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1.  NDA 202129 
 
2.  REVIEW #: 3 
 
3.  REVIEW DATE: January 10, 2012 
 
4.  REVIEWER: Arthur B. Shaw, Ph.D. 
 
5.  PREVIOUS DOCUMENTS:  
Document Date Comment 
Original 03/19/2011 None 

IR via e-mail 07/11/2011 Request SAS data set supporting comparison between 
V1 and V2 actuators. 

Amendment 07/22/2011 Response to 7/11/2011 IR Letter 

IR via e-mail 10/04/2011 Request BE profile comparison and SAS datasets 
supporting comparison between V1 and V2 actuators. 

Amendment BC 10/21/2011 Response to 10/21/2011 IR Letter 

Chem review #1 12/23/2011 Approvable pending submission of post-approval 
commitment to re-design a more rugged actuator 

IR Letter 12/23/2011 Request for post-approval commitment to re-design a 
more rugged actuator 

Secondary Chem 
review 12/28/2011 Approvable pending submission of a revision to the 

APSD acceptance criteria 
IR Letter 01/01/2012 Request to revise APSD acceptance criteria 

Amendment 1/2/2012 Commitment to explore alternative actuator designs to 
improve robustness 

Amendment 1/6/2012 Revision of acceptance criteria for APSD 
Review #2 1/9/2012 Recommend approval 

 
6.  SUBMISSION(S) BEING REVIEWED: 
 
Submission(s) Reviewed Document Date Comment 

Amendment 1/9/2012 Revised commitment to explore alternative actuator 
designs to improve robustness 

 
 

Reference ID: 3069839





Chemistry Review #3 NDA202129 

Page 6 of 16 

pregna-1,4-diene-3,20-dione 
 

O

O

O

H

O CH
CH3

CH3

O

O

HO

 
C32H44O7. 540.69 
 
17.  RELATED/SUPPORTING DOCUMENTS:  
 
A. DMFs:  See Chem Review #1 
 
B. Other Documents:  

DOCUMENT APPLICATION NUMBER DESCRIPTION 
IND 53,391 Ciclesonide MDI 
NDA 19658 Alvesco (ciclesonide) 

Inhalation Aerosol 
18.  STATUS: 

CONSULTS/ 
CMC RELATED 

REVIEWS 
RECOMMENDATION DATE REVIEWER 

Biometrics ACCEPTABLE 12/06/2011 Meiyu Shen 
EES Acceptable 22-Apr-

2011 
N/A 

Methods Validation Not submitted   
DMETS Proprietary name  Under 

review 
 

EA N/A   
Microbiology ACCEPTABLE for NDA 21658 04-Apr-

2004 
Bryan Riley 
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1.  NDA 202129 
 
2.  REVIEW #: 2 
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4.  REVIEWER: Arthur B. Shaw, Ph.D. 
 
5.  PREVIOUS DOCUMENTS:  
Document Date Comment 
Original 03/19/2011 None 

IR via e-mail 07/11/2011 Request SAS data set supporting comparison between 
V1 and V2 actuators. 

Amendment 07/22/2011 Response to 7/11/2011 IR Letter 

IR via e-mail 10/04/2011 Request BE profile comparison and SAS datasets 
supporting comparison between V1 and V2 actuators. 

Amendment BC 10/21/2011 Response to 10/21/2011 IR Letter 

Chem review #1 12/23/2011 Approvable pending submission of post-approval 
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APSD acceptance criteria 
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Amendment 1/6/2012 Revision of acceptance criteria for APSD 
 
 

Reference ID: 3069082





Chemistry Review #2 NDA202129 

Page 5 of 18 

pregna-1,4-diene-3,20-dione 
 

O

O

O

H

O CH
CH3

CH3

O

O

HO

 
C32H44O7. 540.69 
 
17.  RELATED/SUPPORTING DOCUMENTS:  
 
A. DMFs:  See Chem Review #1 
 
B. Other Documents:  

DOCUMENT APPLICATION NUMBER DESCRIPTION 
IND 53,391 Ciclesonide MDI 
NDA 19658 Alvesco (ciclesonide) 

