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EXCLUSIVITY SUMMARY  

 
NDA # 202813     SUPPL #          HFD #       

Trade Name   Qnasl Nasal Aerosol 
 
Generic Name   beclomethasone dipropionate 
     
Applicant Name   Teva Branded Pharmaceutical Products Research Development, Inc.  
     
 
Approval Date, If Known   March 23, 2012       
 
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)(2)  

 
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? 
 

Applicant did not specify the number of years. 
 

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? 
    
      NA 
 
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   
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s). 
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NDA# 19389 Beconase AQ 

NDA# 20911 Qvar 

NDA# 20486 Vanceril 

    
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#             

NDA#             

NDA#             

 
 
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 
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 
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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 
demonstrate the safety and effectiveness of this drug product?  

   
   YES  NO  

 
     If yes, explain:                                          
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(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: 
 

BDP-AR-201, BDP-AR-301, BDP-AR-302, BDP-AR-303, BDP-AR-304 
 

 
                     

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  
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If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 

 
      

 
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"): 

 
 BDP-AR-201, BDP-AR-301, BDP-AR-302, BDP-AR-303, BDP-AR-304 

 
 
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 # 101639  YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 IND # Same  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? 

 
 
 
 
 
Investigation #1   ! 

! 
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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:  Carol F. Hill                     
Title:  RPM 
Date:  March 14, 2012 
 
                                                       
Name of Office/Division Director signing form:  Badrul A. Chowdhury, M.D., Ph.D. 
Title:  Director, Division of Pulmonary, Allergy, and Rheumatology Products 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
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Version:  4/21/11 
 

 
• [505(b)(2) applications]  For each paragraph IV certification, based on the 

questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.   

 
Answer the following questions for each paragraph IV certification: 

 
(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 

notice of certification? 
 

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))). 

 
 If “Yes,” skip to question (4) below.  If “No,” continue with question (2). 

 
(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.   
 
If “No,” continue with question (3). 
 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant?  

 
(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))). 

  
If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.    

 
(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).   
 
If “No,” continue with question (5). 

 
 
 

 
 
 
 
 
 
 

  Yes          No         
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
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Version:  4/21/11 
 

Appendix to Action Package Checklist 
 
An NDA or NDA supplemental application is likely to be a 505(b)(2) application if: 

(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written 
right of reference to the underlying data.   If published literature is cited in the NDA but is not necessary for 
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application. 

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the 
applicant does not own or have right to reference the data supporting that approval. 

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the 
safety or effectiveness of the particular drug for which the applicant is seeking approval.  (Note, however, that this 
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for 
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.) 

  
Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug 
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR 
330.11); new dosage forms; new indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2). 
   
An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the 
approval of the change proposed in the supplement.  For example, if the supplemental application is for a new indication, 
the supplement is a 505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of 
reference to the data/studies). 

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of 
safety and effectiveness for the original application or previously approved supplements is needed to support the 
change.  For example, this would likely be the case with respect to safety considerations if the dose(s) was/were 
the same as (or lower than) the original application. 

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for 
approval of the supplement, the application does not rely for approval on published literature based on data to 
which the applicant does not have a right of reference). 

 
An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to 
support our previous finding of safety and efficacy in the approval of the original application (or earlier 
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own.   For example, if the change were for a new indication AND a higher 
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose.  If the 
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously 
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).  

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the 
applicant does not own or have a right to reference.  If published literature is cited in the supplement but is not 
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement. 

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.  
 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s 
ADRA. 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: March 20, 2012  

To:  William Kiddell From: Carol Hill, M.S. 
Regulatory Health Project Manager 

Company:  Teva Branded Pharmaceutical 
  Products R & D, Inc. 

 Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

E-address: William.Kiddell@tevapharm.com  Fax number: 301-796-9728 

Phone number: 305-575-6284  Phone number: 301-796-2300 

Subject:  NDA 202813 – Additional Comments to Teva’s Proposed Labeling dated March 9, 
2012 

Total no. of pages including 
cover:   22 

 

Comments:  Please confirm receipt. 
 

Document to be mailed:  YES  xNO 

 

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) 796-2300.  Thank you. 
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NDA 202813 
Qnasl Nasal Aerosol 
 
Dear Mr. Kiddell: 
 
We are reviewing your proposed labeling dated March 9, 2012 for NDA 202813 submitted in 
response to the FDA correspondence dated March 7, 2012.  Per our telephone conversation on 
March 19, 2012, we have the following additional comments (highlighted in yellow) in response 
to your proposed label.  Please see the attached package insert.  Please note that we may have 
additional labeling comments as we continue to review the labeling for your product. 
 
We request that you submit draft labeling incorporating all FDA revisions along with your 
formal submission to the NDA by the close of business on March 20, 2012.  If you have any 
questions, contact Carol Hill, Senior Regulatory Health Project Manager at 301-796-1226. 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: March 16, 2012  

To:  William Kiddell From: Carol Hill, M.S. 
Regulatory Health Project Manager 

Company:  Teva Branded Pharmaceutical 
  Products R & D, Inc. 

 Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

E-address: William.Kiddell@tevapharm.com  Fax number: 301-796-9728 

Phone number: 305-575-6284  Phone number: 301-796-2300 

Subject:  NDA 202813 – FDA Response to Teva’s Proposed Labeling dated March 9, 2012 

Total no. of pages including 
cover:  

 

Comments:  Please confirm receipt. 
 

Document to be mailed:  YES  xNO 

 

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) 796-2300.  Thank you. 
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 The number of patients in the short-term studies was revised to be consistent with the 
numbers reported in Table 1 based on information in Tables 3 and 6 in the Summary of 
Clinical Safety, pages 24 of 104 and 28 of 104, respectively. 

 The number of patients with epistaxis (45) is based on the safety data submitted by Teva 
on Feb. 8, 2012 in response to our information request dated February 3, 2012.  In that 
submission, subject 3280/3014 was classified from the original "nasal discomfort" to 
"epistaxis" in the amendment.  In the AE list 16.2.7.1, page 7 of 145, the subject’s AE 
was marked as moderate in severity.  

 
Section 14  CLINICAL STUDIES 
 
14.1 Seasonal and Perennial Allergic Rhinitis:  
 

 The  have been removed. As stated 
previously, this is consistent with the labels of other marketed nasal corticosteroid 
products marketed to treat allergic rhinitis (Zetonna, Omnaris, Veramyst, Nasonex). This 
is also consistent with our comment at the End of Phase 2 meeting on September 9, 2009 
in response to Teva’s request for clarification for the need to assess rTNNS and iTNSS in 
the long term safety study. At that time we responded “that efficacy measures rTNSS and 
iTNSS are needed in the efficacy and safety trials in general” and “The Agency wants to 
have efficacy measures in the long term safety study primarily for the purpose of 
compliance monitoring” (End of Phase 2 meeting minutes dated October 7, 2009). 

