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EXCLUSIVITY SUMMARY  

NDA #  206756  SUPPL #  N/A    HFD # 570 

Trade Name      Stiolto Respimat 
 
Generic Name     tiotropium/olodaterol 
     
Applicant Name     Boehringer-Ingelheim 
 
Approval Date, If Known    May 21, 2015 
 
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 
 

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement? 
                                           YES  NO  
 
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8 
 
 505(b)(1) 

 
c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.") 

    YES  NO  
 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.     

 
      

 
If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:              
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d)  Did the applicant request exclusivity? 

   YES  NO  
 
If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 
 

Did not specify, “pursuant to 21 CFR 314.50(j)” 
 

e) Has pediatric exclusivity been granted for this Active Moiety? 
   YES  NO  

 
      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request? 
    
            
IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.   
 
2.  Is this drug product or indication a DESI upgrade? 

     YES  NO  
 
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).   
 
 
PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES 
(Answer either #1 or #2 as appropriate) 
 
1.  Single active ingredient product. 
 
Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen or 
coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) has 
not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety. 

 
                           YES  NO   
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If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s). 

 
      
NDA#             

NDA#             

NDA#             

    
2.  Combination product.   
 
If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.)   

   YES  NO  
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).   
 
NDA# 21395  1/30/2004  tiotropium Handihaler 

NDA# 203108 7/31/2014  olodaterol Respimat 

NDA# 021936 9/24/2014  tiotropium Respimat 

 
 
IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.)  
IF “YES,” GO TO PART III. 
 
 
PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS 
 
To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."   
 
 
1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
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investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation.  

   YES  NO  
 
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.  
 
2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application. 
 

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement? 

   YES  NO  
 

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8: 

 
      

                                                  
(b) Did the applicant submit a list of published studies relevant to the safety and effectiveness 
of this drug product and a statement that the publicly available data would not independently 
support approval of the application? 

   YES  NO  
 
(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO. 

  
     YES  NO  

 
     If yes, explain:                                      
 

                                                              
 

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
sponsored by the applicant or other publicly available data that  could independently 
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demonstrate the safety and effectiveness of this drug product?  
   

   YES  NO  
     If yes, explain:                                          
 

                                                              
(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations 

submitted in the application that are essential to the approval: 
 

Trial 1237.5 and Trial 1237.6 
 

Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.   
 
3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.   
 

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.") 

 
Investigation #1         YES  NO  

 
Investigation #2         YES  NO  

 
If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon: 

 
      

b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product? 

 
Investigation #1      YES  NO  

   
Investigation #2      YES  NO  

 
 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 
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c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"): 

 
 1237.5 

  1237.6 
 
4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study. 
 

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor? 

 
Investigation #1   ! 
     ! 

 IND # 76397  YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 IND # 76397  YES    !  NO     
      !  Explain:  
                                      
         
                                                             

(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study? 
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Investigation #1   ! 

! 
YES       !  NO     
Explain:    !  Explain:  

                 
  
 
 Investigation #2   ! 

! 
YES        !  NO     
Explain:    !  Explain:  

              
         
 

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.) 

 
  YES  NO  

If yes, explain:   
 

      
 
================================================================= 
Name of person completing form:   
Christine Ford, RPh 
Title:   Sr. Regulatory Management Officer 
Thru: Ladan Jafari, CPMS 
Date:   May 20, 2015 
 
                                                       
Name of Office/Division Director signing form:   
Badrul A. Chowdhury, MD, PhD 
Title:   Director, Division of Pulmonary, Allergy, and Rheumatology Products 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12 
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Drug Evaluation II 

 

ELECTRONIC CORRESPONDENCE 

 
Date: May 15, 2015   

To: Anna Wysowskyj, MBA 
Sr. Associate Director,  
Drug Regulatory Affairs 

  From: Christine Ford, R.Ph. 
Regulatory Project Manager 

Company: Boehringer Ingelheim 
Pharmaceuticals, Inc. 

  Division of Pulmonary, Allergy, and 
Rheumatology Products 

Phone:         203-798-4280   Fax number:     301-796-9728 

Email: 
 anna.wysowskyj @boehringer-ingelheim.com 

  Phone number: 301-796-3420 

Subject: NDA 206756  Stiolto Respimat 
FDA labeling comments 

Total no. of pages including cover: 27 

Comments:   Please call or send an email to confirm receipt at christine.ford@fda.hhs.gov 

                        Submit response no later than noon Tuesday, May 19, 2015 
 

Document to be mailed:   YES    NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-3420.  Thank you. 
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NDA 206756 
Page 3 
 

 
Drafted by: RDavi/5.7.2015 

RLim/ 5.13.2015 
ADurmowicz/ 5.15.2015 

    cford/ 5.15.2015 
   
Initialed by: SBarnes/ 5.15.2015 
    RLim/ 5.15.2015 

 
Finalized:  cford/ 5.15.2015 
 
 

Reference ID: 3757147

24 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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05/15/2015
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Drug Evaluation II 

 

ELECTRONIC CORRESPONDENCE 

 
Date: May 14, 2015   

To: Anna Wysowskyj, MBA 
Sr. Associate Director,  
Drug Regulatory Affairs 

  From: Christine Ford, R.Ph. 
Regulatory Project Manager 

Company: Boehringer Ingelheim 
Pharmaceuticals, Inc. 

