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Have all DMF References been Identified?      YES   .   

 
DMF 
Number 

Holder Description LOA 
Included 

Status 

1-Jul-2008 Active (2006) 

20-Jan-2012 Active (1978) 

22-Sep-2011 Active (2007) 

17-Oct-2-11 Active (1998) 

19-Sep-2011 Active (1981) 

2-Sep-2011 Active (2001) 

* 
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(b) (4)



NDA: 204-781     Applicant: Guerbet, LLC      Drug: DOTAREM® Inj.                page 3 
 

 
 

Establishment Inspection Request  –  Sites Identified in the NDA  
 

Registration No.  
DUNES No.  

Name and Address Manufacturing Function Status 

Ready for 
Inspection 

Ready for 
Inspection 

Ready for 
Inspection 

Ready for 
Inspection 

 
1  Contact:
                 
                 
                 
 
2  Contact:
                 
                 
                 
3  Contact:
                 
                 
 
4  Contact:
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                                        Initial Quality Assessment (IQA) 
                                                    For                                                     
          Division of New Drug Quality Assessment III, Branch VII  
                        Office of New Drug Quality Assessment 
  
OND Division: DMIP 
NDA: 204-781 
Applicant: Guerbet LLC, 1185 West 2nd Street, Bloomington, IN 47403 
Stamp Date: 9/20/2012 
PDUFA: March 20, 2013 
Trademark: DOTAREM 
Established: Gadoterate Meglumine Injection 
Dosage Form: Sterile solution 
Route of Administration: IV 
Indication: Magnetic resonance imaging (MRI) in brain, spine and associated tissues in 
adults and pediatric patients.  
Chemical Type: NME (Type 1) – see review page 4 of this IQA for explanation 
 
CMC Lead:  Eldon E. Leutzinger, Ph.D., Branch VII 
 
ONDQA Fileability                          YES             NO 
Will leave this be a joint decision by the CMC review team, but tentatively yes. 
 
Comments for 74-Day Letter  (there will be comments for the filing letter) 
If filed, will leave this to the primary reviewer, but have provided a preliminary 
assessment. 
 
Summary and Critical Issues: 
A. Summary 
 
The Drug Product (DOTAREM) is a 0.5 mol/L aqueous solution of gadoterate 
meglumine packaged in (1) single-dose clear glass vials, (2) single-dose clear glass pre-
filled syringes and (3) a pharmacy bulk package.   
 
Single-dose glass vials:                  Single-dose glass syringe: 
10 mL in 10 mL vial                       10 mL in 10 mL syringe  
15 mL in 20 mL vial                       15 mL in 20 mL syringe  
20 mL in 20 mL vial                       20 mL in 20 mL syringe  
(vials are individually packaged in a shrink-wrapped package of 10; syringes, including 
the plunger rod, are individually shrink-wrapped in a package of 5) 
 
Pharmacy bulk package: 
100 mL in 100 mL glass vial  
(packaged in as shrink-wrapped package of 6) 
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Below, I am showing a table with the usual elements that are considered for determining 
the filing status of the NDA, based on the key pieces of information (as listed).   
Generally, for the IQA, I do look through the CMC section of the NDA for the applicable 
sections for which there is either enough or absence of enough information (and its 
sufficiency) for the start of a comprehensive review.   This is based on an “initial” 
review, and is not a final decision.   
 
INITIAL ASSESSMENT - FILING: 
(the final decision for filing will be left to the CMC Review Team) 
     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      Stated in a table listing all of 
the establishments 

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

X   

7 Does the section contain controls for the drug 
substance? 

   X   

8 Does the section contain controls for the drug 
product? 

   X   

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

X  But, there is some lack of 
batch data – will be assessed 
by primary reviewer.  Based 
on the good profile of stability 
(largely established in 
Europe), this may not rise to 
the level of a filing issue. 

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

X 
 

 
 

 

11 Have draft container labels been provided? X  But, there will be review 
issues. 

12 Has the draft package insert been provided? X   
13 Has an investigational formulations section been 

provided? 
X   

14 Is there a Methods Validation package? X  Part of the analytical section 
15 Is a separate Microbiological section included? X   
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Have all consults been identified and initiated? 

X 
 
 

 
   
 

 

 

 
 
CMC Lead:         Eldon E. Leutzinger, Ph.D.        Date: 10/11/2012 
Division of New Drug Quality Assessment III, Branch VII 
 
Division Director:      Eric Duffy, Ph.D. 
Division of New Drug Quality Assessment III 
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