 
 The patient numbers were changed based on the removal of  

 
 
 Your proposal to delete  is 

acceptable. 
 
 
CARTON AND CONTAINER 
 
Your proposed Carton and Container labeling is acceptable 
 
 
PATIENT INSTRUCTION SHEET 
 
Your proposed patient instructions sheet is acceptable. 
   
Submit revised draft labeling by March 20, 2012.  If you have any questions, please contact 
Carol Hill, Senior Regulatory Health Project Manager, at 301-796-1226. 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: March 15, 2012  

To:  William Kiddell From:Carol Hill, M.S. 
Regulatory Health Project Manager 

Company:  Teva Branded Pharmaceutical 
  Products R & D, Inc. 

 Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

E-address: William.Kiddell@tevapharm.com  Fax number: 301-796-9728 

Phone number: 305-575-6284  Phone number: 301-796-2300 

Subject:  NDA 202813 – Information Request 

Total no. of pages including 
cover:  4 

 

Comments:  Please confirm receipt 
 

Document to be mailed:  YES  xNO 

 

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) 796-2300.  Thank you. 
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NDA 202813 
Teva Branded Pharmaceutical R & D Products, Inc. 
Qnasl (beclomethasone dipropionate) 
 
Dear Mr. Kiddell: 
 
In your submission dated May 24, 2011 for NDA 202813, you proposed to conduct pediatric 
studies in patients 2 to 12 years of age.  As discussed at the teleconference held on March 15, 
2012, we request that you submit your commitment to conduct these pediatric trials and provide 
the final protocol submission date, trial completion date and the final report submission date for 
each of the studies listed below.   
 
PMR-1:  Conduct a 2-week double-blind, placebo-controlled dose-ranging trial in children 

6-11 years of age with seasonal allergic rhinitis. At least 2 doses of BDP-HFA 
will be evaluated. 

 
Trial Completion: Month Year 
Final Report Submission: 

 
PMR-2: Conduct a 12-week double-blind, placebo-controlled safety and efficacy trial in 

children 6-11 years of age with perennial allergic rhinitis. 
 

Final Protocol Submission: 
Trial Completion: 
Final Report Submission: 

 
PMR-3:  Conduct a 6-week double-blind, placebo-controlled trial to assess the effects of 

BDP-HFA on the HPA axis in children 6-11 years of age with perennial allergic 
rhinitis. 

 
Final Protocol Submission: 
Trial Completion: 
Final Report Submission: 

 
PMR-4: Conduct a 12-week double-blind, placebo-controlled safety trial in children 2-5 

years of age with perennial allergic rhinitis. 
 

Final Protocol Submission: 
Trial Completion: 
Final Report Submission: 

 
PMR-5: Conduct a 6-week double-blind, placebo-controlled trial to assess the effects of 

BDP-HFA on the HPA axis in children 2-5 years of age with perennial allergic 
rhinitis. 
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Final Protocol Submission: 
Trial Completion: 
Final Report Submission: 

 
 
Provide the requested information via email by COB on March 20, 2012.  Also, formally submit 
this information to the application.  If you have any questions, please contact Carol F. Hill, 
Senior Regulatory Health Project Manager, at 301-796-1226. 
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Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Drug Evaluation II 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: March 7, 2012  

To:  William Kiddell From:Carol Hill, M.S. 
Sr. Regulatory Health Project Manager 

Company:  Teva Branded Pharmaceutical 
  Products R & D, Inc. 

 Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

E-address: William.Kiddell@tevapharm.com  Fax number: 301-796-9728 

Phone number: 305-575-6284  Phone number: 301-796-2300 

Subject:  NDA 202813 – FDA Response to Teva’s Proposed Labeling dated March 1 & 4, 2012 

Total no. of pages including 
cover:   5 

 

Comments:  Please confirmed receipt 
 

Document to be mailed:  YES  xNO 

 
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) 796-2300.  
Thank you. 
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FDA Response: 

We will discuss this issue further and respond in a future correspondence. 

 

If you have any questions, contact Carol F, Hill, Senior Regulatory Health Project 
Manager, at 301-796-1226. 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: March 5, 2012  

To:  William Kiddell From:Carol Hill, M.S. 
Sr. Regulatory Health Project Manager

Company:  Teva Branded Pharmaceuticals   
 Products R & D, Inc. 

 Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

E-address: William.Kiddell@tevapharm.com  Fax number: 301-796-9728 

Phone number:  305-575-6284  Phone number: 301-796-2300 

Subject:  NDA 202813 – Information Request 

Total no. of pages including 
cover:    3 

 

Comments:  Please confirm receipt. 
 

Document to be mailed:  YES  xNO 

 

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) 796-2300.  Thank you. 
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NDA 202813 
Teva Branded Pharmaceutical R & D Products, Inc. 
Qnasl (beclomethasone dipropionate) 
 
Your submissions dated May 24, 2011, is currently under review. We have the following 
comment and request for information. 
 
You cited reliance and provided patent certification for NDA 19-389, Beconase; however you 
need to cite reliance and provide patent certification to address reliance on Vanceril, NDA 20-
486 since NDA 20-911 was a 505 (b)(2) application that relied on NDA 20-486.  Submit an 
amendment to your pending NDA that identifies Vanceril as a listed drug relied upon for 
approval and provide an appropriate patent certification or statement accordingly. 
   
Provide this information by COB on March 9, 2012.  Also email a copy of the submission.  If 
you have any questions, contact Carol Hill, Senior Regulatory Health Project Manager, at 301-
796-1226. 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: March 2, 2012  

To:  William Kiddell From: Carol Hill, M.S. 
Sr. Regulatory Health Project Manager

Company:  Teva Branded Pharmaceuticals   
  Products R & D, Inc. 

 Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

E-address: William.Kiddell@tevapharm.com  Fax number: 301-796-9728 

Phone number: 305-575-6284  Phone number: 301-796-2300 

Subject:  NDA 202813 – Labeling Revisions III 

Total no. of pages including 
cover: 15 

 

Comments:  Please confirm receipt. 
 

Document to be mailed:  YES  xNO 

 

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) 796-2300.  Thank you. 

