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MEMORANDUM: DEPARTMENT OF HEALTH AND HUMAN SERVICES PUBLIC 
HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: 20-JUN-2014

TO: N203108 File

FROM: Craig M. Bertha, PhD
Acting CMC Lead
ONDQA, Division III, Branch VIII

THROUGH: Eric Duffy, PhD
Acting Branch Chief/Division Director
ONDQA, Division III, Branch VIII

SUBJECT: Update on Establishment Evaluation Request for N203108 Striverdi© Respimat©

(olodaterol inhalation spray); CMC recommendation

SUMMARY:

The Office of Compliance issued an overall recommendation of ACCEPTABLE for the 
application on 16-JUN-2014.  The summary report from the Establishment Evaluation System is 
attached below.

RECOMMENDATION: Considering the recommendation from the Office of Compliance, the 
application is recommended to be approved.

_______________________________

Craig M. Bertha, Ph.D.
Acting CMC Lead, ONDQA

cc:
OND/DPARP/CChung
ONDQA/DIV 3/CBertha/20-JUN-2014
ONDQA/DIV 3/EDuffy
OPS/JCole
ONDQA/DIV 3/YLiu
OND/DPARP/RLim
OND/DPARP/CGalvis
OB/DBII/RAbugov
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MEMORANDUM: DEPARTMENT OF HEALTH AND HUMAN SERVICES PUBLIC 

HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

 
 
DATE: 12-MAR-2013 
 
TO:  N203108 File 
 
FROM: Craig M. Bertha, Ph.D. 

Chemist 
ONDQA, Division III, Branch VIII 

 
THROUGH: Prasad Peri, Ph.D. 
  Branch Chief 

ONDQA, Division III, Branch VIII 
 
SUBJECT: Update on Establishment Evaluation Request for N203108 Striverdi© Respimat© 

(olodaterol inhalation spray); CMC recommendation 
 
SUMMARY:  
 
The Office of Compliance issued an overall recommendation of WITHHOLD for the application 
on 11-MAR-2013.  The summary report from the Establishment Evaluation System is attached 
below. 
 
RECOMMENDATION: Considering the recommendation from the Office of Compliance, the 
application is not recommended to be approved. 
 
 
 
      _______________________________ 
      Craig M. Bertha, Ph.D. 
      CMC Reviewer, ONDQA 
 
 
 
 
cc: 
OND/DPARP/CChung 
ONDQA/DIV 3/CBertha/12-MAR-2013 
ONDQA/DIV 3/EDuffy 
ONDQA/DIV 3/PPeri 
ONDQA/DIV33/ASchroeder 
OPS/JCole 
ONDQA/DIV 3/YLiu 
OND/DPARP/RLim 
OND/DPARP/CRivera-Lopez 
OB/DBII/RAbugov 
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Striverdi® Respimat® (olodaterol) Inhalation Spray 
NDA 203108 

 
Summary of the Basis for the Recommended Action 

 from Chemistry, Manufacturing, and Controls 
 
Applicant:    Boehringer Ingelheim Pharmaceuticals, Inc. 
   900 Ridgebury Road  

P.O. Box 368 
Ridgefield, CT 06877 

  
Representative:   Damon Daulerio, MBA    
 
Indication:   Long-term once-daily maintenance bronchodilator treatment of airflow 

obstruction in patients with chronic obstructive pulmonary disease (COPD) 
including chronic bronchitis and/or emphysema.   

 
Presentation:  
 
The currently supported expiry period is  months for storage at controlled room temperature. 
 
EER Status: Pending.  
 
 
Consults: EA –  Categorical exclusion granted under 21 CFR §25.31(c) 
 Methods Validation –  Drug substance and drug product impurities methods found to be 

acceptable for regulatory purposes 
 Pharm/toxicology –  Acceptable  
 CDRH Consult for Device –Drug product with the same device approved. 
 
Original Submission: 14-May-2012 
 
Drug Substance:  
 

 
The drug substance olodaterol hydrochloride is a white to off-white solid which is  

Reference ID: 3274410
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The drug product is controlled by the instituting the following specifications: Appearance, Color of 
Solution, Clarity of Solution, pH, Loss of Mass, Volume of Content, Identifications, Assay, Impurities, 
Assay for Benzalkonium chloride and Disodium Edetate, Particulate matter, Sterility, Spray content 
uniformity, Pump Delivery, Number of Actuations, and Aerodynamic Particle Size Distribution.    
 
