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Chemistry Review Data Sheet 
 

1. NDA 205382 
2. REVIEW #:2 
3. REVIEW DATE: March 25, 2014 
4. REVIEWER: Arthur B. Shaw, Ph.D. 
5. PREVIOUS DOCUMENTS:  
Document Document Date Comment
Original 2013-04-29 
Filing review 2013-05-31 Acceptable
IR Letter 2013-09-26 Request for information about APSD stat and 

DCU
Quality Amendment 2013-10-17 Response to IR letter
Stat Consult Request 2013-10-17 Stat evaluation of amendment
Stat Consult Request 2013-10-23 Additional stat evaluation of amendment 
Stat review 2013-11-14 Review of APSD stats
IR Letter  2013-11-21 A number of issues
Stat review 2013-12-02 Review of Emitted Dose starts
Stat review 2013-12-02 review of Emitted Dose plan
Quality Amendment 2013-12-04 Response to IR  2013-11-21
Chem review #1 2013-03-20 Approvable pending satisfactory inspection 

6. SUBMISSION(S) BEING REVIEWED: 
Document Document Date Comment
Establishment 
evaluation Report 2014-03-24 All sites satisfactory.  Report attached 

 
7.  NAME & ADDRESS OF APPLICANT: 
Glaxo Group Limited, England d/b/a GlaxoSmithKline 
980 Great West Road 
Brentford 
Middlesex TW89GS 
United Kingdom 
 
8. DRUG PRODUCT NAME/CODE/TYPE:  

a) Proprietary Name: Incruse Ellipta 
b) Non-Proprietary Name (USAN):  umeclidinium bromide 
c) Code Name/#  GSK573719 
d) Chem. Type/Submission Priority  

 Chem. Type: 2 
 Submission Priority: S 

9. LEGAL BASIS FOR SUBMISSION: 505(b)(1) 
10. PHARMACOL. CATEGORY:  Anticholinergic  
11. DOSAGE FORM: Powder 
12. STRENGTH/POTENCY: 62.5 µg 
13. ROUTE OF ADMINISTRATION: Inhalation 
14. Rx/OTC DISPENSED:  _X__Rx  ___OTC 

Reference ID: 3477186
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18. STATUS: 

CONSULTS/ 
CMC RELATED 

REVIEWS 
RECOMMENDATION DATE REVIEWER 

EES Acceptable 03/24/2014
EA Categorical Exclusion granted
Microbiology Approval 04/03/2013 E. Pfeiler 
Statistics Recommend tighten APSD See 

discussion below 
Emitted Dose content Uniformity 
Acceptable 

11/14/2013
12/04/2013 

X. Dong 

Methods Validation Not necessary 
Biopharmaceutics 
review 

Acceptable 06/14/2013 O.Eradiri 
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C. Basis for Approvability or Not-Approval Recommendation 
The NDA may be approved based on adequate CMC data to ensure that the drug product 
delivers the correct therapeutic doses of the drug substance consistently throughout the 
proposed shelf life and during use by the patient outside of the secondary packaging. 
 

III. Administrative 
 

A. Reviewer’s Signature See DARRTS 
 

B. Endorsement Block: See DARRTS 
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Review of Common Technical Document-Quality (CTD-Q) Module 3.2: Body of Data 
S DRUG SUBSTANCE:  ACCEPTABLE  See Chem Review #1 
P DRUG PRODUCT ACCEPTABLE  See Chem Review #1 
A APPENDICES N/A 
R REGIONAL INFORMATION ACCEPTABLE  See Chem Review #1 
A. Review of Common Technical Document-Quality (CTD-Q) Module 1 
ACCEPTABLE  See Chem Review #1 
B. Environmental Assessment or Claim of Categorical Exclusion Requested and granted. 
C. List of Deficiencies and Comments to Be Communicated to Applicant: None 

 

Reference ID: 3477186



---------------------------------------------------------------------------------------------------------
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
03/25/2014
Added satisfactory EER