Reference ID: 3096310



 

 

 
NDA 202813 
Teva Branded Pharmaceutical R & D Products, Inc. 
Qnasl (beclomethasone dipropionate) 
 
Dear Mr. Kiddell: 
 
Your submissions dated May 24 and December 13, 2011, are currently under review. We have 
attached the following proposed recommended revisions to the patient package insert (PPI).  Be 
advised that these labeling changes are not necessarily the Agency’s final recommendations and 
that additional labeling changes may be forthcoming. 
 
Send revised draft labeling of the PPI by March 7, 2012.  If you have any questions, please 
contact Carol Hill, Senior Regulatory Health Project Manager, at 301-796-1226. 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: Tuesday, February 28, 2012  

To:  William Kiddell From: Carol Hill, M.S. 
Sr. Regulatory Health Project Manager

Company:  Teva Branded Pharmaceutical 
 Products R & D, Inc. 

 Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

E-address: William.Kiddell@tevapharm.com  Fax number: 301-796-9728 

Phone number: 305-75-6339  Phone number: 301-796-1226 

Subject:  NDA 202813 – Labeling Revisions II 

Total no. of pages including 
cover:   20 

 

Comments: Please acknowledge your receipt. 
 

Document to be mailed:  YES  xNO 

 

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) 796-2300.  Thank you. 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: February 3, 2012  

To:  William Kiddell From:Carol Hill, M.S. 
Sr. Regulatory Health Project Manager

Company:  Teva Branded Pharmaceutical 
 Products R & D, Inc. 

 Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

E-address: William.Kiddell@tevapharm.com  Fax number: 301-796-9728 

Phone number: 305-75-6339  Phone number: 301-796-2300 

Subject:  NDA 202813 – Clinical Information Request  

Total no. of pages including 
cover:  4 

 

Comments: We request your response by February 7, 2012 
 

Document to be mailed:  YES  xNO 

 

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) 796-2300.  Thank you. 
 

Reference ID: 3082016



 

 

 
NDA 202813 
Teva Branded Pharmaceutical R & D Products, Inc. 
Qnasl 
February 3, 2012 
 
Dear Mr. Kiddell 
 
Your New Drug Application (NDA), NDA 202813 dated May 24, 2011 is currently under 
review.  We have the following request for information.   
 
In reviewing the data submitted in your NDA, we found that key local adverse events were 
presented inconsistently in terms that were unclear to readers, such as NASAL DISORDER, 
NASAL MUCOSAL DISORDER, NASAL SEPTUM DISORDER, MUCOSAL EROSION, etc.  
To assist our review process, reclassify the treatment emerged local AEs as listed in following 
tables.   
 
For each individual study of 2 – 6 week duration (201, 301, 302) and combined data from all 3 
studies 
 80 mcg 

N= 
160 mcg 
N= 

320 mcg 
N= 

Placebo 
N= 

Total 
N= 

 n   (%) n   (%) n   (%) n   (%) n   (%) 
Nasal Mucosal/Septum 
Disorders 

Non-ulcerative lesions 
    Irritation 
   Abrasion/excoriation/scabs 
Erosions/ulcerations 
    Erosions 
    Ulcerations 
Other (specify) 

     

 
 
For the long term safety study (303) 
 320 mcg 

N= 
Placebo 
N= 

Total 
N= 

 n   (%) n   (%) n   (%) 
Nasal Mucosal/Septum 
Disorders 

Non-ulcerative lesions 
    Irritation 
   Abrasion/excoriation/scabs 
Erosions/ulcerations 
    Erosions 
    Ulcerations 
Other (specify) 

   

Reference ID: 3082016



 

 

 
We request that you submit your response by COB on February 7, 2012 via facsimile (301-796-
9728) or email (carol.hill@fda.hhs.gov).  You must also formally submit your response to the 
application.  If you have any questions, please contact Carol F. Hill, Senior Regulatory Health 
Project Manager, at 301-796-1226. 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: November 17, 2011  

To: William Kiddell 
Senior Manager, Regulatory Affairs, 
GRR&D 

From:Carol Hill, M.S. 
Senior Regulatory Health Project 
Manager 

Company: Teva Branded Pharmaceutical 
Products R&D, Inc. 

 Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

E-address: willam.kiddell@tevapharm.com  Fax number: 301-796-9728 

Phone number: 305-575-6284  Phone number: 301-796-2300 

Subject:  NDA 202813 – Label Revisions I 

Total no. of pages including 
cover:   4 

 

Comments: Please acknowledge receipt 
 

Document to be mailed:  YES  xNO 

 

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) 796-2300.  Thank you. 
 

Reference ID: 3045942





 

 

8. Since the font is small, the TM superscript located after Qnasl makes the ‘L’ look like 
an ‘E’.  Move the TM further away from Qnasl to prevent any misinterpretation of the 
name. 

 
The following comments pertain to the Carton Labeling (professional sample and retail). 
  

9. In order to accommodate the strength expression after the established name, remove 
or minimize   

  
10. Unbold and decrease the font size of “120” metered sprays since it is overly 

prominent. 
 
11. The  color of “120 metered sprays” and “8.7 g net contents” on a blue 

background and the  color of the NDC number on a yellow background are hard 
to read.  Change the font color for better contrast with the background. 

 
12. Relocate “For optimal results, the device should be at room temperature when used” 

to immediately follow the statement “Store at 25ºC (77ºF); excursions are permitted 
between 15 and 30ºC (59 and 86ºF).  Do not expose to temperatures higher than 49ºC 
(120ºF)” to ensure all information regarding storage are presented on the same panel. 

 
If you have any questions, please contact Carol Hill, Senior Regulatory Health Project Manager, 
at 301-796-1226. 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: October 18, 2011  

To: William Kiddell 
Senior Manager, Regulatory Affairs, GRR&D 

From:Carol Hill, M.S. 
Senior Regulatory Health Project Manager

Company: Teva Branded Pharmaceutical Products 
R & D, Inc. 

 Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

E-address: William.Kiddell@tevapharm.com  Fax number: 301-796-9728 

Phone number: 305-575-6339  Phone number: 301-796-2300 

Subject:  NDA 202813  - Statistical Information Request 

Total no. of pages including 
cover:   2 

Comments: Please acknowledge receipt 
 

Document to be mailed:  YES  xNO 

 

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) 796-2300.  Thank you. 

