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• Clinical study site(s) inspections(s) needed? 
   

If no, explain: No high enrolling sites, mono-
products already approved or will be approved 

 

  YES 
  NO 

 

• Advisory Committee Meeting needed?  
 
Comments:       

 
 
If no, for an NME NDA or original BLA , include the 
reason.  For example: 

o this drug/biologic is not the first in its class 
o the clinical study design was acceptable 
o the application did not raise significant safety 

or efficacy issues 
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease 

 

  YES 
Date if known:   

  NO 
  To be determined 

 
Reason: this drug/biologic is not the 
first in its class 
 
 

• Abuse Liability/Potential 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 

• If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance?  

 
Comments:       

 

  Not Applicable 
  YES 
  NO 

CLINICAL MICROBIOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
CLINICAL PHARMACOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

• Clinical pharmacology study site(s) inspections(s) 
needed? 

 

  YES 
  NO 

BIOSTATISTICS   Not Applicable 
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Comments:       
 

  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

PRODUCT QUALITY (CMC) 
 
 
 
Comments:  

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
Environmental Assessment 
 
• Categorical exclusion for environmental assessment 

(EA) requested?  
 
If no, was a complete EA submitted? 

 
 
If EA submitted, consulted to EA officer (OPS)? 
 

Comments:       
 

 
 

 YES 
  NO 

 
 YES 
  NO 

 
 YES 
  NO 

 

Quality Microbiology (for sterile products) 
 
• Was the Microbiology Team consulted for validation 

of sterilization? (NDAs/NDA supplements only) 
 
Comments:       

 

  Not Applicable 
 

 YES 
  NO 
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Facility Inspection 
 
• Establishment(s) ready for inspection? 
 
 
 Establishment Evaluation Request (EER/TBP-EER) 

submitted to OMPQ? 
 

 
Comments:       

  Not Applicable 
 

  YES 
  NO 

 
  YES 
  NO 

Facility/Microbiology Review (BLAs only) 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

CMC Labeling Review  
 
Comments:       

 
 
 
 

  Review issues for 74-day letter 

APPLICATIONS IN THE PROGRAM (PDUFA V) 
(NME NDAs/Original BLAs) 
 
• Were there agreements made at the application’s 

pre-submission meeting (and documented in the 
minutes) regarding certain late submission 
components that could be submitted within 30 days 
after receipt of the original application? 

 
• If so, were the late submission components all 

submitted within 30 days? 
 
 

  N/A 
 
 

  YES 
  NO 

 
 
 
 

  YES 
  NO 

• What late submission components, if any, arrived 
after 30 days? 

 

  
      

• Was the application otherwise complete upon 
submission, including those applications where there 
were no agreements regarding late submission 
components? 
 

  YES 
  NO 
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 If priority review: 
• notify sponsor in writing by day 60 (For BLAs/BLA supplements: include in 60-day 

filing letter; For NDAs/NDA supplements: see CST for choices) 
 
• notify OMPQ (so facility inspections can be scheduled earlier) 

  Send review issues/no review issues by day 74 
 

 Conduct a PLR format labeling review and include labeling issues in the 74-day letter 
 

 Update the PDUFA V DARRTS page (for NME NDAs in the Program) 
 BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and 

the Facility Information Sheet to the facility reviewer for completion. Ensure that the 
completed forms are forwarded to the CDER RMS-BLA Superuser for data entry into 
RMS-BLA one month prior to taking an action  [These sheets may be found in the CST 
eRoom at:  
http://eroom.fda.gov/eRoom/CDER2/CDERStandardLettersCommittee/0 1685f ] 

 Other 
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DEPARTMENT OF HEALTH & HUMAN SERVICES
Public Health Service
Food and Drug Administration
Center for Devices and Radiological Health
Office of Compliance, Division of Manufacturing & Quality
Respiratory, ENT, General Hospital, Ophthalmic Devices Branch

DATE: May 20, 2015

TO: Eugenia Nashed, WO 21 2510 CDER/ONDQA

eugenia.nashed@fda.hhs.gov

Craig Bertha, WO21 2548 OMPT/CDER/OPS/ONDQA/DNDQAIII

Craig.Bertha@fda.hhs.gov

Office of combination products at combination@fda.gov

RPM: Youbang Liu

Through: Francisco Vicenty, Chief, REGO, DMQ, OC, CDRH, OMPT. WO 66,
Room 2642

___________________________________

From: Viky Verna, REGO, DMQ, OC, CDRH, OMPT. WO 66, Room 2628

Applicant: Boehringer Ingelheim Pharmaceuticals, Inc.

900 Ridgebury Road, PO Box 368

Ridgefield, Connecticut 06877

Application # NDA 206756 ICC1400405

Product Name: STIOLTO – Respimat Inhalation Spray

Consult

Instructions:

Please evaluate relevant facilities named in the application for
their device constituent responsibilities and determined if a
device inspection is required.

The Office of Compliance at CDRH received a consult request from CDER to evaluate the
applicant’s compliance with applicable Quality System Requirements for the
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approvability of the combination product STIOLTO – Respimat Inhalation Spray, NDA
206756.

PRODUCT DESCRIPTION

The Stiolto Respimat combination product is indicated as a once daily maintenance
bronchodilator treatment of chronic obstructive pulmonary disease (COPD). It consists
of a sterile, aqueous, multi dose solution of tiotropium bromide monohydrate, a long
acting muscarinic antagonist (LAMA) and olodaterol hydrochloride, a long acting 2
adrenoceptor agonist (LABA), for oral inhalation delivered by the Respimat inhaler.

