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Responsible Organization 
(Clinical Division) 

Division of Metabolism and Endocrinology Products 
CMC Lead: Suong (Su) Tran 

8. CONSULTS: 
CONSULT YES NO COMMENTS:  

Biometrics  x  
Clinical Pharmacology  x  
Establishment Evaluation 
Request  (EER) 

x  To be sent by ONDQA-PM 

Pharmacology/Toxicology  x Impurity degradants are below ICH qualification thresholds. 

Methods Validation   To be determined by Primary Reviewer 

Environmental Assessment   x Categorical exclusion request to be reviewed by Primary 
Reviewer 

CDRH  x  

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

 
Is a team review 
recommended? 

Yes - One CMC reviewer and one Biopharmaceutics reviewer are needed 
to review the drug product information of the new NDA. Reference is 
made to the approved NDA 201280 (linagliptin) and the pending NDA 
204629 (empagliflozin) for all CMC information on the drug substances. 

 
Overall Filing Conclusions and Recommendations 

CMC: 
Is the Product Quality Section of the application fileable from a CMC perspective? Yes 
Are there potential CMC review issues to be forwarded to the Applicant with the 74-Day 
letter? No 
 
Biopharmaceutics: See the Biopharmaceutics filing review attached at the end of this IQA. 
Is the Product Quality Section of the application fileable from a Biopharmaceutics 
perspective? Yes 
Are there potential Biopharmaceutics review issues to be forwarded to the Applicant with 
the 74-Day letter? Yes 

1. Provide supportive validation data for the dissolution method (i.e., method robustness, 
etc.) and analytical method (precision, accuracy, linearity, stability, etc.). 

2. Submit SAS Transport files of the pharmacokinetic data from the BE study. The data 
should include AUC0-t, AUC0-inf, Cmax, Tmax, Kel, and T1/2 as shown. Please submit 
the data in the following format: 
 
SUBJ SEQ PER TRT AUCT AUCI CMAX TMAX KE Thalf 

 
 
 
Microbiology:  See Microbiology Filing Review in DARRTS for details and for any potential 
Microbiology review issues. 
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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  

 

 Parameter Yes No Comment 

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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8.  

Are drug product manufacturing sites 
are 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   

 Parameter Yes No Comment 

9.  

Are additional manufacturing, 
packaging and control/testing 
laboratory sites are 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 ASSESMENT 

 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  

Reference is made to the approved NDA 201280 
(linagliptin) and the pending NDA 204629 
(empagliflozin). 

13.  

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

x  

14.  
Does the section contain 
information regarding the 
characterization of the DS? 

x  

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

16.  
Has stability data and analysis 
been provided for the drug 
substance? 

x  

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  

 

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  

22.  

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

x  

23.  Has any biowaiver been 
requested?  x 
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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  

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 

  Not applicable. 

 
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 
III 11-JAN-2013 

III 29-JUL-2010 
III 11-JAN-2013 

III 02-JAN-2013 
III 18-DEC-2012 

 
 
I. LABELING 
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 Parameter Yes No Comment 

32.  Has the draft package insert been 
provided? x   

33.  Have the immediate container 
and carton labels been provided? x   

 
See appended electronic signature page} 
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