Reference ID: 3030604



 

 

 
NDA 202813 
Teva Branded Pharmaceutical Products R & D, Inc. 
Beclomethasone Dipropionate Nasal Spray 
 
Dear Mr. Kiddel: 
 
Please refer to your new drug application (NDA) received on May 24, 2011. We have the 
following request for information: 
 
For study protocol BDP-AR-302, you provided the following datasets: ADSL (- Sites 1375-
1409), ADDY1-Diary (Efficacy.Sites 1375-1381) and ADDY2-Diary (Efficacy.Site -1400-
1409).  ADDY1-Diary appears to cover sites 1375-1388 and ADDY2-Diary - sites 1400-1401.  
When the efficacy datasets, ADDY1 and ADDY2 are merged, sites 1389-1399, 1402-1409, and 
999 are missing.  Provide the entire efficacy dataset for all the sites in the study. 
 
We request that you provide your response by COB on November 2, 2011.  If you have any 
questions, please contact Carol F. Hill, Senior Regulatory Health Project Manager, at 301-796-
796-1226. 
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Patwardhan, Swati

From: Patwardhan, Swati
Sent: Monday, September 12, 2011 10:04 AM
To: William Kiddell
Subject: FW: Beclomethasone Nasal Aerosol (NDA 202813) IR-9/12/2011

Dear Mr. Kiddell,
We are reviewing the Biopharmaceutics section of your NDA and have following information request. We request a 
response no later than September 30, 2011. Please acknowledge the receipt and confirm, if a response will be received 
by September 30, 2011.

• Submit the following information as SAS Transport files. Data in these tables should be arranged in 
columns as shown in examples. This information is needed to confirm the results of the in vitro BE 
analysis. 

Table 1.  Single Actuation Content through Container Life

Variable 
Name

Variable 
Label

Variable 
Type

Content Notes

PRODUC
T

Product 
Name

Character TEST or 
REF 

Identifier for product

SECTOR Lifestage Character B, or E B=Beginning; E=End
LOT Lot 

number
Alphanume
ric/Numeric

Alphanume
ric/Numeric

Identifier for product lot

CONTAIN Bottle or 
container  
Number

Numeric Numeric 
values

Identifier for bottle or container.  Must be unique for 
each product (e.g. #1-30 for test and #31-60 for ref).

ACTUAT Spray 
Number

Numeric Numeric 
values

Actual spray number corresponding to B or E life stages.

AMOUNT Actual 
delivered 
amount of 
drug mass 

Numeric Numeric 
values

Drug mass per single actuation

PCTLABE
L

Percentage 
of label 
claim

Numeric Numeric 
values

Percentage of drug mass per single actuation

Example
PRODUC

T SECTOR LOT CONTAIN ACTUAT AMOUNT PCTLABEL
TEST B 1234 1

2
3
4
5
6
7
8
9

10

Reference ID: 3013434
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Table 2.  Priming and Repriming
Variable 
Name

Variabl
e Label

Variable 
Type

Content Notes

PRODUCT Product 
Name

Character TEST or 
REF 

Identifier for product

SECTOR Lifestag
e

Character B B=Beginning. Lifestage not specified for repriming data.

LOT Lot 
number

Alphanum
eric/Numer
ic

Alphanum
eric/Numer
ic

Identifier for product lot

CONTAIN Bottle 
or 
contain
er  
Number

Numeric Numeric 
values

Identifier for bottle or container.  Must be unique for each 
product (e.g. #1-30 for test and #31-60 for ref).

ACTUAT Spray 
Number

Numeric Numeric 
values

Actual spray number

AMOUNT Actual 
delivere
d amou
nt of 
drug 
mass 

Numeric Numeric 
values

Drug mass per single actuation

PCTLABEL Percent
age of 
label 
claim

Numeric Numeric 
values

Percentage of drug mass per single actuation

Example
PRODU

CT
SECTO

R LOT CONTAIN ACTUAT AMOUNT PCTLABEL
TEST B 1234 1

2
3
4
5
6
7
8
9

10

Reference ID: 3013434
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Table 3.  Droplet Size Distribution by Laser Diffraction 
Variable 
Name

Variable 
Label

Variable 
Type

Content Notes

PRODUCT Product 
Name

Character TEST or REF Identifier for product

SECTOR Lifestage Character B, or E B=Beginning; E=End
LOT Lot number Alphanumeri

c/Numeric
Alphanumeri
c/Numeric

Identifier for product lot

DISTANCE Distance Numeric Numeric 
values

Distance from the actuator tip to the laser beam 
(cm)

CONTAIN Bottle or 
container  
Number

Numeric Numeric 
values

Identifier for bottle or container.  Must be 
unique for each product (e.g. #1-30 for test and #
31-60 for ref at each distance).

ACTUAT Spray 
Number

Numeric Numeric 
values

Actual spray number corresponding to B or E life 
stages.

D10 D10 Numeric Numeric 
values

D10

D50 D50 Numeric Numeric 
values

D50

D90 D90 Numeric Numeric 
values

D90

SPAN SPAN Numeric Numeric 
values

SPAN calculated as ((D90-D10)/D50)

Example
PRODU
CT

SECTO
R LOT

DISTAN
CE CONTAIN ACTUAT D10 D50 D90 SPAN

TEST B 1234 1
2
3
4
5
6
7
8
9
10

Reference ID: 3013434
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Table 4.  Plume Geometry
Variable Name Variable Label Variable Type Content Notes
PRODUCT Product Name Character TEST or REF Identifier for product
SECTOR Lifestage Character B B=Beginning
LOT Lot number Alphanumeric/N

umeric
Alphanumeric/
Numeric

Identifier for product lot

CONTAIN Bottle or 
container  
Number

Numeric Numeric values Identifier for bottle or container. 
Must be unique for each product 
(e.g. #1-30 for test and #31-60 for ref).

HEIGHT Height Numeric Numeric values Plume height
WIDTH Width Numeric Numeric values Plume width
ANGLE Angle Numeric Numeric values Cone angle of one side view at 

one delay time

Example
PRODU

CT SECTOR LOT CONTAIN HEIGHT WIDTH ANGLE
TEST B 1234 1

2
3
4
5
6
7
8
9

10

Reference ID: 3013434
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Table 5.  Spray Pattern
Variable 
Name

Variable 
Label

Variable 
Type

Content Notes

PRODUCT Product 
Name

Character TEST or 
REF 

Identifier for product

SECTOR Lifestage Character B, or E B=Beginning; E=End
LOT Lot number Alphanumeri

c/Numeric
Alphanumeri
c/Numeric

Identifier for product lot

DISTANCE Distance Numeric Numeric 
values

Distance from the actuator tip to the
laser beam (cm)

CONTAIN Bottle or 
container  
Number

Numeric Numeric 
values

Identifier for bottle or container.  
Must be unique for each product
(e.g. #1-30 for test and #31-60 for 
ref at each distance).