  Division of Pulmonary, Allergy, and 
Rheumatology Products 

Phone:         203-798-4280   Fax number:     301-796-9728 

Email:   
anna.wysowskyj @boehringer-ingelheim.com  

  Phone number: 301-796-3420 

Subject: NDA 206756  tiotropium/olodaterol Respimat 
FDA request for information – Demographic subgroups 

Total no. of pages including cover: 7 

Comments:   Information requested as soon as possible but no later than cob    

Wednesday, May 20, 2015 

                       Please call or send an email to confirm receipt at christine.ford@fda.hhs.gov 

          
 

Document to be mailed:   YES    NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-3420.  Thank you. 
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Page 2 
 

 
Your NDA 206756 for Stiolto (tiotropium/olodaterol) Respimat is currently under 
review, and we are requesting your assistance in populating the attached tables. 
 
As part of FDASIA 2012, information on demographic subgroups in clinical trials for 
newly-approved drugs (new molecular entities) and biologics will be made publicly 
available on www.fda.gov/drugtrialssnapshot. 
 
The website will include information on study design, results of efficacy and safety 
studies, and whether there were any differences in efficacy and side effects within sex, 
race, and age subgroups.  The website is not intended to replace or replicate the package 
insert (PI), which is intended for health care practitioners, and will contain the following: 
 
 Information written in consumer-friendly language, 

 “MORE INFORMATION” sections that provide more technical, data-heavy 
information, 

 Information that focuses on subgroup data and analyses, and 

 Links to the PI for the product and to the FDA reviews at Drugs@FDA. 

 
Submit the requested information as an official response to the NDA as soon as possible 
but no later than close of business Wednesday, May 20, 2015. 
 
If you have any questions, please contact Christine Ford at 301-796-3420. 
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Drafted by: PASE/ 5.4.2015 

cford/ 5.6.2015 
   
Initialed by: SBarnes/ 5.6.2015 

RLim/ 5.6.2015 
ADurmowicz/ 5.13.2015 

 
Finalized:  cford/ 5.14.2015 
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Table 6.1.1 Listing of Clinical Trials for the Efficacy Analysis

Study ID
No. of patients enrolled in 

T+O 5/5 No. of patients enrolled in Olo 5 No. of patients enrolled in Tio 5
1237.5
1237.5

Reference ID: 3755281



Table 6.1.2‐b. Baseline Demographics

T+O 5/5
(N=)
n (%)*

Olo 5
(N=)
n (%)*

Tio 5
(N=)
n (%)*

T+O 5/5
(N=)
n (%)*

Olo 5
(N=)
n (%)*

Tio 5
(N=)
n (%)*

Sex
  Male
  Female
Age
  Mean years (SD)
  Median (years)
  Min, Max (years)
Age Group
  <17 years
  >=17 ‐ <65 years
  >=65 years
    >=75 years
Race
  White
  Black or African American
  Asian
  American Indian or 
Alaska Native
  Native Hawaiian or Other 
Pacific Islander
  Other
Ethnicity
  Hispanic or Latino
  Not Hispanic or Latino
Region
  United States
  Rest of the World
    Canada
    South America
    Europe
    Asia
    Africa
Source:
* Percentages are calculated based on the total number of subjects in the respective arm. 

Demographic Parameters

1237.5 1237.6
Total 
(N=)
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Table 6.1.7 Subgroup Analysis of Co‐primary Endpoint, Trials 1237.5 and 1237.6 (separate table for each trial and each co‐primary endpoint)

x (%)* Total, n x (%)* Total, n LL UL x (%)* Total, n LL UL
Overall Response/All patients
Sex
  Male
  Female
Age Group
  >=17 ‐ <65 years
  >=65 years
    >=75 years
Race
  White
  Black or African American
  Asian
  American Indian or Alaska 
Native
  Native Hawaiian or Other 
Pacific Islander
  Other
Ethnicity
  Hispanic or Latino
  Not Hispanic or Latino
Region 
  United States
  Rest of the World
    Canada
    South America
    Europe
    Asia
    Africa
Source:
*Percentages are calculated based on the number of subjects in the subgroup per arm.

Subgroup
T+O 5/5 Tio 5

T+O 5/5 ‐ Tio 5
95% CIOlo 5

T+O 5/5 ‐ Olo 5
95% CI
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Table 7.5.3‐a. Subgroup Analysis of AEs, Safety Population (2 trials pooled)

x (%)* Total, n x (%)* Total, n x (%)* Total, n
Any TEAEs
Sex
  Male
  Female
Age Group
  >=17 ‐ <65 years
  >=65 years
    >=75 years
Race
  White
  Black or African American
  Asian
  American Indian or Alaska 
Native
  Native Hawaiian or Other 
Pacific Islander
  Other
Ethnicity
  Hispanic or Latino
  Not Hispanic or Latino
Region (
  United States
  Rest of the World
    Canada
    South America
    Europe
    Asia
    Africa
Source:

* Percentages are calculated based on the number of subjects in the subgroup per arm. 

