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Application #: 208845 Established/Proper Name: Zilretta™

Applicant:Flexion Therapeutics, 
Inc. Dosage Form: Extended-Release Injectable Suspension

Submission Type: Strength(s):40 mg

Chemical Type: Cross Referenced Applications:

A. FILING CONCLUSION
Parameter Yes No Comment

1.

DOES THE OFFICE OF 
PHARMACEUTICAL 

QUALITY RECOMMEND 
THE APPLICATION TO BE 

FILED?

x A list of comments included in the 74-day letter is attached 
at the end of this review. 

2.

If the application is not fileable 
from the product quality 
perspective, state the reasons and 
provide filing comments to be 
sent to the Applicant.

Describe filing issues here or on additional sheets

3.

Are there any potential review 
issues to be forwarded to the 
Applicant, not including any 
filing comments stated above?

For Biopharmaceutics data needed, refer to appendix

A. OVERVIEW OF CRITICAL PRODUCT QUALITY REVIEW CONSIDERATIONS

The drug product is a sterile powder for suspension, housed in a 5ml  glass vial. The 
formulation is an extended-release composition comprising a 75:25 microspheres of PGLA: API 

triamcinolone acetonide ). The  powder vial is 
copackaged with a diluent and an adapter for transfer of the diluent into the powder vial. Once diluted 
the product is intended for intra-articular injection for the management of osteoarthritis  

 
                                                                                                                                                       
                                                                                                                                                       
                                                                                                                                                                                      
                                                                                                                                                                                      

(b) (4)

(b) (4)

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

(b) (4)
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B. FILING CONSIDERATIONS
Parameter Yes No N/A Comment

GENERAL/ADMINISTRATIVE 
1. Has an environmental assessment report (NME, 

API with estrogenic, androgenic, or thyroid activity; 
API derived from plants and animals) or appropriate 
categorical exclusion (21 CFR 25.31 AND 25.15(d) 
been provided?

x

2. For DMFs, are DMF #’s identified and 
authorization letter(s) from the US agent provided 
in the application and referenced DMF?

x

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

x

FACILITY INFORMATION
4. 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 with complete 
identifying information?  

x

5. 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?

x

DRUG SUBSTANCE INFORMATION
6. Is the Drug Substance section [3.2.S] organized 

adequately and legible? Is there sufficient 
information in this section to conduct a review?

X A DMF is referenced. 
Summaries of critical information are 
included in the NDA.

DRUG PRODUCT INFORMATION
7. Is the Drug Product section [3.2.P] organized 

adequately and legible? Is there sufficient 
information in this section to conduct a review?

x

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?

x The Clinical Pharmacology review team 
will be responsible for the review of all 
the relevant BA and BE studies included 
in this submission.

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

x The drug product underwent several 
manufacturing changes through the 
development program. From Phase 2 to 

(b) (4)
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B. FILING CONSIDERATIONS
manufacturing changes to the clinical product? 
(Note whether the to-be-marketed product is the 
same product used in the pivotal clinical studies)

Phase 3 clinical trials the drug product 
formulation underwent some formulation 
changes (e.g. volume of diluent was 
increased to 5 mL). These CMC changes 
are considered minor. Since the Applicant 
is relying on Phase 2 data to support the 
safety of the drug product, the Applicant 
will be requested to provide bridging data 
(e.g. in vitro release profile comparison). 
The commercial proposed site is different 
from the one used to manufacture the 
batches tested in pivotal Phase 3 trials. 
This change is considered major requiring 
BE data to support the bridge; however,  
the FDA agreed during the IND stage on 
the use of IVR data to support the change.

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.

x No biowaiver was included. The 
Applicant will be requested to submit a 
formal biowaiver request in lieu of the 
required in vivo BE study to support the 
manufacturing site change.

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

x NA. Although this is a modified release 
formulation, the route of administration is 
via intraarticular.

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

x No. The applicant will be requested to 
submit this information as part of the 74-
day letter

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

x NA

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?

x

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

x

16. If applicable, is the required information provided 
in 3.2.A for Biotech Products?

x

17. For Biotech Products, is sufficient information 
provided in compoliance with 21 CFR 610.9 and 
601.2(a)?

x
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a. The BA profile established for the drug product rules out the occurrence of any 
dose dumping;

b. The drug product’s steady-state performance is comparable (e.g., degree of 
fluctuation is similar or lower) to a currently marketed non-controlled release or 
controlled-release drug product that contains the same active drug ingredient or 
therapeutic moiety and that is subject to an approved full NDA. 

c. The drug product’s formulation provides consistent pharmacokinetic performance 
between individual dosage units;

d. The drug product has a less frequent dosing interval compared to a currently 
marketed non-controlled release drug product.

11. Submit in vitro release profile comparison between the batches tested in phase 2 trials 
and phase 3 trials. These data are needed to establish the bridge between the formulations 
tested. Alternately, provide data demonstrating that the vehicle volume does not have an 
impact on the in vitro release of your proposed drug product.

12. Provide detail information of the scale up changes implemented from clinical to 
commercial sites with justification/data supporting the level of change.
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