One carton of the combination product contains two entities, the cartridge with the
inhalation solution and the RESPIMAT inhaler. Prior to first use, the patient inserts the
cartridge into the inhaler. After reaching the labeled number of actuations, the
RESPIMAT inhaler is blocked from further use by a locking mechanism. Both RESPIMAT
and the inserted cartridge are then disposed of.

tiotropium+olodaterol RESPIMAT inhaler

The RESPIMAT inhaler (manufactured by Boehringer Ingelheim microParts GmbH) is a
hand held, pocket sized oral inhalation device that uses mechanical energy to generate a
slow moving aerosol cloud of medication (“soft mist”). It meters a small volume of the
inhalation solution

DESK REVIEW

The application was searched for documents pertaining to applicable 21 CFR part 820
regulations for this combination product.

Management Control, CFR 820.20
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The firm provided a table which lists the firms involved in the manufacturing of the
combination product with their responsibilities. However, the list did not contain a list
of the manufactures involved in the manufacturing of the device components of the
combination product. Also, the sponsor 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 it is designed and produced in accordance with the
applicable quality system requirements. The sponsor firm did not summarize how it will
ensure that its quality policy is understood, implemented, and maintained at all levels of
the organization.

The information provided by the firm has inadequately addressed the requirements of
21 CFR 820.20.

RESPONSE REVIEW
The firm’s response dated November 26, 2014, is adequate. Boehringer Ingelheim Pharma
GmbH & Co. KG (BIPKG) confirmed that it has ultimate management responsibility and oversight
for Stiolto RESPIMAT Inhalation Spray; including the release and associated quality review of this
final packaged combination product. The sponsor described how the firms responsible for each
constituent part comply with the governing requirement to satisfy 21 CFR Part 4. The firm also
provided an organization structure diagram which depicts how the manufacturing at Respimat
Device Dortmund (responsible for RESPIMAT Inhaler production), and the manufacturing
Respimat Drug Product Ingelheim, (responsible for production of the “RESPIMAT cartridge” and
the finished combination product) are both managed by the same manufacturing department.
Analogously, the quality units at BIPKG and BImP are part of a single overarching quality
department.

Design Control, General, CFR 820.30
The sponsor described several tests performed to control the design of the combination
product. Specifically, the firm provided the results of the risk analysis, suitability testing,
stability tests, compatibility studies with primary packaging components, and
extractables and leachables studies performed.

However, the sponsor 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.

The information provided by the firm has inadequately addressed the requirements of
21 CFR 820.30.

RESPONSE REVIEW
The firm’s response dated November 26, 2014, is adequate. Boehringer Ingelheim confirmed
it has a Design Control Procedure in place which defines the requirements and responsibilities
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for the Design Control System within Boehringer Ingelheim Pharma GmbH & Co. KG (BIPKG) and
Boehringer Ingelheim microParts (BImP). The procedure ensures that medical devices are
designed and developed in accordance with applicable regulatory requirements (e.g., 21 CFR
820.30, ISO 13485, Directive 93/42/EEC) covering the entire life cycle of the combination
product. The sponsor also summarized how the Design Control System was applies to the Stiolto
combination product, addressing both the device constituent part and the intended use of the
combination product, including the needs of the user and patient. It was used to ensure that the
device constituent part is appropriate for use with the drug (e.g. compatibility, in use stability,
cleaning and handling studies, etc.). The development of the RESPIMAT inhaler is
documented in a Design History File (DHF).

Production and Process Controls, 820.70
The firm provided a description on how the manufacturing of the combination product
is performed and controlled. The manufacturing process consists of

Production Flow
The firm provided a production flow diagram.
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The information provided by the firm has adequately addressed the requirements of 21
CFR 820.70.

Purchasing Controls, 820.50

The firm provided a list of firms involved in the manufacturing of the combination
product. Also, it stated that the RESPIMAT inhaler is manufactured by Boehringer
Ingelheim microParts GmbH. However, the sponsor did not provide information on its
purchasing controls system which specifies controls applicable to its suppliers. The 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, the sponsor did not explain how it will ensure that changes made by
contractors/suppliers will not affect the final combination product.

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

RESPONSE REVIEW
The firm’s response dated November 26, 2014, is adequate. Per the response, procedures are
established at Boehringer Ingelheim (BI), which define BI’s purchasing control system (BI’s
supplier management system). As part of this purchasing control system, procedures for the
selection, qualification/approval and continuous evaluation/control of suppliers are in place.
The firm described the steps and processes involved in the selection, qualification/approval and
continuous evaluation/control of suppliers. Purchasing specifications and supplier agreements
ensure effective control over delivered materials and contracted services by requiring suppliers
to notify Boehringer Ingelheim of intended changes.

Receiving Acceptance Activities, 820.80(b)

The sponsor provided a list of firms involved in the manufacturing of the combination
product. Also, it stated that the RESPIMAT inhaler is manufactured by another firm,
Boehringer Ingelheim microParts GmbH. However, the sponsor 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.

The information provided by the firm has inadequately addressed the requirements of
21 CFR 820.80(b).

RESPONSE REVIEW
The firm’s response dated November 26, 2014, is adequate. The sponsor clarified that the
manufacturer of the RESPIMAT device constituent part of the combination drug product is not a
supplier, but is a BI manufacturing site, i.e., Boehringer Ingelheim microParts (BImP) in
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Dortmund Germany. Boehringer Ingelheim Pharma GmbH & Co. KG (BIPKG), the manufacturer
of the combination drug product, receives lots of RESPIMAT inhalers that have undergone
testing and release by BImP according to the device specifications. Given the unified
organizational structure of BI, the Device lots released by BImP are used in BIPKG manufacturing
of the combination drug product with no further receiving testing of the device constituent part.
However, BIPKG performs final release testing for the final combination product (i.e., Cartridge +
Inhaler) which includes parameters related to inhalation performance.

Final Acceptance Activities, 820.80(d)
The sponsor described the final release activities on the final assembled combination
product which takes into consideration both the cartridge and the inhaler to ensure
specifications are met. The analytical release of each marketed tiotropium+olodaterol
RESPIMAT inhalation spray drug product batch is based on the combination of test
parameters related to the cartridge batch containing the inhalation solution and on test
parameters related to the inhaler performance. The specifications (test parameters,
acceptance criteria and analytical procedures) were provided.

