing by  is continuing.  Provide assurance that the data will be provided to 
you, and that you will submit the data to this application. 
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Provide data pertaining to the extractables of the drug product container closure system, 
and the leachables that may appear in the drug product over its shelf life. 
 
Identify the approved vendors who manufacture the individual components of the syringe 
device, and indicate compositions of the components if any additives are used by the 
manufacturers of the components. 
 
Clarify the attachments to section 3.2.P.5.1 (Material Specifications for each presentation 
of drug product) which are titled “Normal Saline I.V. Flush Syringes…; do these apply 
completely to the proposed Sodium Chloride Injection product?  This also applies to all 
other documents in the NDA which are identified as being for the Normal Saline I.V. 
Flush Syringe. 
 
Modify your drug product specifications to include USP monograph tests for 
identification of sodium and of chloride. 
 
The following comments pertain to the drug product container closure system. 
 

Provide a certificate of analysis for the  used on the plunger stoppers 
and syringe barrel, and provide information on the impurity profile of the  

   
 
Provide specifications for the amounts of  (maximum and minimum) 
used on the plunger stoppers and syringe barrels.   
 
Clarify with data whether any constituents of the secondary container/closure 
components may migrate into the drug product formulation through the primary 
packaging. 

 
Recommendation:  Acceptable for filing. 
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Attachment A:  Nanotechnology product evaluating questions:  
 

1, This review contains new information added to the table below:  ____x___Yes; 
_______No 
Review date:   
2)  Are any nanoscale materials included in this application? (If yes, please proceed to the next 
questions.)  Yes______; No___x___ ;         Maybe (please specify)____________________ 
 
3 a) What nanomaterial is included in the product? (Examples of this are listed as search terms in 
Attachment B.) _______________________________________________________________ 
 
3 b) What is the source of the nanomaterial?   
4)  Is the nanomaterial a reformulation of a previously approved product? 
 
Yes    No  
5)  What is the nanomaterial functionality? 
Carrier_________________; Excipient__________________; Packaging________________ 
API____________________; Other____________________ 
  
6)  Is the nanomaterial soluble (e.g., nanocrystal) or insoluble (e.g., gold nanoparticle) in an 
aqueous environment? 
Soluble __________________; Insoluble___________________  
 
7)  Was particle size or size range of the nanomaterial included in the application?  
Yes_______(Complete 8); No________ (go to 9).  
 
8)  What is the reported particle size?  
Mean particle size___________ ; Size range distribution___________; Other________________ 
 
9)  Please indicate the reason(s) why the particle size or size range was not provided: 
______________________________________________________________________________
______________________________________________________________________________
 
10, What other properties of the nanoparticle were reported in the application (See Attachment 
E)? _______________________________________________________________ 

 
11)  List all methods used to characterize the nanomaterial?_____________________________ 
______________________________________________________________________________
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DEPARTMENT OF HEALTH AND HUMAN 

SERVICES 
PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADMINISTRATION 

 
CMC MICRO & STERILITY ASSURANCE 

REVIEW REQUEST 

 
TO (Division/Office):   New Drug Microbiology Staff 
 
                         E-mail to:  CDER OPS IO MICRO 
                        Paper mail to:  WO Bldg 51, Room 4193 

 
FROM: Swati Patwardhan  301-796-4085 
 
PROJECT MANAGER (if other than sender): 

 
REQUEST DATE 
3/18/2011 
 

 
IND NO. 
 

 
NDA NO.202-832 

 
TYPE OF DOCUMENT-original 

 
DATE OF DOCUMENT 
1/31/2011 ( accepted on 
3/7/2011) 

 
NAMES OF DRUG  
(Sodium Chloride) Injection 
 

 
PRIORITY CONSIDERATION 

 
PDUFA DATE: 1/7/2012 

 
DESIRED COMPLETION DATE: 
11/7/2011 

NAME OF APPLICANT OR SPONSOR: Medefil Inc. 

 
 

GENERAL PROVISIONS IN APPLICATION 
 
 
 

 
                                                                                               
         
 
�     30-DAY SAFETY REVIEW NEEDED 
 
⌧     NDA FILING REVIEW NEEDED BY:  May 6, 
2011  
 
� BUNDLED 
 
�     DOCUMENT IN EDR  
 
 

 
 

 
            �      CBE-0 SUPPLEMENT 

 
            �      CBE-30 SUPPLEMENT 
 
� CHANGE IN DOSAGE, STRENGTH / POTENCY 

□ PA Supplement 
 
        
 

 
COMMENTS / SPECIAL INSTRUCTIONS: 
 
We request a review of the following sections of this NDA for all microbiology related aspects including the drug product 
sterilization process, its validation and release & stability sterility testing (the data are in multiple paper volumes which include 
various attachments). 
  
Section 3.2.P.3. manufacture (multiple subsections, as appropriate in addition to that listed below)                     )  
Section 3.2.P.3.5 Process validation (sections as appropriate in addition to sections listed below) 
Attachment 3.2.P.3.5-1:  Sterilization Process Validation Package 
Section 3.2.P.4.1 specifications for the excipient, Water for Injection, USP 
Attachments 3.2.P.4.2-1, -2 and -3 Results for Water for Injection 
Section 3.2.P.4.3 validation of analytical procedures (including attachment) 
Section 3.2.P.5 control of drug product (subsections as appropriate in addition to those listed below) 
Section 3.2.P.5.1 drug product specifications 
Section 3.2.P.5.2 and subsections as appropriate - analytical procedures (drug product) 
Section 3.2.P5.3 validation of analytical procedures (with appropriate subsections) 
Section 3.2.P.5.4 batch analyses 
Section 3.2.P.7 container closure system (as appropriate, re: sterilization of container closure components) 
Section 3.2.P.8 stability data (drug product) as appropriate 
Section 3.2.R.1.P executed batch records, as appropriate 
 
 
 

 
REVIEW REQUEST DELIVERED BY (Check one): 
 
  ⌧  DARRTS      �  EDR      �  E-MAIL     �  MAIL     �  HAND 

 
SIGNATURE OF REQUESTER: Swati Patwardhan 
 
 
  

DOCUMENTS FOR REVIEW DELIVERED BY (Check one): 
 
      �  EDR      �  E-MAIL     �  MAIL     �  HAND 
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