PRASAD PERI
03/26/2014
I concur

Reference ID: 3477186



Chemistry Review Cover Sheet

INCRUSE ELLIPTA
(Umeclidinium bromide)
Craig Bertha, Ph.D. Drug 

Substance Review
Arthur B. Shaw, Ph.D. Drug 

Product Review
DNDQA III/Branch VIII/DPARP

Reference ID: 3448038



Chemistry Review #1 NDA 205382 Page 2

Page 2 of 138

Table of Contents

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

Chemistry Review Data Sheet ..................................................................... 3

The Executive Summary .............................................................................. 6

I. Recommendations......................................................................................................................6

A. Recommendation and Conclusion on Approvability.......................................................... 6

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk 
Management Steps, if Approvable. .................................................................................... 6

II. Summary of Chemistry Assessments.........................................................................................6

A. Description of the Drug Product(s) and Drug Substance(s) ............................................... 6

1. Drug Substance................................................................................................................... 6

2. Drug Product ...................................................................................................................... 6

B. Description of How the Drug Product is Intended to be Used ........................................... 7

C. Basis for Approvability or Not-Approval Recommendation ............................................. 8

III. Administrative............................................................................................................................8

S DRUG SUBSTANCE ........................................................................................................ 9

P DRUG PRODUCT............................................................................................................. 9

P.1 Description and Composition of the Drug Product................................................................................. 9
P.2 Pharmaceutical Development (PD) ........................................................................................................ 9
P.3 Manufacture.......................................................................................................................................... 88
P.4 Control of Excipients............................................................................................................................ 99
P.5 Control of Drug Product ..................................................................................................................... 102
P.6 Reference Standards or Materials ...................................................................................................... 132
P.7 Container Closure System .................................................................................................................. 133
P.8 Stability .............................................................................................................................................. 133

A APPENDICES N/A........................................................................................................ 136

R REGIONAL INFORMATION....................................................................................... 136

A. Review of Common Technical Document-Quality (CTD-Q) Module 1 ...............................137

A. Labeling & Package Insert: ............................................................................................ 137

B. Environmental Assessment or Claim of Categorical Exclusion Requested and granted.138

C. List of Deficiencies and Comments to Be Communicated to Applicant: None ....................138

Reference ID: 3448038



Chemistry Review #1 NDA 205382 Page 3

Page 3 of 138

Chemistry Review Data Sheet
1. NDA 205382

2. REVIEW #:1

3. REVIEW DATE: March 14, 2014

4. REVIEWER: Arthur B. Shaw, Ph.D.

5. PREVIOUS DOCUMENTS: None

6. SUBMISSION(S) BEING REVIEWED:

Document Document Date Comment
Original 2013-04-29
Filing review 2013-05-31 Acceptable

IR Letter 2013-09-26 Request for information about APSD stat and 
DCU

Quality Amendment 2013-10-17 Response to IR letter
Stat Consult Request 2013-10-17 Stat evaluation of amendment
Stat Consult Request 2013-10-23 Additional stat evaluation of amendment
Stat review 2013-11-14 Review of APSD stats
IR Letter 2013-11-21 A number of issues
Stat review 2013-12-02 Review of Emitted Dose starts
Stat review 2013-12-02 review of Emitted Dose plan
Quality Amendment 2013-12-04 Response to IR  2013-11-21

7.  NAME & ADDRESS OF APPLICANT:
Glaxo Group Limited, England d/b/a GlaxoSmithKline
980 Great West Road
Brentford
Middlesex TW89GS
United Kingdom

8. DRUG PRODUCT NAME/CODE/TYPE: 
a) Proprietary Name: Proposed: Incruse Ellipta
b) Non-Proprietary Name (USAN): umeclidinium bromide
c) Code Name/# GSK573719
d) Chem. Type/Submission Priority 

 Chem. Type: 2
 Submission Priority: S

9. LEGAL BASIS FOR SUBMISSION: 505(b)(1)
10. PHARMACOL. CATEGORY:  Anticholinergic 

11. DOSAGE FORM: Powder

12. STRENGTH/POTENCY: 62.5 µg

13. ROUTE OF ADMINISTRATION: Inhalation

14. Rx/OTC DISPENSED: _X__Rx ___OTC

15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM): No
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C. Basis for Approvability or Not-Approval Recommendation
The NDA may be approved, pending satisfactory inspection results, based on adequate CMC 
data to ensure that the drug product delivers the correct therapeutic doses of the drug 
substance consistently throughout the proposed shelf life and during use by the patient 
outside of the secondary packaging.