The information provided by the firm has adequately addressed the requirements of 21
CFR 820.80(d).

Corrective and Preventive Action (CAPA), 820.100

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

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

RESPONSE REVIEW
The firm’s response dated November 26, 2014, is adequate. Boehringer Ingelheim (BI)
confirmed that it has written procedures established for CAPA management. CAPAs are used to
correct non conformities, defects or other undesirable situations to prevent recurrence
(corrective action) and to prevent occurrence (preventive action). The BI CAPA system aids in
the identification and implementation of product and process improvements, and increases
product and process understanding. The sponsor described its CAPA system which covers the
different input sources, root cause investigation, change requests, and effectiveness checks.

Desk Review Recommendation

This application was deficient overall. Additional information is required for an
adequate desk review.

REGULATORY HISTORY
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After reviewing the application, the following facilities were identified as being subject
to applicable Medical Device Regulations under 21 CFR part 820:

1. Boehringer Ingelheim Pharma GmbH & Co. KG (Ingelheim)
Binger Straße 173
Ingelheim am Rhein, 55216 Germany
FEI: 3002806556

Responsibility: Manufacturing, packaging, labeling, release and stability testing.

An Inspection of the firm was performed on 02/24/2014 to 03/07/2014 which
was classified as VAI. The systems covered include the Quality System,
Production System, and the Laboratory Control System. Profile classes covered
were TCM (Tablets, Prompt Release), CHG (Capsules, Prompt Release), CSN
(Non Sterile API by Chemical Synthesis), SLQ (Sterile Liquid) and TTR (Tablets,
Extended Release).

The previous inspection of the firm was conducted on 11/5 12/12 and was
classified OAI. The inspection was a pre approval for NDA 203108 Olodaterol
Respimat Inhalation Spray, and a routine cGMP inspection.

UPDATED
A pre approval inspection was performed at the firm for the Stiolto NDA
206756 application on January 19 23, 2015. The inspection was classified as NAI.

RECOMMENDATION

The firm’s response dated November 26, 2014, is adequate and addressed the
deficiencies previously noted.

The recommended pre inspection of Boehringer Ingelheim Pharma GmbH & Co. KG
(Ingelheim) was conducted and deemed acceptable.

Therefore, the Office of Compliance at CDRH recommends approval of application NDA
206756 for the Stiolto combination product.

______________________________

LT Viky Verna, MS BME, MS Pharm

Reference ID: 3762572

Viky 
Verna -A

Digitally signed by Viky Verna -A 
DN: c=US, o=U.S. Government, 
ou=HHS, ou=FDA, ou=People, 
cn=Viky Verna -A, 
0.9.2342.19200300.100.1.1=2000495
623 
Date: 2015.05.20 10:07:12 -04'00'



Prepared: VVerna: 10/1/14
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INSPECTIONAL GUIDANCE

Firm to be inspected:

1. Boehringer Ingelheim Pharma GmbH & Co. KG (Ingelheim)
Binger Straße 173
Ingelheim am Rhein, 55216 Germany

FEI: 3002806556

CDRH recommends the inspection under the applicable Medical Device Regulations of
Boehringer Ingelheim Pharma GmbH & Co. KG (Ingelheim) located at Binger Straße 173,
Ingelheim am Rhein, 55216 Germany (FEI: 3002806556).

A comprehensive baseline Level 2 inspection is recommended focusing on Management
Responsibility (21 CFR 820.20), Purchasing Controls (21 CFR 820.50), CAPA (21 CFR
820.100), Final Acceptance Activities (21 CFR 820.80), and Design Controls (21 CFR
820.30) for the STIOLTO – Respimat Inhalation Spray (NDA 206756 ICC1400405).

Additionally, evaluate the manufacturing activities associated with the
manufacturing/assembly of the finished combination product, including in process and
final acceptance activities.
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POST INSPECTION FOLLOW UP

The establishment inspection report (EIR) for the firm should be shared with CDRH (The
EIR should be assigned to CDER and then sent to CDRH as a consult for review). If the
inspection is being classified Official Action Indicated (OAI), the District should consider
recommending appropriate regulatory action with consultation from CDER and CDRH
and whether the violation is drug or device related.

Questions regarding this consult should be referred to one of the following individuals:

Primary Contact

Viky Verna
Biomedical Engineer,
REGO
DMQ
Office of Compliance, WO66 RM 2628
Phone: 301 796 2909

Secondary Contacts (if Primary is unavailable and a timely answer is required)

Francico Vicenty
Chief
REGO
DMQ
Office of Compliance, WO66 RM 2642
Phone: 301 796 5770

THIS ATTACHMENT IS NOT TO BE PROVIDED TO THE FIRM OR SHOWN TO THEM
DURING THE INSPECTION. THIS ATTACHMENT CONTAINS PREDECISIONAL

INFORMATION

Reference ID: 3762572



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

EUGENIA M NASHED
05/21/2015

Reference ID: 3762572



 1

 
****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  February 18, 2015 
  
To:  Christine Ford, R.Ph. 
  Regulatory Project Manager 

Division of Pulmonary, Allergy, and Rheumatology Products 
(DPARP) 

 
From:   Matthew Falter, Pharm.D. 
  Regulatory Review Officer 
  Office of Prescription Drug Promotion (OPDP) 
 
CC:  Kathleen Klemm, Pharm.D. 
  Group Leader, OPDP 
 
Subject: OPDP Labeling Consult Response 
  NDA # 206756 

STIOLTO™ RESPIMAT® (tiotropium bromide and olodaterol) 
Inhalation Spray 

 
   
In response to DPARP’s, September 8, 2014, consult request, OPDP has reviewed the proposed 
Prescribing Information (PI), Medication Guide (MG), Instructions for Use (IFU), and 
Carton/Container labeling for STIOLTO™ RESPIMAT® (tiotropium bromide and olodaterol) 
Inhalation Spray (Stiolto).   
 
