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OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

Linked to the Application 
24. Comparability Protocol(s)2

25. Other__________________ Applicant claims to be using a “primeless” 
valve, which may have implications regarding 
labeling/patient instructions relative to 
previously approved breath-actuated MDI drug 
products

Quality Considerations
26. Drug Substance Overage The applicant uses a overage of the active 

during manufacturing 
27. Formulation
28. Process
29. Analytical Methods
30.

Design Space

Other

31. Real Time Release Testing (RTRT) 
32. Parametric Release in lieu of Sterility Testing N/A
33. Alternative Microbiological Test Methods Microbiology team will address this
34. Process Analytical Technology1 
35. Drug Product
36. Excipients
37.

Non-compendial Analytical 
Procedures and/or 
specifications Microbial Microbiology team will address this

38. Unique analytical methodology1

39. Excipients of Human or Animal Origin 
40. Novel Excipients 
41. Nanomaterials1

42. Hold Times Exceeding 30 Days 
43. Genotoxic Impurities or Structural Alerts

44. Continuous Manufacturing
45. Other unique manufacturing process1

46. Use of Models for Release (IVIVC, dissolution 
models for real time release).

47. New delivery system or dosage form1 The breath-actuated MDI device design is not 
one that has been approved yet

48. Novel BE study designs For clinical pharmacology to address
49. New product design1 See 47 above
50. Other_____________________
1Contact Office of Testing and Research for review team considerations
2Contact Post Marketing Assessment staff for review team considerations

(b) (4)

(b) (4)

(b) (4)

(b) (4)



OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

C. FILING CONSIDERATIONS
Parameter Yes No N/A Comment

GENERAL/ADMINISTRATIVE 
1. Has an environmental assessment report or 

categorical exclusion been provided?
Expected (aquatic) Introduction 
Concentation less than 1 ppb

2. Is the Quality Overall Summary (QOS) organized 
adequately and legible? Is there sufficient 
information in the following sections to conduct a 
review?

Drug Substance
Drug Product
Appendices

o Facilities and Equipment
o Adventitious Agents Safety 

Evaluation
o Novel Excipients

Regional Information
o Executed Batch Records
o Method Validation Package
o Comparability Protocols

No comparability protocols are included; 
no separate method validation package is 
included (may be relevant if reviewer 
decides to ask FDA laboratory to assess 
one or more methods)

FACILITY INFORMATION
3. Are drug substance manufacturing sites, drug 

product manufacturing sites, and additional 
manufacturing, packaging and control/testing 
laboratory sites identified on FDA Form 356h or 
associated continuation sheet?  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? 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)

Four sites listed on 356h;  
DMF 4871 not indicated on 356h, but 
LoA is provided in references section of 
module 1 fot this API manufacturer; Ivax 
Ireland telephone facsimile not provided

4. Is a statement provided that all facilities are ready 
for GMP inspection at the time of submission?
For BLA: 

Is a manufacturing schedule provided?
Is the schedule feasible to conduct an 
inspection within the review cycle?

DRUG SUBSTANCE INFORMATION

(b) (4)





OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

C. FILING CONSIDERATIONS
in clinical to commercial production lots

o Includes complete description of product 
lots and their uses during development

Manufacture 
o If sterile, are sterilization validation studies 

submitted? For aseptic processes, are 
bacterial challenge studies submitted to 
support the proposed filter?

Control of Excipients 
Control of Drug Product 
o Includes production data on drug product 

manufactured in the facility intended to be 
licensed (including pilot facilities) using 
the final production process(es)

o Includes data to demonstrate process 
consistency (i.e. data on process validation 
lots)

o Includes data to demonstrate comparability 
of product to be marketed to that used in 
the clinical trials (when significant changes 
in manufacturing processes or facilities 
have occurred)

o Analytical validation package for release 
test procedures, including dissolution

Reference Standards or Materials 
Container Closure System 
o Include data outlined in container closure 

guidance document
Stability 
o Includes data establishing stability of the 

product through the proposed dating period 
and a stability protocol describing the test 
methods used and time intervals for 
product assessment

APPENDICES 
REGIONAL INFORMATION 

BIOPHARMACEUTICS
8. If the Biopharmaceutics team is responsible for 

reviewing the in vivo BA or BE studies:  
•Does the application contain the complete BA/BE 

data?   
•Are the PK files in the correct format?
• Is an inspection request needed for the BE 

study(ies) and complete clinical site information 
provided?

9. Are there adequate in vitro and/or in vivo data 
supporting the bridging of formulations throughout 
the drug product’s development and/or 
manufacturing changes to the clinical product? 

(b) (4)



OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

C. FILING CONSIDERATIONS
(Note whether the to-be-marketed product is the 
same product used in the pivotal clinical studies)

10. Does the application include a biowaiver request?  
If yes, are supportive data provided as per the type 
of waiver requested under the CFR to support the 
requested waiver?  Note the CFR section cited.

11. For a modified release dosage form, does the 
application include information/data on the in-vitro 
alcohol dose-dumping potential?

12. For an extended release dosage form, is there 
enough information to assess the extended release 
designation claim as per the CFR?

13. Is there a claim or request for BCS I designation?  If 
yes, is there sufficient permeability, solubility, 
stability, and dissolution data?  

REGIONAL INFORMATION AND APPENDICES
14. Are any study reports or published articles in a 

foreign language?  If yes, has the translated version 
been included in the submission for review?

15. Are Executed Batch Records for drug substance (if 
applicable) and drug product available?  

16. Are the following information available in the 
Appendices for Biotech Products [3.2.A]?

facilities and equipment
o manufacturing flow; adjacent areas
o other products in facility
o equipment dedication, preparation, 

sterilization and storage
o procedures and design features to prevent 

contamination and cross-contamination
adventitious agents safety evaluation (viral and 
non-viral) e.g.:
o avoidance and control procedures
o cell line qualification 
o other materials of biological origin
o viral testing of unprocessed bulk
o viral clearance studies
o testing at appropriate stages of production
novel excipients

17. Are the following information available for Biotech 
Products:

Compliance to 21 CFR 610.9: If not using a 
test method or process specified by regulation, 
data are provided to show the alternate is 
equivalent to that specified by regulation.  For 
example:

o LAL instead of rabbit pyrogen
o Mycoplasma

Compliance to 21 CFR 601.2(a):  Identification by 
lot number and submission upon request, of 
sample(s) representative of the product to be 



OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

C. FILING CONSIDERATIONS
marketed with summaries of test results for those 
samples

2 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this page







OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW Attachment 2 – Risk Assessment

Page 13 of 13

Aerodynamic 
Particle Size 
Distribution 
(APSD)

3 3 3 27

Spray Pattern (see 2 3 5 30
(b) (4)

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