ACTUAT Spray 
Number

Numeric Numeric 
values

Actual spray number corresponding
 to B or E life stages.

DMAX Dmax Numeric Numeric 
values

Dmax

DMIN Dmin Numeric Numeric 
values

Dmin

OVALITY Ovality Numeric Numeric 
values

Ovality ratio (Dmax divided by 
Dmin)

AREA Pattern 
Area

Numeric Numeric 
values

Pattern area

Example
PROD SECTOR LOT DISTANCE CONTAIN ACTUAT DMAX DMIN OVALITY AREA
TEST B 1234 1

2
3
4
5
6
7
8
9
10

Reference ID: 3013434
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Table 6.  Drug in Small Particles/Droplets by Cascade Impactor
Variable Name Variable 

Label
Variable Type Content Notes

PRODUCT Product 
Name

Character TEST or REF Identifier for product

SECTOR Lifestage Character B B=Beginning

LOT Lot number Alphanumeric/
Numeric

Alphanumeric/
Numeric

Identifier for product lot

CONTAIN Bottle or 
container  
Number

Numeric Numeric values Identifier for bottle or container.  Must be 
unique for each product (e.g. #1-30 for test 
and #31-60 for ref).

AMT_ACT Actual 
Amount of 
drug

Numeric Numeric value Actual amount of drug per spray 

AMT_TOT Total 
Amount at all 
Stages and 
Accessories

Numeric Numeric values Drug mass collected on all Stages and 
Accessories

AMT_LT 9 Amount for 
Equal or Less 
Than 9 mm

Numeric Numeric values Drug mass collected for particles equal or 
less than 9 mm

MB_TOTAL Mass Balance 
Total

Numeric Numeric value Mass balance for total drug mass collected 
on all stages and accessories

 
example:
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PRODUCT SECTOR LOT CONTAIN AMT ACT AMT TOT AMT LT 9 MB TOTAL

TEST B 1234 1

2

3

4

5

6

7

8

9

10

Thank you

Swati Patwardhan
Regulatory Health Project Manager for Quality
Office of New Drug Quality Assessment (ONDQA)
Center of New Drug Evaluation and Research
Phone: 301-796-4085
Fax: 301-796-9748
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NDA 202813 
NDA 21457/S-03 and S-013 INFORMATION REQUEST 
 
 
CERTIFIED MAIL 
RETURN RECEIPT REQUESTED 
 
Teva Branded Pharmaceutical Products R&D, Inc. 
74 NW 176th Street 
Miami, FL 33169 
 
Attention:  Axel G. Perlwitz, Ph.D 

Associate Director, Regulatory Affairs 
 
Dear Dr. Perlwitz: 
 
Please refer to your New Drug Application (NDA) or Supplemental NDA (sNDA) submitted 
under section 505(b) of the Federal Food, Drug, and Cosmetic Act for the following products. 
 

NDA 202813 beclomethasone dipropionate Nasal Aerosol, 80 mcg 
NDA 21457/S-03 and S-013  Proair HFA (albuterol sulfate) Inhalation Aerosol 

 
FDA investigators have identified significant violations to the bioavailability and bioequivalence 
requirements of Title 21, Code of Federal Regulation, Part 320 in bioanalytical studies conducted 
by Cetero Research in Houston, Texas (Cetero).1 The pervasiveness and egregious nature of the 
violative practices by Cetero has led FDA to have significant concerns that the bioanalytical data 
generated at Cetero from April 1, 2005 to June 15, 2010, as part of studies submitted to FDA in 
New Drug Applications (NDA) and Supplemental New Drug Applications (sNDA) are 
unreliable. FDA has reached this conclusion for three reasons: (1) the widespread falsification of 
dates and times in laboratory records for subject sample extractions, (2) the apparent 
manipulation of equilibration or “prep” run samples to meet pre-determined acceptance criteria, 
and (3) lack of documentation regarding equilibration or “prep” runs that prevented Cetero and 
the Agency from determining the extent and impact of these violations.   
 
Serious questions remain about the validity of any data generated in studies by Cetero Research 
in Houston, Texas during this time period. In view of these findings, FDA is informing holders 
of approved and pending NDAs of these issues. 

                                                           
1 These violations include studies conducted by Bioassay Laboratories and BA Research International specific to the 
Houston, Texas facility.  
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NDA 21457/S-03 and S-013 
Page 2 
 

 

 
The impact of the data from these studies (which may include bioequivalence, bioavailability, 
drug-drug interaction, specific population, and others) cannot be assessed without knowing the 
details regarding the study and how the data in question were considered in the overall 
development and approval of your drug product. At this time, the Office of New Drugs is 
searching available documentation to determine which NDAs are impacted by the above 
findings. 
To further expedite this process, we ask that you inform us if you have submitted any studies 
conducted by Cetero Research in Houston, Texas during the time period of concern (April 1, 
2005 to June 15, 2010). Please submit information on each of the studies, including supplement 
number (if appropriate), study name/protocol number, and date of submission. With respect to 
those studies, you will need to do one of the following: (a) re-assay samples if available and 
supported by stability data, (b) repeat the studies, or (c) provide a rationale if you feel that no 
further action is warranted.  
 
Please respond to this query within 30 days from the date of this letter. 
 
This information should be submitted as correspondence to your NDA. In addition, please 
provide a desk copy to: 
 

Office of New Drugs 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Bldg. 22, Room 6300 
Silver Spring, MD 20993-0002 
 

If you have any questions, call Christine Chung, Regulatory Project Manager, at (301) 796-3420. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Sandy Barnes 
Chief, Project Management Staff 
Division of Pulmonary, Allergy, and Rheumatology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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indicate the number of available actuations, i.e., 120 (currently implied by 
reference to the counter reading after priming). 
 

i. Revise the HOW SUPPLIED/STORAGE AND HANDLING section of 
the labeling to include a statement that the canister should only be used 
with the supplied actuator and not with any other actuator from similar 
drug products. 

 
j. With regard to the patient instructions leaflet, it is recommended that you 

include a statement instructing the patient to check to confirm that there 
are no foreign objects in the nasal actuator tip prior to use, as some 
patients may fail to use the protective dust cap. 

 
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 not be able to consider 
your response before we take an action on your application during this review cycle. 
 