OPDP has reviewed the proposed PI.  Our comments on the proposed PI are based on the 
proposed draft-marked up labeling titled “206756 scpi 2-6-15.doc”, which was sent via e-mail from 
DPARP to OPDP on February 9, 2015.  OPDP comments on the proposed PI are provided 
directly in the marked-up document attached (see below). 
 
OPDP has reviewed the proposed Carton and Container Labeling submitted by the applicant and 
available in the EDR at: 
 

 \\cdsesub1\evsprod\nda206756\0000\m1\us\ct6025a.pdf 
 \\cdsesub1\evsprod\nda206756\0000\m1\us\l6026a.pdf 
 \\cdsesub1\evsprod\nda206756\0000\m1\us\l6027a.pdf 
 \\cdsesub1\evsprod\nda206756\0000\m1\us\l6028a.pdf 
 \\cdsesub1\evsprod\nda206756\0000\m1\us\ct6046a.pdf 
 \\cdsesub1\evsprod\nda206756\0000\m1\us\l6047a.pdf 
 \\cdsesub1\evsprod\nda206756\0000\m1\us\l6048a.pdf 
 \\cdsesub1\evsprod\nda206756\0000\m1\us\l6049a.pdf 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  
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 \\cdsesub1\evsprod\nda206756\0000\m1\us\ct6050a.pdf 
 \\cdsesub1\evsprod\nda206756\0000\m1\us\l6051a.pdf 
 \\cdsesub1\evsprod\nda206756\0000\m1\us\l6052a.pdf 

 
OPDP does not have any comments on the proposed Carton and Container labels at this time. 
 
OPDP’s review and comments on the proposed MG and proposed IFU was conducted jointly with 
the Division of Medical Policy Programs (DMPP).  This review was provided under separate cover 
and submitted into DARRTS on February 17, 2015. 
 
Thank you for the opportunity to comment on the proposed labeling.  If you have any questions 
regarding this review, please contact me at matthew.falter@fda.hhs.gov or at 6-2287. 
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Medical Policy  
 

PATIENT LABELING REVIEW 

 
Date: 

 

February 17, 2015  
 
To: 

 
Badrul Chowdhury, MD 
Director 
Division of Pulmonary, Allergy, and Rheumatology 
Products (DPARP) 

 
Through: 

 
LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling  
Division of Medical Policy Programs (DMPP) 

Melissa Hulett, MSBA, MSN, FNP-BC, RN  
Team Leader, Patient Labeling  
Division of Medical Policy Programs (DMPP) 

 
From: 

 
Sharon W. Williams MSN, BSN, RN 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 

Matthew J. Falter, Pharm.D., R.Ph. 
Regulatory Review Officer 
Office of Prescription Drug Promotion (OPDP) 

Subject: Review of Patient Labeling: Medication Guide (MG) and 
Instructions for Use (IFU) 
 

Drug Name (established 
name):   

STIOLTO RESPIMAT (tiotropium bromide and olodaterol) 
 

Dosage Form and Route: Inhalation spray, for oral inhalation use 
 
Application 
Type/Number:  

 
 
NDA 206756 

  

  

Applicant: Boehringer Ingelheim Pharmaceuticals, Inc. 
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1 INTRODUCTION 

On May 23, 2014, Boehringer Ingelheim submitted for the Agency’s review an 
Original New Drug Application for STIOLTO RESPIMAT (tiotropium bromide and 
olodaterol) inhalation spray.   STIOLTO RESPIMAT (tiotropium bromide and 
olodaterol) inhalation spray is indicated for the long-term once-daily maintenance 
treatment of airflow obstruction in patients with chronic obstructive pulmonary 
disease (COPD), including chronic bronchitis and/or emphysema. 

This collaborative review is written by the Division of Medical Policy Programs 
(DMPP) and the Office of Prescription Drug Promotion (OPDP) in response to 
requests by the Division of Pulmonary, Allergy, and Rheumatology Products 
(DPARP) on September 8, 2014, for DMPP and OPDP to review the Applicant’s 
proposed Medication Guide (MG) and Instructions for Use (IFU) for STIOLTO 
RESPIMAT (tiotropium bromide and olodaterol) inhalation spray.   

DMPP conferred with the Division of Medication Error, Prevention, and Analysis 
(DMEPA) and DMEPA deferred to DMPP to provide IFU review comments. 

 
2 MATERIAL REVIEWED 

• Draft STIOLTO RESPIMAT (tiotropium bromide and olodaterol) MG and IFU 
received on May 23, 2014, and received by DMPP  and OPDP on February 9, 
2015.  

• Draft  STIOLTO RESPIMAT (tiotropium bromide and olodaterol) Prescribing 
Information (PI) received on May 23, 2014, revised by the Review Division 
throughout the review cycle, and received by DMPP and OPDP on February 9, 
2015. 

• Approved STRIVERDI RESPIMAT comparator labeling dated July 31, 2014. 

 
3 REVIEW METHODS 

In 2008 the American Society of Consultant Pharmacists Foundation (ASCP) in 
collaboration with the American Foundation for the Blind (AFB) published 
Guidelines for Prescription Labeling and Consumer Medication Information for 
People with Vision Loss. The ASCP and AFB recommended using fonts such as 
Verdana, Arial or APHont to make medical information more accessible for patients 
with vision loss.  We have reformatted the MG and IFU document using the Arial 
font, size 11. 