Subgroup
T+O 5/5 Tio 5Olo 5 
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Drug Evaluation II 

 

ELECTRONIC CORRESPONDENCE 

 
Date: April 15, 2015   

To: Anna Wysowskyj, MBA 
Sr. Associate Director,  
Drug Regulatory Affairs 

  From: Christine Ford, R.Ph. 
Regulatory Project Manager 

Company: Boehringer Ingelheim 
Pharmaceuticals, Inc. 

  Division of Pulmonary, Allergy, and 
Rheumatology Products 

Phone:         203-798-4280   Fax number:     301-796-9728 

Email: 
 anna.wysowskyj @boehringer-ingelheim.com 

  Phone number: 301-796-3420 

Subject: NDA 206756  Stiolto Respimat 
FDA labeling comments 

Total no. of pages including cover: 26 

Comments:   Please call or send an email to confirm receipt at christine.ford@fda.hhs.gov 

                        Submit response no later than close of business April 24, 2015 
 

Document to be mailed:   YES    NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-3420.  Thank you. 
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Drafted by: RLim, ADurmowicz/ 4.14.2015 
    cford/ 4.15.2015 
   
Initialed by: SBarnes/ 4.15.2015 
  

 
Finalized:  cford/ 4.15.2015 
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PeRC Meeting Minutes 
March 11, 2015 

 
 
PeRC Members Attending: 
Lynne Yao 
Rosemary Addy (only reviewed ) 
Jane Inglese 
Hari Cheryl Sachs 
Wiley Chambers  
Tom Smith 
Karen Davis-Bruno 
Peter Starke  
Andrew Mulberg 
Gregory Reaman 
Daiva Shetty  
Julia Pinto 
Freda Cooner 
Lily Mulugeta 
Nisha Jain (only reviewed ) 
Barbara Buch (only reviewed ) 
Adrienne Hornatko-Munoz (only reviewed ) 
Dianne Murphy 
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Non Responsive
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Non Responsive



Agenda 

NDA 206756 Stiolto Respimat 
(tiotropium/olodaterol) Full 
Waiver 
*Agreed iPSP 

Treatment of chronic obstructive 
pulmonary disease 

Reference ID: 3719766

Non Responsive

Non Responsive

4 Pages have been Withheld in Full as Non Responsive immediately 
following this page.



Stiolto Respimat (tiotropium/olodaterol) Full Waiver 
• NDA 206756 seeks marketing approval for Stiolto Respimat (tiotropium/olodaterol) for 

treatment of chronic obstructive pulmonary disease. 
• The application triggers PREA as directed to a new active ingredient. 
• The application has a PDUFA goal date of May 22, 2015. 
• PeRC Recommendations: 

o The PeRC agreed with a full waiver because studies would be impossible or 
highly impracticable. 
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Non Responsive

1 Page has been Withheld in Full as Non Responsive immediately 
following this page.
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Drug Evaluation II 

 

ELECTRONIC CORRESPONDENCE 

 
Date: March 20, 2015   

To: Anna Wysowskyj, MBA 
Sr. Associate Director,  
Drug Regulatory Affairs 

  From: Christine Ford, R.Ph. 
Regulatory Project Manager 

Company: Boehringer Ingelheim 
Pharmaceuticals, Inc. 

  Division of Pulmonary, Allergy, and 
Rheumatology Products 

Phone:         203-798-4280   Fax number:     301-796-9728 

Email: 
 anna.wysowskyj @boehringer-ingelheim.com 

  Phone number: 301-796-3420 

Subject: NDA 206756  Stiolto Respimat 
FDA labeling comments 

Total no. of pages including cover: 32 

Comments:   Please call or send an email to confirm receipt at christine.ford@fda.hhs.gov 

                        Submit response no later than close of business Monday, March  30, 2015 
 

Document to be mailed:   YES    NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-3420.  Thank you. 
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We refer to Stiolto Respimat NDA 206756 and have the following labeling comments 
provided in the attached marked up label.  Additional labeling changes may be 
forthcoming.   
 
FDA edits were made as tracked changes to the clean version of your proposed label 
submitted May 22, 2014.  Any additional proposed changes you may have can be made 
in a similar fashion by using the clean Word version of the attached PI and edit using 
tracked changes. 
 
Submit revised draft labeling incorporating the requested changes to me via secure email 
at christine.ford@fda.hhs.gov by close of business (COB) March 30, 2015.  Your 
response will subsequently need to be submitted officially to the NDA. 
 
If you have any questions, please contact me at 301-796-3420. 
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Drafted by: Review and labeling consult teams/ 3.18.2015 
  cford/ 3.19.2015 
   
Initialed by: SBarnes/ 3.19.2015 
  RLim, ADurmowicz/ 3.20.2015 

 
Finalized: cford/ 3.20.2015 
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NDA 206756 
MID-CYCLE COMMUNICATION 

 
Boehringer Ingelheim Pharmaceuticals, Inc. 
900 Ridgebury Road 
P.O. Box 368 
Ridgefield, CT  06877 
 
Attention:   Anna Wysowskyj, MBA 
    Senior Associate Director, Regulatory Affairs 
 
Dear Ms. Wysowskyj: 
 
Please refer to your New Drug Application (NDA) dated and received May 22, 2014, submitted 
under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA), for Stiolto Respimat 
(tiotropium bromide and olodaterol) Inhalation Spray. 
 