The drug product is manufactured by Boehringer Ingelheim Pharma gmbH and Co. KG, 
Ingelheim am Rhein, Germany.  The EES status for this facility is a withhold due to GMP 
issues.    
 
Conclusion:  The drug product is not Satisfactory based on the EES status for this facility.   
 
Additional Items: 
All associated Drug Master Files are acceptable or the pertinent information has been adequately 
provided in the application. 
 
The analytical methods for determination of the drug substance and drug product impurities were 
sent to the Agency laboratory for assessment and were found to be adequate for regulatory 
purposes.  
 
Note however that the Office of Compliance has found issues with the main manufacturing 
site for the drug product in relation to general GMP inspection.  While this may not reflect 
any specific findings for this product, it may represent a failure of the Quality System for 
the site.  Hence based on the inspection, the site is issued a warning letter for inadequate 
GMPs by the Office of Compliance.   
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Overall Conclusion: From a CMC perspective, the application is recommended for Complete 
Response since manufacturing and testing sites for the drug substance and drug product do not 
have an acceptable GMP recommendation from the Office of Compliance as of this writing.   
Proposed Language for the Action letter: 
 
PRODUCT QUALITY 
 
During a recent inspection of the Boehringer Ingelheim Pharma GmbH & Co. KG manufacturing 
facility for this application, our field investigator conveyed deficiencies to the representative of 
the facility.  Satisfactory resolution of these deficiencies is required before this application may 
be approved. 
 

Reference ID: 3274410



---------------------------------------------------------------------------------------------------------
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
03/11/2013

ERIC P DUFFY
03/11/2013

Reference ID: 3274410



DPATR-FY13-016  Page 1of 5 

DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

   
METHODS VALIDATION REPORT SUMMARY 

 
TO: Craig M. Bertha, CMC Reviewer  

Office of New Drug Quality Assessment (ONDQA) 
E-mail Address: craig.bertha@fda.hhs.gov 
Phone:  (301) 796-1646 
Fax: (301) 796-9747 
 

FROM: FDA 
 Division of Pharmaceutical Analysis 

Michael Trehy, MVP Coordinator 
 Suite 1002 

1114 Market Street 
 St. Louis, MO 63101 
 Phone: (314) 539-3815 
 
Through: John Kauffman, Acting Deputy Director  
                 Phone: (314) 539-3869 
 
SUBJECT: Methods Validation Report Summary 
 
 

Application Number: 203108       
 
 Name of Product: Respimat (olodaterol) Inhalation Spray 

Applicant: Boehringer Ingelheim Pharmaceuticals, Inc. 

 Applicant’s Contact Person: Damon Daulerio, MBA, Associate Director 

 Address: 900 Ridgebury Road, P.O. Box 368, Ridgefield, CT 06877 
 
 Telephone: (203) 482-6346 Fax: (203) 791-6262 
              
 
Date Methods Validation Consult Request Form Received by DPA: 7/23/12      

Date Methods Validation Package Received by DPA: 7/23/12  

Date Samples Received by DPA:  9/7/12 

Date Analytical Completed by DPA:  2/15/13        

 
Laboratory Classification: 1. Methods are acceptable for control and regulatory purposes.   
 2. Methods are acceptable with modifications (as stated in accompanying report).   
 3. Methods are unacceptable for regulatory purposes.   
 
Comments:  See attached memo for results summary. 

Reference ID: 3262828

(b) (4)



DPATR-FY13-016  Page 2of 5 

 
      Center for Drug Evaluation and Research 

                                                                                     Division of Pharmaceutical Analysis 
St. Louis, MO 63101 
Tel. (314) 539-2168 

 
Date:  February 15, 2013 
 
To:  Craig M. Bertha, Ph.D. and Alan Schroeder, Ph.D. Office of New Drug Quality 

Assessment 
 

            Through: John Kauffman, Acting Deputy Director, Division of Pharmaceutical Analysis 
 
From:  Kallol Biswas, Ph.D., Chemist  
 
Subject: Method Validation for NDA 203108  Respimat (olodaterol) Inhalation 

Spray 
 
 
The following methods were evaluated and are acceptable for quality control and regulatory 
purposes: 
 
Organic Impurities - Analytical Procedure 032977-05 

 
Assay, identification, determination of degradation products - Analytical Procedure 035324-01 

 
 

  
Summary results in attached tables. 
 

