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17. Submit revised draft carton and container labeling revised as follows: 
 
   a. On the labels indicate the delivered drug per actuation from the mouthpiece. 
 

b. Add a label space on the device where the patient can write the expiry date for the in-
use shelf life of the drug product (e.g., discard by _/_/_). 

 
c. Modify the cartridge label to indicate that the product is sterile. 

 
 d. Modify the carton label to indicate that the product is sterile in the unopened   
           cartridge. 

 
e. Provide actual size color mock ups of all labels. 

 
  f. Move the statement “Each actuation delivers…” to the main panel of the carton. 

 
The following comments pertain to the Structured Product Labeling (SPL)/Drug Listing 
Date Element (DLDE) Table. 
 

18. Modify the proprietary name and names of active ingredient to include albuterol 
sulfate (i.e., under “Combivent Respimat”, the next line should be as follows: 
“albuterol sulfate and ipratropium bromide spray, metered”). 

 
19. Under “packaging,” the first line under “packaging description” should read as 

follows: 1 CARTRIDGE and 1 INHALER in 1 CARTON. The first line under 
“multilevel packaging” should not include reference to a container within the 
cartridge, since the cartridge is not separable by the patient from the enclosed 
plastic container; modify this section accordingly. 

 
SAFETY UPDATE 
 
When you respond to the above deficiencies, include a safety update as described at 
21 CFR 314.50(d)(5)(vi)(b).  You are advised to contact the Division regarding the extent and format 
of your safety update prior to responding to this letter. 
 
OTHER 
 

20. As previously indicated, we recommend annual and expiry testing for sterility 
on stability for all of your Respimat drug products, including post approval 
stability batches. 

 
21. Your stability data do not support a  expiration dating period. Current stability 

data are considered to support an expiration dating period of  for the drug 
product. 

 
Within one year after the date of this letter, you are required to resubmit or take one of the other 
actions available under 21 CFR 314.110.  If you do not take one of these actions, we will consider your 

(b) (4)

(b) (4)
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lack of response a request to withdraw the application under 21 CFR 314.65.  A resubmission must 
fully address all the deficiencies listed.  A partial response to this letter will not be processed as a 
resubmission and will not start a new review cycle.   
 
Under 21 CFR 314.102(d), you may request a meeting or telephone conference with us to discuss what 
steps you need to take before the application may be approved.  If you wish to have such a meeting, 
submit your meeting request as described in the FDA’s Guidance for Industry - Formal Meetings 
Between the FDA and Sponsors or Applicants, May 2009 at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM15
3222.pdf. 
 
The drug product may not be legally marketed until you have been notified in writing that this 
application is approved. 
 
If you have any questions, call Sadaf Nabavian, Senior Regulatory Project Manager, at (301) 796-2777 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Badrul A. Chowdhury, M.D., Ph.D. 
Director 
Division of Pulmonary and Allergy Drug Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

 
 
 
 
Enclosure: Labeling 
 
 
 
 
 
 
 
 

14 Page(s) of Draft Labeling has been Withheld in Full as B4 (CCI/TS) 
immediately following this page 
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