We also refer to the teleconference between representatives of your firm and the FDA on 
November 6, 2014.  The purpose of the teleconference was to provide you an update on the 
status of the review of your application. 
 
A record of the teleconference is enclosed for your information.   
 
If you have any questions, call me at (301) 796-3420. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Christine Ford, R.Ph. 
CDR, U.S. Public Health Service 
Sr. Regulatory Management Officer 
Division of Pulmonary, Allergy, and Rheumatology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

 
Enclosure: 
Mid-Cycle Communication 
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FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 MID-CYCLE COMMUNICATION 

 
Meeting Date and Time: November 6, 2014   
 
Application Number: NDA 206756 
Product Name: Stiolto Respimat (tiotropium bromide and olodaterol) Inhalation Spray 
Indication: Chronic obstructive pulmonary disease (COPD) 
Applicant Name: Boehringer Ingelheim Pharmaceuticals, Inc. (BI) 
 
Meeting Chair: Anthony Durmowicz, Cross-Discipline Team Leader 
Meeting Recorder: Christine Ford, Regulatory Project Manager 
 
FDA ATTENDEES: 

Anthony Durmowicz, MD, Clinical Team Leader, Division of Pulmonary, Allergy, and  
   Rheumatology Products (DPARP) 
Robert Lim, MD, Clinical Reviewer, DPARP 
Christine Ford, RPh, Regulatory Project Manager, DPARP 
Eric Duffy, PhD, Director, Division of New Drug Quality Assessment (DNDQA) III 
Eugenia Nashed, PhD, CMC Reviewer, DNDQA III 
Craig Bertha, PhD, CMC Lead, DNDQA III 
Julia Pinto, PhD, Acting Branch Chief, DNDQA III, Branch VIII 
 

EASTERN RESEARCH GROUP ATTENDEES: 

 Independent Assessor 
 
APPLICANT ATTENDEES: 

Dr. Michael Kraft - Head Global Regulatory Affairs 
Dr. Sabine Luik - Head US Medical and Regulatory Affairs 
Dr. Joanne Palmisano - Head US Regulatory Affairs 
Jeff Snyder - US Regulatory Affairs Respiratory 
Dr. Bernd Disse - Therapeutic Area Head Medicine Respiratory 
Dr. Tunde Otulana - Head US Medical Affairs 
Dr. Daniel McBryan - US Medical Affairs Respiratory 
Dr. Claude Petit - Head US Clinical Data Management 
Dr. Alan Hamilton - Clinical Program Head 
Dr. Kay Tetzlaff - Clinical Safety 
Stella Waitere-Wijker - Clinical Operations 
Dr. Lars Groenke - Global Medical Affairs 
Dr. Emmanuelle Clerisme-Beaty - US Medical Affairs 
Dr. Yihua Zhao - Statistics 
Lawrence Korducki - Statistics 
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Dr. Thomas Bethke - Drug Safety 
Dr. Ulrich Bothner - Drug Safety 
Dr. Lazaro Loaiza - Drug Safety  
Dr. Tanjew Dittgen - R&D Project Management 
Dr. Annerose Mauz - Toxicology 
Dr. Christina Kunz - Clinical PK 
Annette Wasmund - Global Regulatory Affairs 
Anna Wysowskyj - US Regulatory Affairs 
James Webb - US Regulatory Affairs CMC 
Dr. Nadja Oellers - International Project Leader 

 
INTRODUCTION: 

We are providing these comments to you before we complete our review of the entire application 
to give you preliminary notice of issues that we have identified.  In conformance with the 
prescription drug user fee reauthorization agreements, these comments do not reflect a final 
decision on the information reviewed and should not be construed to do so.  These comments are 
preliminary and subject to change as we finalize our review of your application.  In addition, we 
may identify other information that must be provided before we can approve this application.  If 
you respond to these issues during this review cycle, depending on the timing of your response, 
and in conformance with the user fee reauthorization agreements, we may or may not be able to 
consider your response before we take an action on your application during this review cycle. 
 
SIGNIFICANT ISSUES: 

No significant issues have been identified to date. 
 
INFORMATION REQUESTS: 

Except for the October 29, 2014, information request already requested by the CDRH Office 
of Compliance (OC), at this time there are no additional information requests. 
 
Regarding the October 29, 2014, information request, FDA commented that historically 
regulations for combination product (drug/device) may not have been fully applied to 
inhalers such as the Respimat.  Going forward however, 21 CFR Part 4 and Part 820 will 
have to be addressed since the Agency considers Respimat inhalation spray a true (factual) 
drug-device combination product.  The FDA explained that CDRH OC first completes a desk 
review of the NDA documents to determine if a physical inspection is needed and as 
background information for the inspection.  FDA recommended that BI provide responses to 
the information requested in a timely manner.  A brief response for each for the information 
request from CDRH OC would be acceptable.  Any questions can be addressed through the 
OND or ONDQA Project Managers. 
 

MAJOR SAFETY CONCERNS/RISK MANAGEMENT: 

There are no major safety concerns identified at this time, and there is currently no need for a REMS. 
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ADVISORY COMMITTEE MEETING: 

There are no plans at this time for an AC meeting.  
 