If you have any questions, call Swati Patwardhan, Regulatory Project Manager-Quality, at 301-
796-4085. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Prasad Peri, Ph.D. 
Branch Chief, Branch VIII  
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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NDA 202813 
 

PROPRIETARY NAME REQUEST  
 CONDITIONALLY ACCEPTABLE  

 
Teva Branded Pharmaceutical Products R&D, Inc. 
74 NW 176th Street 
Miami, Florida  33169 
 
ATTENTION:  William Kiddell,  
    Sr. Manager, Regulatory Affairs, GRR&D 
 
 
Dear Mr. Kiddell: 
 
Please refer to your New Drug Application (NDA) dated May 24, 2011, received May 24, 2011, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for 
Beclomethasone Dipropionate Nasal Aerosol, 80 mcg per actuation. 
 
We also refer to your May 27, 2011, correspondence, received May 27, 2011, requesting review 
of your proposed proprietary name, Qnasl.  We have completed our review of the proposed 
proprietary name, Qnasl and have concluded that it is acceptable.  
 
The proposed proprietary name, Qnasl, will be re-reviewed 90 days prior to the approval of the 
NDA.  If we find the name unacceptable following the re-review, we will notify you. 
 
If any of the proposed product characteristics as stated in your May 27, 2011, submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
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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 the Office of New Drugs (OND) Regulatory Project Manager, 
Carol Hill, at (301) 796-1226.   
 

Sincerely, 
 
      {See appended electronic signature page}   

      
Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
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NDA 202813 
 FILING COMMUNICATION 
 
Teva Branded Pharmaceutical Products R & D, Inc. 
74 BW 176th Street 
Miami, FL  33169 
 
Attention: William Kiddell 
                  Senior Manager, Regulatory Affairs, GRR&D 
 
Dear Mr. Kiddell: 
 
Please refer to your New Drug Application (NDA) dated May 24, 2011, received May 24, 2011 
pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for beclomethasone 
dipropionate (BDP) nasal aerosol, 80 mcg. 
 
We also refer to your amendment dated May 27, 2011. 
 
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.  Therefore, the user fee goal date is March 24, 
2011 
 
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, 
midcycle, 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 20, 2012. 
 
During our filing review of your application, we identified the following potential review issue. 
 

1. We note that the proposed indication for BDP Nasal Aerosol is “for the treatment  
seasonal and perennial allergic rhinitis in adult and adolescent patients 12 

years of age and older”, which implies  of the proposed drug 
product.  It is a review issue whether or not the data support this claim.  
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We are providing the above comment to give you preliminary notice of a potential review issue.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.  If you respond to these issues during this review 
cycle, we may not consider your response before we take an action on your application. 
 
During our preliminary review of your submitted labeling, we have identified the following 
labeling issues. 

 
The following comments pertain to the HIGHLIGHTS section: 
 

1. There should be white space between each major heading. 
 
2. The verbatim statement “Initial U.S. Approval XXXX” should be followed by the 

four-digit year in which the FDA initially approved a new molecular entity, new 
biological product, or new combination of active ingredients.  

 
3. Delete the manufacturer’s web address from the required adverse reactions verbatim 

statement. 
 

General Comments 
 

4. You submitted a 'patient instructions leaflet' and  'patient product instructions.'  There 
appears to be duplicate information in these two documents.  Clarify how these 
documents differ and how they will be packaged with the product. 

 
5. We note that the May 27, 2011 submission referenced a 2010 model of the drug 

product.  Provide an updated sample of the product, preferably with all proposed 
labels and labeling attached.   

 
We request that you resubmit labeling that addresses these issues by August 29, 2011.  The 
resubmitted labeling will be used for further labeling discussions. 
 
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. 
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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 partial waiver and a partial deferral of pediatric 
studies for this application.  Once we have reviewed your request, we will notify you if these 
requests are denied. 
 
We note that you have submitted pediatric studies with this application for pediatric patients 12 
to 17 yrs of age.  Once the review of this application is complete we will notify you whether you 
have fulfilled the pediatric study requirement for this age group. 
 
If you have any questions, call Carol F. Hill, Senior Regulatory Health Project Manager, at 
(301) 796-1226. 
 

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 ACKNOWLEDGMENT 
 
Teva Branded Pharmaceutical Products R&D, Inc. 
74 NW 176th Street 
Miami, Fl 33169 
 
Attention:  William Kiddell 
                   Senior Manager, Regulatory Affairs, GRR&D 
 
Dear Mr. Kiddell: 
 
We have received your New Drug Application (NDA) pursuant to section 505(b)(2) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: Beclomethasone Dipropionate Nasal Aerosol, 80 mcg/actuation 
 
Date of Application: May 24, 2011 
 
Date of Receipt: May 24, 2011 
 
Our Reference Number:  NDA 202813 
 
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 23, 2011, 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. 
 
If you have any questions, call me, at (301) 796-1226. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Carol F. Hill, M.S. 
Senior Regulatory Health Project Manager 
Division of Pulmonary, Allergy, and Rheumatology  
Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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IND 101-639 MEETING MINUTES 
 
Teva Branded Pharmaceutical Product R&D, Inc. 
Attention: William Kiddell 
Senior Manager, Reg. Affairs 
74 NW 176th Street 
Miami, FL 33169 
 
 
Dear Mr. Kiddell: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for BDP (beclomethasone dipropionate) HFA 
Nasal Aerosol. 
 
We also refer to the telecon between representatives of your firm and the FDA on November 23, 
2011.  The purpose of the meeting was to discuss CMC and statistical quality programs to 
support the NDA for BDP (beclomethasone dipropionate) HFA Nasal Aerosol. 
 
A copy of the official minutes of the telecon is attached for your information.  Please notify us of 
any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call Swati Patwardhan, Regulatory Project Manager, at (301) 796-
4085. 
 

Sincerely, 
 
{See appended electronic signature page} 
Prasad Peri, Ph.D.  
Branch Chief, Branch VIII, Division III 
Office of New Drug Quality Assessment  
Center for Drug Evaluation and Research 

 
 
Enclosure: meeting minutes 
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________________________________________________________________ 

Sponsor Name: Teva Branded Pharmaceutical Product R&D, Inc 

Application Number: IND 101,639 

Product Name: BDP (beclomethasone dipropionate) HFA Nasal Aerosol 

Meeting Requestor: William Kiddell 

Meeting Type: Type B 

Meeting Category: Pre-NDA CMC 

Meeting Date and Time: November 23, 2010, 2:00 to 3:00 PM 

Meeting Location: Teleconference 

Received Briefing Package October 22, 2010 

Meeting Chair: Prasad Peri, Ph.D. 