 
Data package (18 MB) including chromatograms is available at the following link. 
http://ecmsweb.fda.gov:8080/webtop/drl/objectId/090026f8803fc7da

 
 
 
       DEPARTMENT OF HEALTH & HUMAN SERVICES 
          Food and Drug Administration  

Reference ID: 3262828
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Results Summary  
 

 
Method Results 

 
Mean results

Sample 1-1 Specification Meets Spec
Sample 1-2
Sample 2-1
Sample 2-2
Average Yes

Sample 1-1 Specification Meets Spec
Sample 1-2
Sample 2-1
Sample 2-2

Average Yes  
 

Organic Impurities - Analytical 
Procedure 032977-05 

 

 
Total Impurities Sample Total Specification Meets Spec

Sample 1-1
Sample 1-2
Sample 2-1
Sample 2-2
Average Yes  
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Method Results 
 
 Assay results 
 

Assay (mg/100 mL) % of target
Sample 1-1
Sample 1-2
Sample 2-1
Sample 2-2
Average  

 
Specification :  
 
Result:  
 

 
Assay, identification, 

determination of 
degradation products - 
Analytical Procedure 

035324-01 
 

Individual impurities 
Mean results

% degradation Specification Meets Specifications
Sample 1-1
Sample 1-2
Sample 2-1
Sample 2-2
Average Yes

% degradation Specification Meets Specifications
Sample 1-1
Sample 1-2
Sample 2-1
Sample 2-2
Average Yes

% degradation Specification Meets Specifications
Sample 1-1
Sample 1-2
Sample 2-1
Sample 2-2
Average Yes

% degradation Specification Meets Specifications
Sample 1-1
Sample 1-2
Sample 2-1
Sample 2-2
Average Yes  
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Total Impurities

Sample Total
Sample 1-1
Sample 1-2
Sample 2-1
Sample 2-2

Average  
Specific or total impurities:
Result :
All results meet specifications 
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ONDQA Initial Quality Assessment (IQA) and Filing Review  
For Pre-Marking Applications 

NDA #:  203108                  Received Date:  14 May 2012 

Page 1 of 24 

  

APPLICATION INFORMATION 
 
1. NEW DRUG APPLICATION NUMBER:  203108  

 
2. Drug Name:  Respimat (olodaterol inhalation 

spray) 
[Code Name:  BI 1744 CL] 

 
3. RECEIVED DATE:  5/14/12 
 
4.  RELATED REVIEW DOCUMENTS:  
 

a. Drug Master Files listed on 356h form: 
 
DMF 

# 
TYP

E 
HOLDER 

ITEM 
REFERENCED 

LOA DATE COMMENTS 

III 10/30/08       

III 9/20/11       

III to be updated 
with DMF # 

      

III to be updated 
with DMF # 

 

      
      
[note:  the last two DMFs did not yet have assigned numbers by the FDA when they were submitted] 

 

b. Recommended Consults 
 

CONSULT YES NO COMMENTS: (list date of request if already sent) 
Biometrics  X May not need to be requested based upon the 

stability data summary and lack of trending in 
general (except for  the main degradant).  

Reference ID: 3159606
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ONDQA Initial Quality Assessment (IQA) and Filing Review  
For Pre-Marking Applications 

NDA #:  203108                  Received Date:  14 May 2012 
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Clin Pharm  X  
EES X  entered by the ONDQA Project Manager on 6/21/12 
Pharm/Tox X  Dr. Bertha submitted on 6/5/12 a pharm/tox consult 

for review of a drug substance impurity 
 of the drug substance).  Leachables in the 

drug product may be at levels too low to require 
pharm/tox assessment:  that should be determined. 

Methods Validation X  At least one method should be sent to the St. Louis 
laboratory for verification since the NDA is for an 
NME. 

EA X  To be reviewed by Dr. Bertha,  Senior CMC Reviewer 
New Drug Micro X  Consult was submitted on May 24, 2012.  (See filing 

review checklist in this IQA) 
CDRH   to be determined after ONDQA policy check 
Other              
 

c. Other Applications or Submissions to note (if any):  
 

DOCUMENT 
NAME 

DATE 
APPLICATION 

 NUMBER 
DESCRIPTION 

Orig. NDA 12/12/2001 N21395 Spiriva Handihaler 
Orig. NDA 11/16/2007 N21936 Spiriva Respimat 
Orig. NDA 10/07/2008 N21747 Combivent Respimat 
Orig. IND 1/26/2007 I76362 Olodaterol 

Reference ID: 3159606
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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         

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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