LATE-CYCLE MEETING (LCM)/OTHER PROJECTED MILESTONES: 

LCM is scheduled for February 24, 2015, and the PDUFA goal date is May 22, 2015. 
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Liu, Youbang

From: Liu, Youbang
Sent: Wednesday, October 29, 2014 3:20 PM
To: 'anna.wysowskyj@boehringer-ingelheim.com'
Subject: Information Request for NDA 206756

Importance: High

NDA 206756 
 
Boehringer Ingelheim Pharmaceuticals, Inc. 
Attention: Anna Wysowskyj 
Senior Associate Director 
900 Ridgebury Rd., PO Box 368 
Ridgefield, CT 06877 
 
 
Dear Ms. Wysowskyj: 
 
We are reviewing the Chemistry, Manufacturing and Controls section of your submission for NDA 206756, 
Stiolto Respimat® (tiotropium and olodaterol) Inhalation Spray, received May 22, 2014. The following 
deficiencies have been identified in reference to applicable 21 CFR 820 regulations for the manufacturing of the 
finished combination product. 
 
1. The information provided by your firm has inadequately addressed the requirements of 21 CFR 820.20. 

Your firm provided a table which lists the firms involved in the manufacturing of the combination product 
with their responsibilities. However, your firm did not provide an organizational structure diagram which 
displays how it controls all firms involved in the manufacturing of the combination product to ensure that 
the product is designed and produced in accordance with the applicable quality system requirements. The 
firm with the ultimate responsibility over final packaged combination product release and the associated 
Device History File was not specified. 
 

2. Your firm described several tests performed to validate the design of the combination product. However, 
your firm did not provide information on its Design Control system with the plan used to control the design 
of the combination product and its evolution in accordance to 21 CFR 820.30. Your firm did not provide 
any information covering the Design Input, Design output and Design Validation/Verification, including 
design changes, for the overall finished combination product in order to ensure that specified design 
requirements are met. 

 
3. The information provided by your firm has inadequately addressed the requirements of 21 CFR 820.50. 

Your firm provided a list of firms involved in the manufacturing of the combination product, including the 
manufacturer of the RESPIMAT inhaler. However, your firm did not provide information a purchasing 
control system which specifies controls applicable to your suppliers. Your firm did not explain how it will 
balance supplier assessments and receiving acceptance activities to ensure that products from suppliers will 
continue to meet set specifications. Furthermore, your firm did not explain how it will ensure that changes 
made by contractors/suppliers will not affect the final combination product. 
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4. The information provided by your firm has inadequately addressed the requirements of 21 CFR 820.80(b). 
Your firm did not provide information on how it will ensure products received from suppliers meet set 
specifications through receiving acceptance activities. Information on defined acceptance/rejection criteria 
and on the disposition of rejected or nonconforming products, was not provided. 

 
5. The information provided by your firm has inadequately addressed the requirements of 21 CFR 820.100. 

Your firm did not provide any information on its Corrective and Preventive Action (CAPA) System.  
 

You may find useful information regarding the types of documents to provide in the document called ‘Quality 
System Information for Certain Premarket Application Reviews; Guidance for Industry and FDA Staff,’ (2003). 
This document may be found at: 
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm070897.htm 

 
Please acknowledge the receipt of this email and provide the requested information by November 12, 2014.  
 
Sincerely, 
 
Youbang Liu, Ph.D.  
Regulatory Project Manager  
Division III, ONDQA/OPS/CDER/FDA  
10903 New Hampshire Avenue  
Building 21, Room 2525  
Silver Spring, MD 20903  
Phone: (301) 796-1926  
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Drug Evaluation II 

 

ELECTRONIC CORRESPONDENCE 

 
Date: October 23, 2014   

To: Anna Wysowskyj, MBA 
Sr. Associate Director,  
Drug Regulatory Affairs 

  From: Christine Ford, R.Ph. 
Regulatory Project Manager 

Company: Boehringer Ingelheim 
Pharmaceuticals, Inc. 

  Division of Pulmonary, Allergy, and 
Rheumatology Products 

Phone:         203-798-4280   Fax number:     301-796-9728 

Email:   
anna.wysowskyj @boehringer-ingelheim.com  

  Phone number: 301-796-3420 

Subject: NDA 206756  tiotropium/olodaterol Respimat 
FDA request for information – Clinical 

Total no. of pages including cover: 3 

Comments:   Information requested by no later than cob Tuesday, November 4, 2014 

                       Please call or send an email to confirm receipt at christine.ford@fda.hhs.gov 

          
 

Document to be mailed:   YES    NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-3420.  Thank you. 
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Your NDA 206756 for Stiolto (tiotropium/olodaterol) Respimat is currently under 
review, and we have the following request for information:  
 

Provide a table summarizing only the non-fatal serious adverse events from trials 
1237.5 and 1237.6.  Use a format similar to table 2.5.4 from the summary of clinical 
safety supplement (pages 1333 – 1339). 

 
Submit the requested information as an official response to the NDA no later than close 
of business Tuesday, November 4, 2014, or provide a timeline for when the information 
will be submitted. 
 