Meeting Recorder: Swati Patwardhan 

FDA ATTENDEES: 

CENTER OF DRUG EVALUATION AND RESEARCH 

Office of New Drug Quality Assessment  

Office of New Drug Quality Assessment: 

• Eric Duffy, PhD. Division Director, Division of New Drug Quality Assessment III  
• Prasad Peri, PhD. Acting Branch Chief, Branch VIII 
• Alan Schroeder, PhD. CMC Lead, Branch VIII 
• Eugenia Nashed, PhD. CMC Reviewer, Branch VIII 
• Swati Patwardhan, MS Regulatory Project Manager 

    

Division of Pulmonary, Allergy, and Rheumatology Products 

• Xu Wang, MD. Medical Officer 

FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND RESEARCH 

OFFICE OF NEW DRUG QUALITY ASSESSMENT

Reference ID: 2880842



ONDQA Type B CONFIDENTIAL 

IND 101,639  December 20, 2010 

Page 2 of 9  

Meeting Minutes  

 

Office of Biometrics 

• Meiyu Shen, PhD. Statistician 
• Youngsook Joen, PhD. Statistician 

 

EXTERNAL ATTENDEES: 

Teva Branded Pharmaceutical Product R&D, Inc. 

• Jason Liao, PhD. Director, Nonclinical Statistics 
• Mary McKenry, MS Statistician, Biostatistics 
• Xian-Ming Zeng, PhD. Senior Director Product Development 
• Jade Ly, PhD. Associate Director, Product Development  
• Steve Viti, PhD, MBA Senior Director, Regulatory Affairs 
• Axel Perlwitz, PhD. Associate Director, Regulatory Affairs 
• William Kiddell Senior Manager, Regulatory Affairs 

1.0 BACKGROUND 

BDP (beclomethasone dipropionate) HFA Nasal Aerosol, 80 mcg is being developed to 
treat  seasonal and perennial allergic rhinitis.  The canister is based on the 
QVAR  Inhalation Aerosol, 80 mcg (NDA 20-911) approved for the maintenance 
treatment of asthma as prophylactic therapy.  A meeting request for Pre-NDA CMC 
meeting was submitted on August 12, 2010 to discuss CMC and statistical quality 
programs to support the NDA for BDP (beclomethasone dipropionate) HFA Nasal 
Aerosol.  
 
Teva proposed to discuss the following: 
Finished Drug Product Release Specification 
Drug Product Characterization Study Protocol 
Bridging Study of BDP HFA 100 Dose and 120 Dose Canisters 
 
After receipt of the preliminary responses, Teva requested that the face-to-face meeting 
be converted to a Teleconference.  

2.0 DISCUSSION 

2.1 Quality: 

2.1.1 Teva proposes to reference the product development section for the 
canister in the QVAR® 20-911 application with permission from 3M to the 
product development report in volumes 3 to 5 (owned by 3M) of NDA 20-
911? Teva has no rights to see this information and therefore cannot include 
this information in our application.  Is this acceptable? 

Reference ID: 2880842
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Agency recommended that Teva Include performance data for 100 actuation 
product used in Phase 3 clinical trials. The later data does not need to be 
included in the calculation of the expiry period.  For the drug product used in 
the clinical trial stability studies are required and data should be submitted in the 
NDA submission.  Indicate that this product will not be marketed.  Teva 
expressed concern and wanted to know the implication if validation studies did 
not meet the current standard requirement.  The Agency responded that it is 
premature to speculate at this time.  This will be addressed during the review.  
Agency requested NDA submission with a cohesive overview of the analytical 
methods and their validation, including data related to method and method 
validation from the original NDA 20-911 (as needed), as well as detail 
references to all supporting DMFs. 

2.1.2 Are the tests included in the proposed finished drug product release 
specification still acceptable (refer to Appendix 10.1 and June 10, 2009 
FDA response to End of Phase 2 Meeting, page 6, question 2.3.1 )? 

FDA Pre-meeting Response: 
The acceptability of the proposed drug product specifications will be 
determined during the NDA review process, upon evaluation of the submitted 
supporting data.  Note that data-based acceptance criteria need to be included 
for each tested attribute, rather than “Report values” entry.  Provide justification 
for adequacy of the selected attributes and clearly identify party responsible for 
each test.  
 
Note that inclusion of pediatric indication may impact the proposed controls for 
the drug product if the minimal dose will change from two to one actuation per 
nostril . 
 
Meeting Discussion: 
Participants accepted the preliminary response, no discussion occurred. 

2.1.3 Is the proposed Drug Product Characterization Study still acceptable (refer 
to Appendix 10.2 and June 10, 2009 FDA response to End of Phase 2 
Meeting, page 5, question 2.1.4 )? 

FDA Pre-meeting Response: 
The Drug Product Characterization studies will be evaluated in detail during the 
NDA review in context of other submitted data.  Your draft protocol included in 
Appendix 2 seems to be based on the recommended guidance.  Note, that a 
comparison of characteristics for the to-be-marketed drug product (120  
actuations), to the 100 actuation drug product used in the Phase 3 trials need to 
be included if you observe any changes.   

Teva Response and Request for Guidance: 
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Teva Response and Request for Guidance: 

QVAR stability data through 36 months has been submitted to the NDA and the 
expiration has been well established to be 24 months.  As the stability of the 
BDP Nasal product should be directly related to that of QVAR, we have elected 
not to overwrap this product on stability and only to collect data from the 
unwrapped product.  From the data we have obtained so far we believe that the 
12-month data to be included with the NDA submission and all subsequent 
stability data will demonstrate that this product does not need to be wrapped to 
attain at least 24-month expiration dating.   

The justification for not collecting any stability data in protective packaging 
follows:  Neither the Nasal Spray Guidance nor the MDI Inhalation Guidance 
requires collecting data for submission in this situation.  The Nasal Guidance 
states that “Stability studies should be performed on the drug product with the 
packaging configuration (i.e., primary, protective) for which approval is sought, 
using the appropriate test storage conditions.” Approval is sought for the 
product without any protective packaging.  There is no mention of the use of 
protective wrapping of devices.  The MDI Inhalation Guidance suggests the 
“use of a modified or more protective container and closure system” as one of 
four options when accelerated stability data demonstrates significant change.  It 
also suggests that when both the accelerated stability and controlled room 
temperature data show significant change “this would indicate that protective 
packaging or other modification is needed”.  Again, neither situation applies to 
this product. 