III. Administrative

A. Reviewer’s Signature See DARRTS

B. Endorsement Block: See DARRTS
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ONDQA - BIOPHARMACEUTICS  
INITIAL PRODUCT QUALITY ASSESSMENT AND FILING REVIEW 

NDA 205-382 ONDQA - Biopharmaceutics Filing Review Page 3 
 

 
RECOMMENDATION:  
 
The ONDQA Biopharmaceutics team has reviewed NDA 205382 for filing purposes. We found this NDA 
fileable from a Biopharmaceutics perspective.  
 
 
Comment to the Review Team 
 
No further Biopharmaceutics review is needed for this NDA because currently in-vitro release  is not a quality 
control test for orally inhaled drug products. The in-vivo bioavailability and pharmacokinetic studies will be 
reviewed by OCP. In addition, there are no design space issues to be evaluated. 
 
 
{See appended electronic signature page}  
Okpo Eradiri, Ph.D.  Date 
Biopharmaceutics Reviewer 
Office of New Drug Quality Assessment 
 
{See appended electronic signature page}  
Sandra Suarez, Ph.D.  Date 
Acting Biopharmaceutics Team Leader 
Office of New Drug Quality Assessment 
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ONDQA Initial Quality Assessment (IQA) and Filing Review  
For Pre-Marking Applications 

NDA #: 205382                   Received Date:  30‐APR‐2013 

Page 2 of 16 

 
21*DEC‐2012 

  3    24‐SEP‐2012  Verify LOA in file; 
Last reviewed 14‐

DEC‐2012 
  3    18‐MAR‐2013  Verify LOA in file; 

Last reviewed 25‐
SEP‐2012 

26339  2  GSK   
bromide 

29‐NOV‐2012  Last reviewed 27‐
MAR‐2013 

 

 

b. Recom

ULT 

mende nsultd Co

YES 

s 

NO
 

CONS   COMMENTS: (list date of request if already sent) 
Biometrics  X    Request (if necessary) to confirm acceptance of the 

Parametric Tolerance Interval Test (PTIT) for delivered 
dose uniformity (DDU) testing (if different from that 

d with N204275); Request evaluation of stability approve
data if trends in parameters will limit expiry. 

Clin Pharm    X             
EES  X    Submitted to OC by ONDQA 
Pharm/Tox    X   

Methods Validation    X  iewer discretion if any drug product methods 
e an NME are questionable, but umeclidinium may not b

if N203975 is approved prior to N205382 
EA    X  Applicant claims environmental introduction 

concentration allows exclusion as per 21 CFR 25.31(b); 
reviewer can evaluate if any data are needed to support 
claim 

New Drug Micro  X    Two tier microbial quality specification proposed with 
water activity testing (tier 1) and a microbial limit testing 

 (tier 2) (appears similar to what was approved in
N204275). 

CDRH    X  Device is the same as approved for N204275 
Other            X    Reviewer may need consult for Near IR method for 

determination of water activity if it differs from that for 
approved  N204275 

 
c. Other A
 

DOCUMENT NAME 

pplicat r Submiss  any):  ions o

DATE 

ions to note (if

APPLICATION  DESCRIPTION 
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 NUMBER 

IND   14‐JUL‐2009  104479  For COPD indication 
IND  13‐NOV‐2009  106616  For COPD indication 
NDA  18‐DEC‐2012  203975  For COPD indication 
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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  

The applicant did not indicate in form 
356h that the umeclidinium bromide 
manufacturing information is 
referenced to DMF 26339 (this should 
be noted by the PM in the EER 
submitted in the EES) 

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         
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