In our collaborative review of the MG and IFU we have:  

• simplified wording and clarified concepts where possible 

• ensured that the MG and IFU are consistent with the Prescribing Information 
(PI)  

• ensured that the MG is free of promotional language or suggested revisions to 
ensure that it is free of promotional language 
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• ensured that the MG meets the Regulations as specified in 21 CFR 208.20  

• ensured that the MG and IFU meets the criteria as specified in FDA’s Guidance 
for Useful Written Consumer Medication Information (published July 2006) 

• ensured that the MG and IFU are consistent with the approved comparator 
labeling where applicable.  

 
4 CONCLUSIONS 

The MG and IFU are acceptable with our recommended changes. 
 
5 RECOMMENDATIONS 

• Please send these comments to the Applicant and copy DMPP and OPDP on the 
correspondence.  

• Our collaborative review of the MG and IFU are appended to this memorandum.  
Consult DMPP and OPDP regarding any additional revisions made to the PI to 
determine if corresponding revisions need to be made to the MG and IFU.   

 Please let us know if you have any questions.  
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REGULATORY PROJECT MANAGER  
PHYSICIAN’S LABELING RULE (PLR) FORMAT REVIEW  

OF THE PRESCRIBING INFORMATION 
 

Complete for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion Labeling Supplements 
 
Application:   NDA 206756 
 
Application Type:  New NDA 
 
Name of Drug:   Stiolto (tiotropium/olodaterol) Respimat Inhalation Spray 
 
Applicant:     Boehringer-Ingelheim  
 
Receipt Date:  May 22, 2014 
 
Goal Date:  May 22, 2015 

 

1. Regulatory History and Applicant’s Main Proposals 
Boehringer-Ingelheim submitted a New Drug Application for tiotropium/olodaterol for long term, 
once daily bronchodilator treatment of airflow obstruction in patients with COPD, including chronic 
bronchitis and/or emphysema.  The PI includes a Medication Guide and Patient Instructions for Use. 

The submission also contains carton and container labeling. 
 

2. Review of the Prescribing Information 
This review is based on the applicant’s submitted Word format of the prescribing information (PI) 
dated May 23, 2014.  The applicant’s proposed PI was reviewed in accordance with the labeling 
format requirements listed in the “Selected Requirements for Prescribing Information (SRPI)” 
checklist (see the Appendix).    
 

3. Conclusions/Recommendations 
No SRPI format deficiencies identified in the review of this PI need to be forwarded to the applicant. 

 

 

Reference ID: 3692418





 

Selected Requirements of Prescribing Information 
 

SRPI version 4:  May 2014  Page 3 of 10 

• Initial U.S. Approval  Required 
• Boxed Warning  Required if a BOXED WARNING is in the FPI 
• Recent Major Changes  Required for only certain changes to PI*  
• Indications and Usage  Required 
• Dosage and Administration  Required 
• Dosage Forms and Strengths  Required 
• Contraindications  Required (if no contraindications must state “None.”) 
• Warnings and Precautions  Not required by regulation, but should be present 
• Adverse Reactions  Required 
• Drug Interactions  Optional 
• Use in Specific Populations  Optional 
• Patient Counseling Information Statement  Required  
• Revision Date  Required 

* RMC only applies to the BOXED WARNING, INDICATIONS AND USAGE, DOSAGE AND 
ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS sections. 

Comment:        

HIGHLIGHTS DETAILS 

Highlights Heading 

8. At the beginning of HL, the following heading must be bolded and should appear in all UPPER 
CASE letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”. 
Comment:        

Highlights Limitation Statement  

9. The bolded HL Limitation Statement must include the following verbatim statement: “These 
highlights do not include all the information needed to use (insert name of drug product) 
safely and effectively. See full prescribing information for (insert name of drug product).”  
The name of drug product should appear in UPPER CASE letters. 

Comment:        

Product Title in Highlights 

10. Product title must be bolded. 

 Comment:        

Initial U.S. Approval in Highlights 

11. Initial U.S. Approval in HL must be bolded, and include the verbatim statement “Initial U.S. 
Approval:” followed by the 4-digit year. 

Comment:        

Boxed Warning (BW) in Highlights 

12. All text in the BW must be bolded. 

Comment:        
 

13. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if 
more than one warning, the term, “WARNING” and not “WARNINGS” should be used) and 

YES 

YES 

YES 

YES 

YES 

YES 
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other words to identify the subject of the warning (e.g., “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”).  The BW heading should be centered. 

Comment:        

14. The BW must always have the verbatim statement “See full prescribing information for 
complete boxed warning.”  This statement should be centered immediately beneath the heading 
and appear in italics. 

Comment:        

15. The BW must be limited in length to 20 lines (this includes white space but does not include the 
BW heading and the statement “See full prescribing information for complete boxed 
warning.”).   
Comment:        

Recent Major Changes (RMC) in Highlights 

16. RMC pertains to only the following five sections of the FPI:  BOXED WARNING, 
INDICATIONS AND USAGE, DOSAGE AND ADMINISTRATION, 
CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS.   RMC must be listed in 
the same order in HL as the modified text appears in FPI.     

Comment:        

17. The RMC must include the section heading(s) and, if appropriate, subsection heading(s) affected 
by the recent major change, together with each section’s identifying number and date 
(month/year format) on which the change was incorporated in the PI (supplement approval date). 
For example, “Warnings and Precautions, Acute Liver Failure (5.1) --- 9/2013”.  

Comment:        

18. The RMC must list changes for at least one year after the supplement is approved and must be 
removed at the first printing subsequent to one year (e.g., no listing should be one year older than 
revision date). 

Comment:        

Indications and Usage in Highlights 

19. If a product belongs to an established pharmacologic class, the following statement is required 
under the Indications and Usage heading in HL: “(Product) is a (name of established 
pharmacologic class) indicated for (indication)”.  

Comment:        

Dosage Forms and Strengths in Highlights 

20. For a product that has several dosage forms (e.g., capsules, tablets, and injection), bulleted 
subheadings or tabular presentations of information should be used under the Dosage Forms and 
Strengths heading. 