If you have any questions, please contact Christine Ford at 301-796-3420. 
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cford/ 10.23.2014 
   
Initialed by: ARamsey for SBarnes/ 10.23.2014 

ADurmowicz/ 10.23.2014 
 
Finalized:  cford/ 10.23.2014 
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Drug Evaluation II 

 

ELECTRONIC CORRESPONDENCE 

 
Date: October 2, 2014   

To: Anna Wysowskyj, MBA 
Sr. Associate Director,  
Drug Regulatory Affairs 

  From: Christine Ford, R.Ph. 
Regulatory Project Manager 

Company: Boehringer Ingelheim 
Pharmaceuticals, Inc. 

  Division of Pulmonary, Allergy, and 
Rheumatology Products 

Phone:         203-798-4280   Fax number:     301-796-9728 

Email:   
anna.wysowskyj @boehringer-ingelheim.com  

  Phone number: 301-796-3420 

Subject: NDA 206756  tiotropium/olodaterol Respimat 
FDA request for information – Product quality microbiology 

Total no. of pages including cover: 3 

Comments:   Information requested by no later than Tuesday, October 14, 2014 

                       Please call or send an email to confirm receipt at christine.ford@fda.hhs.gov 

          
 

Document to be mailed:   YES    NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-3420.  Thank you. 
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Your NDA 206756 for Stiolto (tiotropium/olodaterol) Respimat is currently under 
review, and we have the following request for information:  
 
Provide the following information or a reference to its location in the NDA submission. 
  
1. We refer to the media fill summary provided in Module 3.2.P.3.5 Section 10.  Provide 

the following information for the 2013 and any 2014 media fills. 

a. Provide the number of units filled, the number of units rejected (with a brief 
reason for the rejection), the number of units , and the number of 
positive units. 

b. Indicate whether any visual inspection of media fill units occurs prior to 
  We note a  occurs for commercial product. 

c. Provide a more detailed description of the incomplete nature of the April 2013 
media fill and the role of the June 2013 media fill with respect to the 
erroneously rejected integral units.  Describe the April investigation and any 
corrective actions. 
 

2. We refer to the sterility test verification studies conducted by  
described in document q00218284-01.  Indicate which drug product batches were 
utilized in these verification studies.   

 
Submit the requested information as an official response to the NDA no later than 
Tuesday, October 14, 2014, or provide a timeline for when the information will be 
submitted. 
 
If you have any questions, please contact Christine Ford at 301-796-3420. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 206756
PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Boehringer Ingelheim Pharmaceuticals, Inc.
900 Ridgebury Rd
P.O. Box 368
Ridgefield, CT  06877

ATTENTION: Anna Wysowskyj, MBA
Senior Associate Director, Regulatory Affairs

Dear Ms. Wysowskyj:

Please refer to your New Drug Application (NDA) dated May 22, 2014, received May 22, 2014, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Tiotropium 
Bromide and Olodaterol Inhalation Spray, 2.5 mcg/2.5 mcg per inhalation.

We also refer to your June 13, 2014, correspondence, received June 13, 2014, requesting review
of your proposed proprietary name, Stiolto Respimat. 

We have completed our review of the proposed proprietary name, Stiolto Respimat and have 
concluded that it is acceptable. 

If any of the proposed product characteristics as stated in your June 13, 2014, submission are
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Nichelle Rashid, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-3904. For any other information 
regarding this application, contact Christine Chung, Regulatory Project Manager in the Office of 
New Drugs, at (301) 796-3420.

Sincerely,

{See appended electronic signature page}

Kellie A. Taylor, Pharm.D., MPH
Deputy Director
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 206756 

FILING COMMUNICATION - 
NO FILING REVIEW ISSUES IDENTIFIED 

 
Boehringer Ingelheim Pharmaceuticals, Inc. 
900 Ridgebury Road 
P.O. Box 368 
Ridgefield, CT  06877 
 
Attention:   Anna Wysowskyj, MBA 
    Senior Associate Director, Regulatory Affairs 
 
Dear Ms. Wysowskyj: 
 
Please refer to your New Drug Application (NDA) dated and received May 22, 2014, submitted 
under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA), for Stiolto 
(tiotropium and olodaterol) Respimat Inhalation Spray 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard.  This application is also subject to the provisions 
of “the Program” under the Prescription Drug User Fee Act (PDUFA) V (refer to 
http://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm272170.htm . 
Therefore, the user fee goal date is May 22, 2015. 
 
We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings).  Please be aware that the timelines described in the guidance 
are flexible and subject to change based on workload and other potential review issues (e.g., 
submission of amendments).  We will inform you of any necessary information requests or status 
updates following the milestone meetings or at other times, as needed, during the process.  If 
major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by February 1, 2015.  In 
addition, the planned date for our internal mid-cycle review meeting is during the week of 
October 19, 2014.  We are not currently planning to hold an advisory committee meeting to 
discuss this application.  
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At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review. 
 
We request that you submit the following information: 

Provide the sterility test method verification studies to support the proposed formulations. 
 