Inhalation Aerosol 
18.  STATUS: 

CONSULTS/ 
CMC RELATED 

REVIEWS 
RECOMMENDATION DATE REVIEWER 

Biometrics ACCEPTABLE 12/06/2011 Meiyu Shen 
EES Acceptable 22-Apr-

2011 
N/A 

Methods Validation Not submitted   
DMETS Proprietary name  Under 

review 
 

EA N/A   
Microbiology ACCEPTABLE for NDA 21658 04-Apr-

2004 
Bryan Riley 

 

Reference ID: 3069082







---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

ARTHUR B SHAW
01/09/2012

PRASAD PERI
01/09/2012
APSD specs are revised and a committment to improve the robistness of the drug product is
provided.  Recommend Approval.

Reference ID: 3069082









---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

PRASAD PERI
12/28/2011
Approvable action till commitment is received and justification for APSD specification is provided.

Reference ID: 3064578



Chemistry Review Cover Sheet 
 
 
 
 
 
 
 

NDA 202129 
Tradename (ciclesonide) nasal 

Aerosol 
Arthur B. Shaw, Ph.D. 

DNDQA III/Branch VIII/DPARP 

Reference ID: 3063735



NDA 202129 Chemistry Review #1 
 

Page 2 of 155 

 

Table of Contents  
 
Table of Contents .......................................................................................... 2 

Chemistry Review Data Sheet ..................................................................... 5 

The Executive Summary .............................................................................. 9 

I. Recommendations......................................................................................................................9 
A. Recommendation and Conclusion on Approvability.......................................................... 9 
The application is approvable. .................................................................................................. 9 
B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk 

Management Steps, if Approvable.. ................................................................................... 9 

II. Summary of Chemistry Assessments.........................................................................................9 
A. Description of the Drug Product(s) and Drug Substance(s) ............................................... 9 
1. Drug Substance................................................................................................................... 9 
2. Drug Product ..................................................................................................................... 9 
B. Description of How the Drug Product is Intended to be Used ......................................... 10 
C. Basis for Approvability or Not-Approval Recommendation ........................................... 10 

III. Administrative..........................................................................................................................10 
A.  Reviewer’s Signature See DARRTS................................................................................. 11 
B.  Endorsement Block: See DARRTS................................................................................... 11 

I. Review of Common Technical Document-Quality (CTD-Q) Module 3.2: Body of 
Data ..........................................................................................................................................12 
S DRUG SUBSTANCE ...................................................................................................... 12 

S.1 General Information ............................................................................................................................. 12 
S.2 Manufacture.......................................................................................................................................... 14 
S.3 Characterization.................................................................................................................................... 15 
S.5 Reference Standards or Materials: ........................................................................................................ 21 
S.6 Container Closure System: ................................................................................................................... 21 
S.7 Stability ................................................................................................................................................ 21 

P DRUG PRODUCT........................................................................................................... 21 
P.1 Description and Composition of the Drug Product............................................................................... 21 
P.2 Pharmaceutical Development ............................................................................................................... 21 
P.3 Manufacture.......................................................................................................................................... 68 
P.4 Control of Excipients............................................................................................................................ 76 
P.6 Reference Standards or Materials ....................................................................................................... 146 
P.7 Container Closure System .................................................................................................................. 146 
P.8 Stability .............................................................................................................................................. 148 

A APPENDICES  N/A....................................................................................................... 151 

Reference ID: 3063735



NDA 202129 Chemistry Review #1 
 

Page 3 of 155 

R REGIONAL INFORMATION....................................................................................... 151 

II. Review of Common Technical Document-Quality (CTD-Q) Module 1 ...............................155 
A.  Labeling & Package Insert .............................................................................................. 155 
B. Environmental Assessment or Claim of Categorical Exclusion..................................... 155 