Comment:        
 
 
 

YES 

YES 

N/A 

N/A 

N/A 

YES 

N/A 
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Contraindications in Highlights 

21. All contraindications listed in the FPI must also be listed in HL or must include the statement 
“None” if no contraindications are known.  Each contraindication should be bulleted when there 
is more than one contraindication. 

Comment:        

Adverse Reactions in Highlights 

22. For drug products other than vaccines, the verbatim bolded statement must be present: “To 
report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s U.S. phone number) or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch”.  

Comment:        

Patient Counseling Information Statement in Highlights 

23. The Patient Counseling Information statement must include one of the following three bolded 
verbatim statements that is most applicable: 

If a product does not have FDA-approved patient labeling: 

• “See 17 for PATIENT COUNSELING INFORMATION”  
 
 

If a product has FDA-approved patient labeling: 
 

• “See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling”  

• “See 17 for PATIENT COUNSELING INFORMATION and Medication Guide”  

 Comment:        

Revision Date in Highlights 

24. The revision date must be at the end of HL, and should be bolded and right justified (e.g., 
“Revised: 9/2013”).   
Comment:        

YES 

YES 

YES 

YES 
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Contents: Table of Contents (TOC) 

See Appendix A for a sample tool illustrating the format for the Table of Contents. 
 

25. The TOC should be in a two-column format. 

Comment:        

26. The following heading must appear at the beginning of the TOC:  “FULL PRESCRIBING 
INFORMATION: CONTENTS”.  This heading should be in all UPPER CASE letters and 
bolded. 

Comment:        

27. The same heading for the BW that appears in HL and the FPI must also appear at the beginning 
of the TOC in UPPER CASE letters and bolded. 

Comment:        

28. In the TOC, all section headings must be bolded and should be in UPPER CASE.  

Comment:        

29. In the TOC, all subsection headings must be indented and not bolded.  The headings should be in 
title case [first letter of all words are capitalized except first letter of prepositions (through), 
articles (a, an, and the), or conjunctions (for, and)]. 

Comment:        
30. The section and subsection headings in the TOC must match the section and subsection headings 

in the FPI. 

Comment:        

31. In the TOC, when a section or subsection is omitted, the numbering must not change. If a section 
or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading “FULL 
PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk and the 
following statement must appear at the end of TOC: “*Sections or subsections omitted from the 
full prescribing information are not listed.”  
Comment:        

YES 

YES 

YES 

YES 

YES 

YES 

YES 
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Full Prescribing Information (FPI) 

FULL PRESCRIBING INFORMATION:  GENERAL FORMAT 
 

32. The bolded section and subsection headings in the FPI must be named and numbered in 
accordance with 21 CFR 201.56(d)(1) as noted below (section and subsection headings should 
be in UPPER CASE and title case, respectively).  If a section/subsection required by regulation 
is omitted, the numbering must not change. Additional subsection headings (i.e., those not 
named by regulation) must also be bolded and numbered.   

 

BOXED WARNING 
1  INDICATIONS AND USAGE 
2  DOSAGE AND ADMINISTRATION 
3  DOSAGE FORMS AND STRENGTHS 
4  CONTRAINDICATIONS 
5  WARNINGS AND PRECAUTIONS 
6  ADVERSE REACTIONS 
7  DRUG INTERACTIONS 
8  USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy 
8.2 Labor and Delivery 
8.3 Nursing Mothers 
8.4 Pediatric Use 
8.5 Geriatric Use 

9  DRUG ABUSE AND DEPENDENCE 
9.1 Controlled Substance 
9.2 Abuse 
9.3 Dependence 

10  OVERDOSAGE 
11  DESCRIPTION 
12  CLINICAL PHARMACOLOGY 

12.1 Mechanism of Action 
12.2 Pharmacodynamics 
12.3 Pharmacokinetics 
12.4 Microbiology (by guidance) 
12.5 Pharmacogenomics (by guidance) 

13  NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
13.2 Animal Toxicology and/or Pharmacology 

14  CLINICAL STUDIES 
15  REFERENCES 
16  HOW SUPPLIED/STORAGE AND HANDLING 
17  PATIENT COUNSELING INFORMATION 

Comment:        
33. The preferred presentation for cross-references in the FPI is the section (not subsection) 

heading followed by the numerical identifier.  The entire cross-reference should be in italics and 
enclosed within brackets.  For example, “[see Warnings and Precautions (5.2)]” or “[see 
Warnings and Precautions (5.2)]”.   

Comment:        

YES 

 
YES 
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34. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or 
subsections must be marked with a vertical line on the left edge. 

Comment:          

FULL PRESCRIBING INFORMATION DETAILS 

FPI Heading 

35. The following heading must be bolded and appear at the beginning of the FPI: “FULL 
PRESCRIBING INFORMATION”.  This heading should be in UPPER CASE. 

Comment:        

BOXED WARNING Section in the FPI 
36. In the BW, all text should be bolded. 

Comment:        

37. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if 
more than one Warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the Warning (e.g., “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”).   

Comment:        
 

CONTRAINDICATIONS Section in the FPI 

38. If no Contraindications are known, this section must state “None.” 

Comment:        
 

ADVERSE REACTIONS Section in the FPI 

39. When clinical trials adverse reactions data are included (typically in the “Clinical Trials 
Experience” subsection of ADVERSE REACTIONS), the following verbatim statement or 
appropriate modification should precede the presentation of adverse reactions: 

 

“Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 
of another drug and may not reflect the rates observed in practice.” 

 

Comment:        
 

40. When postmarketing adverse reaction data are included (typically in the “Postmarketing 
Experience” subsection of ADVERSE REACTIONS), the following verbatim statement or 
appropriate modification should precede the presentation of adverse reactions: 

 

Comment:        
 

 

PATIENT COUNSELING INFORMATION Section in the FPI 

41. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING 
INFORMATION section).  The reference should appear at the beginning of Section 17 and 

N/A 

YES 

YES 

YES 

N/A 

YES 

N/A 

YES 
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include the type(s) of FDA-approved patient labeling (e.g., Patient Information, Medication 
Guide, Instructions for Use).  
Comment:       

 
42. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for 

Use) must not be included as a subsection under section 17 (PATIENT COUNSELING 
INFORMATION).  All FDA-approved patient labeling must appear at the end of the PI upon 
approval. 