PRESCRIBING INFORMATION 
Your proposed prescribing information (PI) must conform to the content and format regulations 
found at 21 CFR 201.56(a) and (d) and 201.57.  We encourage you to review the labeling review 
resources on the PLR Requirements for Prescribing Information website including:  
 

• The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products  

• Regulations and related guidance documents  
• A sample tool illustrating the format for Highlights and Contents, and  
• The Selected Requirements for Prescribing Information (SRPI) − a checklist of 42 

important format items from labeling regulations and guidances.   
 
At the end of labeling discussions, use the SRPI checklist to ensure that the PI conforms with 
format items in regulations and guidances.  
 
Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
 
PROMOTIONAL MATERIAL 
 
You may request advisory comments on proposed introductory advertising and promotional 
labeling.   Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI), Medication Guide and 
Instructionf or Use.  Submit consumer-directed, professional-directed, and television 
advertisement materials separately and send each submission to: 
 

Food and Drug Administration  
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion (OPDP) 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), Medication Guide, and Instructions for Use, and you believe the labeling is close to 
the final version.   
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For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200. 
 
REQUIRED PEDIATRIC ASSESSMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
We acknowledge receipt of your request for a full waiver of pediatric studies for this application.  
Once we have reviewed your request, we will notify you if the full waiver request is denied and a 
pediatric drug development plan is required. 
 
If you have any questions, call Christine Chung, Regulatory Project Manager, at (301) 796-3420. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Badrul A. Chowdhury, M.D., Ph.D. 
Director 
Division of Pulmonary, Allergy, and Rheumatology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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NDA 206756  

NDA ACKNOWLEDGMENT 
 
Boehringer Ingelheim Pharmaceuticals, Inc. 
900 Ridgebury Road 
P.O. Box 368 
Ridgefield, CT  06877 
 
Attention:   Anna Wysowskyj, MBA 
  Senior Associate Director, Regulatory Affairs 
 
Dear Ms. Wysowskyj: 
 
We have received your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: tiotropium+olodaterol RESPIMAT inhalation spray 
 
Date of Application:  May 22, 2014 
 
Date of Receipt:  May 22, 2014 
 
Our Reference Number:    NDA 206756 
 
Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on July 21, 2014, in 
accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 
 
You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904). 
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The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Pulmonary, Allergy, and Rheumatology Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications. 
 
If you have any questions, call me at (301) 796-3420. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Christine Chung, R.Ph. 
CDR, U.S. Public Health Service 
Program Coordinator 
Division of Pulmonary, Allergy, and Rheumatology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

NDA 206756 
LATE-CYCLE MEETING MINUTES 

Boehringer Ingelheim Pharmaceuticals, Inc. 
900 Ridgebury Road 
P.O. Box 368 
Ridgefield, CT  06877 
 
Attention: Anna Wysowskyj, MBA 
   Senior Associate Director, Regulatory Affairs 
 
Dear Ms. Wysowskyj: 
 
Please refer to your New Drug Application (NDA) dated and received May 22, 2014, submitted 
under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA), for Stiolto Respimat 
(tiotropium bromide and olodaterol) Inhalation Spray. 
 
We also refer to the Late-Cycle Meeting (LCM) between representatives of your firm and the 
FDA on February 24, 2015.  
 
A copy of the official minutes of the LCM is enclosed for your information.  Please notify us of 
any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call Christine Ford, Regulatory Project Manager, at (301) 796-3420. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Anthony Durmowicz, M.D. 
Cross-Discipline Team Leader 
Division of Pulmonary, Allergy, and Rheumatology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

Enclosure: 
  Late Cycle Meeting Minutes 
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Otulana, Dr. Tunde Head US Medical BIPI Corp. Center 
Petit, Dr. Claude Head US Data and Statistics BIPI Corp. Center 
Zhao, Dr. Mary Statistics BIPI Corp. Center 
Korducki, Larry Statistics BIPI Corp. Center 
Webb, Jim Regulatory CMC BIPI Corp. Center 
King, Dr. Josephine Regulatory Labeling BIPI Corp. Center 
Billingham, Kelly Regulatory Promotion BIPI Corp. Center 
Snyder, Jeff Regulatory BIPI Corp. Center 
Wysowskyj, Anna Regulatory BIPI Corp. Center 
 

 
BACKGROUND: 

NDA 206756 was submitted on May 22, 2014, for Stiolto Respimat (tiotropium bromide/ 
olodaterol) Inhalation Spray. 
 
Proposed indication(s):  Chronic obstructive pulmonary disease (COPD) 
 
PDUFA goal date:   May 22, 2015 
 
FDA issued a Background Package in preparation for this meeting on February 10, 2015.  

 
LCM AGENDA: 

1. Introductory Comments (RPM/CDTL) 

Welcome, Introductions, Objectives of the meeting 
 

2. Review Issues   

Two manufacturing facilities, one domestic and one international, have yet to be inspected. 
 
Discussion: 
FDA stated that the manufacturing facilities have been inspected.  Final evaluation is on 
going. 
 

3. Information Requests   

Response to the October 29, 2014, information request was received November 26, 2014. 
There are no further information requests at this time. 
 

4. Major labeling issues  

There are no major labeling issues at this time.  An FDA edited label will be sent to BI within 
1-2 weeks after the LCM. 
 