Reference ID: 3063735



NDA 202129 Chemistry Review #1 
 

Page 4 of 155 

 

Reference ID: 3063735

APPEARS THIS WAY ON ORIGINAL



Chemistry Review #1 NDA 202129 

Page 5 of 155 

Chemistry Review Data Sheet 
 

1.  NDA 202129 
 
2.  REVIEW #:1 
 
3.  REVIEW DATE: December 23, 2011 
 
4.  REVIEWER: Arthur B. Shaw, Ph.D. 
 
5.  PREVIOUS DOCUMENTS: None 
 
6.  SUBMISSION(S) BEING REVIEWED: 
 
Submission(s) Reviewed Document Date Comment 
Original 03/19/2011 None 

IR via e-mail 07/11/2011 Request SAS data set supporting comparison between V1 
and V2 actuators. 

Amendment 07/22/2011 Response to 7/11/2011 IR Letter 

IR via e-mail 10/04/2011 Request BE profile comparison and SAS datasets supporting 
comparison between V1 and V2 actuators. 

Amendment BC 10/21/2011 Response to 10/21/2011 IR Letter 
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17.  RELATED/SUPPORTING DOCUMENTS:  
 
A. DMFs: 
 
DMF # TYP

E 
HOLDER ITEM REFERENCED STATUS

2 
DATE 

REVIEW 
COMPLETED 

II Adequate 11/18/2009 
No significant 
changes since 
last review 

IV Adequate 04-May-2004 
No significant 
changes since 
last review 

V Adequate 12/02/2011 

III Adequate 12/02/2011 

III Adequate 24-May-2004 
No significant 
changes since 
last review 

III Adequate 08/23/2011 
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III Adequate 05-Oct -2004 
No significant 
changes since 
last review 

II Adequate  07-Jul-2004 
No significant 
changes since 
last review 

III Adequate  03/02/2006 
No significant 
changes since 
last review 

III Adequate  No review 
necessary  not 
product contact. 
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Bryan Riley 
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OND Division of Pulmonary Allergy and Rheumatology Products 

Initial Quality Assessment and Filing Review 
Date:  May 4, 2011 

NDA:  202129 
Product Name:  Ciclesonide Nasal Aerosol 
Applicant:  Nycomed GmbH, Konstanz, Germany (Agent:  Sunovion Pharmaceuticals 
Inc.) 
Letter Date:  3/18/2011 
Stamp Date:  3/21/11 
PDUFA Date:  1/21/2012 
ONDQA 5 month date:  8/21/11 
Proposed Proprietary Name:    
Established Name:  ciclesonide nasal aerosol 
Dosage form and strength: nasal aerosol, 37 mcg delivered per actuation, ex-actuator 
Route of Administration:  nasal 
Indications:  treatment of symptoms associated with seasonal and perennial allergic 
rhinitis in adults and adolescents 12 years of age and older. 
CMC Lead (acting):  Alan C. Schroeder, Ph.D. /DNDQA III/ONDQA 
Filability recommendation:  Fileable. 
Review team recommendation: Single primary reviewer (Arthur Shaw, Ph.D.) 
Regulatory Briefing Recommendation:  Branch level 
Time goals:  
• Initial Quality Assessment in DFS: 5/5/11 
• Filing decision “Day 45”:   5/5/11 
• Filing review issues “Day 74”:  6/3/11 
• Chemistry Review (DR/IR) letter: by 8/21/11 
• Mid-cycle meeting “Month 5”:    
• Wrap Up:   
• Final Chemistry Review “Month 8” in DFS:  11/21/11 
• PDUFA:  1/21/2012 
CONSULTS/ CMC 
RELATED 
REVIEWS 

COMMENT 

Biopharm N.A. 
CDRH To be requested for human factors evaluation  
EA To be assessed by Primary Reviewer 
EES EER sent to Office of Compliance on 4/18/2011.  Compliance 

has found the facilities to be acceptable on 4/22/2011. 
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. 

Microbiology To be requested (for data on microbial challenge test and 
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I concur
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