Comment:       
 

YES 
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DEPARTMENT OF HEALTH & HUMAN SERVICES
Public Health Service
Food and Drug Administration
Center for Devices and Radiological Health
Office of Compliance, Division of Manufacturing & Quality
Respiratory, ENT, General Hospital, Ophthalmic Devices Branch

DATE: October 1, 2014

TO: Eugenia Nashed, WO 21 2510 CDER/ONDQA

eugenia.nashed@fda.hhs.gov

Craig Bertha, WO21 2548 OMPT/CDER/OPS/ONDQA/DNDQAIII

Craig.Bertha@fda.hhs.gov

Office of combination products at combination@fda.gov

RPM: Youbang Liu

Through: Francisco Vicenty, Chief, REGO, DMQ, OC, CDRH, OMPT. WO 66,
Room 2642

___________________________________

From: Viky Verna, REGO, DMQ, OC, CDRH, OMPT. WO 66, Room 2628

Applicant: Boehringer Ingelheim Pharmaceuticals, Inc.

900 Ridgebury Road, PO Box 368

Ridgefield, Connecticut 06877

Application # NDA 206756 ICC1400405

Product Name: STIOLTO – Respimat Inhalation Spray

Consult

Instructions:

Please evaluate relevant facilities named in the application for
their device constituent responsibilities and determined if a
device inspection is required.

The Office of Compliance at CDRH received a consult request from CDER to evaluate the
applicant’s compliance with applicable Quality System Requirements for the
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approvability of the combination product STIOLTO – Respimat Inhalation Spray, NDA
206756.

PRODUCT DESCRIPTION

The Stiolto Respimat combination product is indicated as a once daily maintenance
bronchodilator treatment of chronic obstructive pulmonary disease (COPD). It consists
of a sterile, aqueous, multi dose solution of tiotropium bromide monohydrate, a long
acting muscarinic antagonist (LAMA) and olodaterol hydrochloride, a long acting 2
adrenoceptor agonist (LABA), for oral inhalation delivered by the Respimat inhaler.

One carton of the combination product contains two entities, the cartridge with the
inhalation solution and the RESPIMAT inhaler. Prior to first use, the patient inserts the
cartridge into the inhaler. After reaching the labeled number of actuations, the
RESPIMAT inhaler is blocked from further use by a locking mechanism. Both RESPIMAT
and the inserted cartridge are then disposed of.

tiotropium+olodaterol RESPIMAT inhaler

The RESPIMAT inhaler (manufactured by Boehringer Ingelheim microParts GmbH) is a
hand held, pocket sized oral inhalation device that uses mechanical energy to generate a
slow moving aerosol cloud of medication (“soft mist”). It meters a small volume of the
inhalation solution

DESK REVIEW

The application was searched for documents pertaining to applicable 21 CFR part 820
regulations for this combination product.

Management Control, CFR 820.20

Reference ID: 3650462
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The firm provided a table which lists the firms involved in the manufacturing of the
combination product with their responsibilities. However, the list did not contain a list
of the manufactures involved in the manufacturing of the device components of the
combination product. Also, the sponsor 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 it is designed and produced in accordance with the
applicable quality system requirements. The sponsor firm did not summarize how it will
ensure that its quality policy is understood, implemented, and maintained at all levels of
the organization.

The information provided by the firm has inadequately addressed the requirements of
21 CFR 820.20.

Design Control, General, CFR 820.30
The sponsor described several tests performed to control the design of the combination
product. Specifically, the firm provided the results of the risk analysis, suitability testing,
stability tests, compatibility studies with primary packaging components, and
extractables and leachables studies performed.

However, the sponsor 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.

The information provided by the firm has inadequately addressed the requirements of
21 CFR 820.30.

Production and Process Controls, 820.70
The firm provided a description on how the manufacturing of the combination product
is performed and controlled. The manufacturing process consists of

Reference ID: 3650462
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Production Flow

The firm provided a production flow diagram.

The information provided by the firm has adequately addressed the requirements of 21
CFR 820.70.
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Purchasing Controls, 820.50

The firm provided a list of firms involved in the manufacturing of the combination
product. Also, it stated that the RESPIMAT inhaler is manufactured by Boehringer
Ingelheim microParts GmbH. However, the sponsor did not provide information on its
purchasing controls system which specifies controls applicable to its suppliers. The 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, the sponsor did not explain how it will ensure that changes made by
contractors/suppliers will not affect the final combination product.

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

Receiving Acceptance Activities, 820.80(b)

The sponsor provided a list of firms involved in the manufacturing of the combination
product. Also, it stated that the RESPIMAT inhaler is manufactured by another firm,
Boehringer Ingelheim microParts GmbH. However, the sponsor 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.

The information provided by the firm has inadequately addressed the requirements of
21 CFR 820.80(b).

Final Acceptance Activities, 820.80(d)
The sponsor described the final release activities on the final assembled combination
product which takes into consideration both the cartridge and the inhaler to ensure
specifications are met. The analytical release of each marketed tiotropium+olodaterol
RESPIMAT inhalation spray drug product batch is based on the combination of test
parameters related to the cartridge batch containing the inhalation solution and on test
parameters related to the inhaler performance. The specifications (test parameters,
acceptance criteria and analytical procedures) were provided.

The information provided by the firm has adequately addressed the requirements of 21
CFR 820.80(d).

Corrective and Preventive Action (CAPA), 820.100

The sponsor did not provide any information on its Corrective and Preventive Action
(CAPA) System.
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The information provided by the firm has inadequately addressed the requirements of
21 CFR 820.100.