5. Review Plans   

The objectives for the remainder of the review cycle are to complete all reviews and finalize 
labeling. 
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6. Wrap-up and Action Items  

Internal Wrap-up meeting scheduled for March 31, 2015. 

Complete manufacturing facility inspections. 

PDUFA goal date is May 22, 2015. 
 

Additional discussion: 
BI asked whether FDA can provide guidance regarding the submission minor revisions 
to the clinical trial reports (CTRs) for phase 3 studies 1237.5, 1237.6, and 1237.9991, as 
requested in an email dated January 27, 2015. 

FDA responded that they have looked at the revisions and agree that the revisions do 
not appear to affect data interpretation or conclusions.  The Division has also contacted 
the FDA electronic submissions group regarding how to submit the revisions, but has 
not received a response yet.  The Division suggested that BI can also contact FDA 
electronic submissions. 

In response to the applicant’s inquiry whether FDA expects to take an early action on 
this NDA, FDA stated that that determination has not yet been made and will depend 
on remaining action items. 

 
This application has not yet been fully reviewed by the signatory authority, division director, and 
Cross-Discipline Team Leader (CDTL) and therefore, this meeting did not address the final 
regulatory decision for the application.   
 
Post-meeting addendum: 
In an email correspondence dated March 18, 2015, Valerie Gooding, Regulatory 
Information Specialist with FDA/CDER/Division of Data Management Services and 
Solutions (DDMSS), provided the requested information to Anna Wysowskyj, Director of 
Regulatory Affairs at BI. 
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NDA 206756 

LATE CYCLE MEETING  
BACKGROUND PACKAGE 

 
Boehringer Ingelheim Pharmaceuticals, Inc. 
900 Ridgebury Road 
P.O. Box 368 
Ridgefield, CT  06877 
 
Attention:  Anna Wysowskyj, MBA 
   Senior Associate Director, Regulatory Affairs 
 
Dear Ms. Wysowskyj: 
 
Please refer to your New Drug Application (NDA) dated and received May 22, 2014, submitted 
under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA), for Stiolto Respimat 
(tiotropium bromide and olodaterol) Inhalation Spray. 
 
We also refer to the Late-Cycle Meeting (LCM) scheduled for February 24, 2015.  
Attached is our background package, including our agenda, for this meeting. 
 
If you have any questions, call Christine Ford, Regulatory Project Manager, at (301) 796-3420. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Badrul A. Chowdhury, M.D., Ph.D. 
Director 
Division of Pulmonary, Allergy, and Rheumatology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

 
 
ENCLOSURE: 
   Late-Cycle Meeting Background Package
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LATE-CYCLE MEETING BACKGROUND PACKAGE 

 
Meeting Date and Time: February 24, 2015 at 9:00 A.M. 
Meeting Location: Teleconference – Provide call in number and Passcode 
 
Application Number: NDA 206756 
Product Name: Stiolto Respimat (tiotropium bromide/olodaterol) Inhalation Spray 
Indication: Chronic obstructive pulmonary disease (COPD) 
Sponsor/Applicant Name: Boehringer Ingelheim Pharmaceuticals, Inc. (BI) 

 
INTRODUCTION 

The purpose of a Late-Cycle Meeting (LCM) is to share information and to discuss any 
substantive review issues that we have identified to date, Advisory Committee (AC) meeting 
plans (if scheduled), and our objectives for the remainder of the review. The application has not 
yet been fully reviewed by the signatory authority, division director, and Cross-Discipline Team 
Leader (CDTL) and therefore, the meeting will not address the final regulatory decision for the 
application.  We are sharing this material to promote a collaborative and successful discussion at 
the meeting.   

During the meeting, we may discuss additional information that may be needed to address the 
identified issues and whether it would be expected to trigger an extension of the PDUFA goal 
date if the review team should decide, upon receipt of the information, to review it during the 
current review cycle.  If you submit any new information in response to the issues identified in 
this background package prior to this LCM or the AC meeting, if an AC is planned, we may not 
be prepared to discuss that new information at this meeting.   

 
1. Discipline Review Letters 
 

No Discipline Review letters have been issued to date.  
 
2. Substantive Review Issues 
 

No substantive review issues have been identified to date.  
 
ADVISORY COMMITTEE MEETING 
 
 An Advisory Committee meeting is not planned. 
 
REMS OR OTHER RISK MANAGEMENT ACTIONS 
 

No issues related to risk management have been identified to date.  
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LCM AGENDA: 
 

1. Introductory Comments (RPM/CDTL) 

Welcome, Introductions, Objectives of the meeting 

 

2. Discussion of Review Issues   

Two manufacturing facilities, one domestic and one international, have yet to be inspected. 
 

3. Information Requests   

Response to the October 29, 2014, information request was received November 26, 2014. 
There are no further information requests at this time. 

 

4. Major labeling issues  

There are no major labeling issues at this time. An FDA edited label will be sent to BI within 
1-2 weeks after the LCM. 

 

5. Review Plans   

The objectives for the remainder of the review cycle are to complete all reviews and finalize 
labeling. 

 

6. Wrap-up and Action Items  

Internal Wrap-up meeting scheduled for March 31, 2015. 

Complete manufacturing facility inspections. 

PDUFA goal date is May 22, 2015. 
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