Desk Review Recommendation

This application was deficient overall. Additional information is required for an
adequate desk review.

REGULATORY HISTORY

After reviewing the application, the following facilities were identified as being subject
to applicable Medical Device Regulations under 21 CFR part 820:

1. Boehringer Ingelheim Pharma GmbH & Co. KG (Ingelheim)
Binger Straße 173
Ingelheim am Rhein, 55216 Germany

FEI: 3002806556

Responsibility: Manufacturing, packaging, labeling, release and stability testing
(including micro testing).

An Inspection of the firm was performed on 02/24/2014 to 03/07/2014 which
was classified as VAI. The systems covered include the Quality System,
Production System, and the Laboratory Control System. Profile classes covered
were TCM (Tablets, Prompt Release), CHG (Capsules, Prompt Release), CSN
(Non Sterile API by Chemical Synthesis), SLQ (Sterile Liquid) and TTR (Tablets,
Extended Release).

The previous inspection of the firm was conducted on 11/5 12/12 and was
classified OAI. The inspection was a pre approval for NDA 203108 Olodaterol
Respimat Inhalation Spray, and a routine cGMP inspection.

Deficiencies to be conveyed to the applicant

The following deficiencies have been identified while doing the desk review of
application NDA 206756, 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
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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.

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.
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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/GuidanceDocumen
ts/ucm070897.htm

RECOMMENDATION

The Office of Compliance at CDRH has completed the evaluation of application NDA
206756 and has the following recommendations:

Application NDA 206756 approvability under the Medical Device Regulations should be
delayed until the sponsor provided the additional information requested and an
adequate desk review of the application has been completed.

Application NDA 206756 approvability under the Medical Device Regulations should be
delayed until the inspection of Site one Boehringer Ingelheim Pharma GmbH & Co. KG
(Ingelheim) have been conducted and the site is deemed acceptable.

______________________________

LT Viky Verna, MS BME, MS Pharm
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INSPECTIONAL GUIDANCE

Firm to be inspected:

1. Boehringer Ingelheim Pharma GmbH & Co. KG (Ingelheim)
Binger Straße 173
Ingelheim am Rhein, 55216 Germany

FEI: 3002806556

CDRH recommends the inspection under the applicable Medical Device Regulations of
Boehringer Ingelheim Pharma GmbH & Co. KG (Ingelheim) located at Binger Straße 173,
Ingelheim am Rhein, 55216 Germany (FEI: 3002806556).

A comprehensive baseline Level 2 inspection is recommended focusing on Management
Responsibility (21 CFR 820.20), Purchasing Controls (21 CFR 820.50), CAPA (21 CFR
820.100), Final Acceptance Activities (21 CFR 820.80), and Design Controls (21 CFR
820.30) for the STIOLTO – Respimat Inhalation Spray (NDA 206756 ICC1400405).

Additionally, evaluate the manufacturing activities associated with the
manufacturing/assembly of the finished combination product, including in process and
final acceptance activities.
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POST INSPECTION FOLLOW UP

The establishment inspection report (EIR) for the firm should be shared with CDRH (The
EIR should be assigned to CDER and then sent to CDRH as a consult for review). If the
inspection is being classified Official Action Indicated (OAI), the District should consider
recommending appropriate regulatory action with consultation from CDER and CDRH
and whether the violation is drug or device related.

Questions regarding this consult should be referred to one of the following individuals:

Primary Contact

Viky Verna
Biomedical Engineer,
REGO
DMQ
Office of Compliance, WO66 RM 2628
Phone: 301 796 2909

Secondary Contacts (if Primary is unavailable and a timely answer is required)

Francico Vicenty
Chief
REGO
DMQ
Office of Compliance, WO66 RM 2642
Phone: 301 796 5770

THIS ATTACHMENT IS NOT TO BE PROVIDED TO THE FIRM OR SHOWN TO THEM
DURING THE INSPECTION. THIS ATTACHMENT CONTAINS PREDECISIONAL

INFORMATION
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LABEL AND LABELING REVIEW

Division of Medication Error Prevention and Analysis (DMEPA) 
Office of Medication Error Prevention and Risk Management (OMEPRM)

Office of Surveillance and Epidemiology (OSE)

Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the public***

Date of This Review: September 2, 2014

Requesting Office or Division: Division of Pulmonary, Allergy, and Rheumatology Products 
(DPARP)

Application Type and Number: NDA 206756

Product Name and Strength: Stiolto Respimat (Tiotropium Bromide and Olodaterol) 
Inhalation Spray 2.5 mcg/2.5 mg per actuation

Product Type: Multi-Ingredient Product

Rx or OTC: Rx

Applicant/Sponsor Name: Boehringer Ingelheim 

Submission Date: May 22, 2014

OSE RCM #: 2014-1149

DMEPA Primary Reviewer: Lissa C. Owens, PharmD

DMEPA Team Leader:

DMEPA Associate Director:

Kendra Worthy, PharmD                                                            

Lubna Merchant, M.S., PharmD
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4 CONCLUSION

DMEPA concludes that the proposed container labels, carton and insert labeling, and 
instructions for use are acceptable at this time. We defer to the Division of Medical Policy 
Programs (DMPP) for further comments and/or recommendations.
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APPENDIX G. LABELS AND LABELING 
G.1 List of Labels and Labeling Reviewed
Using the principles of human factors and Failure Mode and Effects Analysis,1 along with 
postmarket medication error data, we reviewed the following Stiolto Respimat labels and 
labeling submitted by Boehringer Ingelheim on May 22, 2014.

 Container label

 Carton  labeling

 Professional Sample label

 Professional Sample Carton Labeling

 Institution labels

 Institution Carton Labeling

 Instructions for Use

G.2 Label and Labeling Images

                                                     
1 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.
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