As this product shows no stability issues, we propose not submitting any 
stability data from a wrapped product.  Is this approach acceptable for this 
product? 

 
Meeting Discussion: 
 
Provide justification along with the supporting data for not overwrapping the 
drug product.  During the review process, we will determine if the additional 
protection (e.g. overwrapping) would benefit the quality/stability of the drug 
product based on available real time data, accelerated stability data including 
storage condition cycling experiments.  Provide detailed discussion and 
assessment of observed changes along with supportive data from the NDA 20-
911 application, as needed.  

2.1.4 The Sponsor has developed a BDP HFA Nasal Aerosol 80 mcg with 
various actuation canister products (reference to section 6.1 above): 

The Sponsor will perform in vitro testing to demonstrate comparable 
performance characteristics between the to-be-marketed product (120 
actuation),  and transition product (100 
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3.0 CONCURRENCE: 

{See appended electronic signature page} 
 
Prasad Peri, Ph.D. 
Acting Branch Chief, Branch VIII 
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment  

4.0 ATTACHMENTS AND HANDOUTS 

No Attachments or handouts were provided during the meeting. 
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MEMORANDUM OF TELECONFERENCE 
 
APPLICATION: IND 101639 
SPONSOR:          Teva Global Respiratory R&D 
DRUG NAME:    BDP (beclomethasone dipropionate) HFA Nasal Spray 
DATE:                  November 17, 2010               
 
 
Teva Global Respiratory R & D Representatives: 
 
Paul Dorinsky, MD, VP, Clinical Research 
Sudeesh Tantry, PhD, Associate Director, Clinical Research 
Mark Lepore, MD, Clinical Research Physician, Clinical Research 
Patrick Darken, PhD, Senior Director, Biostatistics 
Stephanie Dunbar, PhD, Director Biostatistics, Women’s Health and Allergic Rhinitis 
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BACKGROUND:   
On August 4, 2010, Teva Global Respiratory R & D submitted a request for a pre-NDA meeting. The 
purpose of the meeting was to discuss pre-clinical, clinical, and statistical programs to support the 
submission of an electronic NDA in eCTD format that would support NDA approval of BDP 
(beclomethasone dipropionate) HFA Nasal Aerosol. The preliminary comments for the scheduled October 
18, 2010 meeting were provided to Teva by fax on October 14, 2010. Teva responded to the October 14, 
2010 correspondence acknowledging their intent to meet with the Agency via teleconference and 
submitted questions for clarification regarding specific comments from the Agency. The Agency’s 
minutes for the October 18, 2010 meeting were provided to Teva on November 5, 2010. After receipt of 
the minutes, Teva requested a teleconference to discuss for clarification the post meeting comment 
included in the Agency’s meeting minutes. The post meeting comment and Teva’s question for 
clarification appears below. 
 
 
Post Meeting Comment 
We have concerns with the design of your proposed nasal inhaler because it resembles 
and performs in a similar manner as other oral inhalers frequently used by patients with 
respiratory diseases. As such there is the potential that it may be confused as an oral 
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inhaler, which may result in an incorrect route of administration and drug medication 
errors. You will need to address this issue in the NDA for your proposed beclomethasone 
nasal aerosol spray including consideration of conducting usability and labeling 
comprehension studies to evaluate patients’ ability to use the inhaler correctly with the 
proposed labels and content of labeling. 
 
Teva’s Question for Clarification 
Teva believes that there should not be confusion on use versus other orally inhaled products that 
could not be addressed by labeling (i.e., without a study). Is the concern to ensure patients are not 
spraying in their mouths or something else? Teva would like to further discuss this with the agency. 
 
Discussion: 
The Agency stated that the issue of the potential for confusion and medication errors would need to be 
addressed in the NDA. One method to address the concern is to conduct a usability study but that is not 
necessarily the only means to address the issue. Teva stated that none of the issues for concern were 
observed in the clinical program and that the issues could be addressed by labeling. Teva asked would it 
be acceptable to use pictorial wording that indicates for nasal use only. Teva also inquired would the 74-
Day letter notify Teva whether the Division of Medication Error Prevention and Analysis (DMEPA) 
accepted the justification they would make in the NDA submission. The Agency noted that the 74-Day 
letter is an early notification of the most prominent issues seen during the preliminary review of the 
application. Potentially, comments by DMEPA may be included regarding the justification provided but 
no assurance can be given. The usability study is the gold standard but, as mentioned above, not 
necessarily the only means to support your nasal administration device. As previously discussed, you 
should justify the lack of device confusion in the NDA submission. 
 
 
         _____________________________ 
         Carol Hill, MS 
         Regulatory Health Project Manager 
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Meeting Category: pre-NDA  
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1.0 BACKGROUND 

On August 4, 2010, Teva Global Respiratory R & D submitted a request for a pre-NDA 
meeting. The purpose of the meeting was to discuss pre-clinical, clinical, and statistical 
programs to support the submission of an electronic NDA in eCTD format that would 
support NDA approval of BDP (beclomethasone dipropionate) HFA Nasal Aerosol. The 
preliminary comments for the scheduled October 18, 2010 meeting were provided to 
Teva by fax on October 14, 2010. Teva responded to the October 14, 2010 
correspondence acknowledging their intent to meet with the Agency via teleconference.  
Teva also submitted a list of the Agency’s comments to be discussed for clarification 
along with their response to each of these followed by the specific question to be clarified 
(see attachment).    

 

2.0 DISCUSSION 

9.1 General 
1. Information from QVAR® NDA 20-911 may be cross referenced in this NDA. 

Teva proposes to provide the date of submission, volume number and page 
number as reference for the reviewers rather than scanning and submitting 
the same documents again. For example, if in Module 2.7.5 we reference a 
section in QVAR® Clinical Study 1162 we propose only to provide the specific 
reference for this report, and not an electronic copy of this reference. 

 
   Is this approach acceptable to the Agency?  
 
        FDA Response: 
    While you may reference information from the QVAR NDA, we prefer all data 

necessary to support your allergic rhinitis program be submitted with the 
NDA,including data from the QVAR program.   

 
  Teva’s Clarification: 

NDA 20-911 for QVAR exists in paper format. In the event that we make Reference 
to a Clinical Study Report (CSR) in NDA 20-911, we will provide a copy of the CSR 
in our NDA as a Legacy Report (single pdf file, scanned content). 

 
1. Would the FDA require just the report body or would FDA require the  
 Entire CSR inclusive of all Appendices? 
 
Discussion: 
The Agency agreed with Teva’s proposal to provide a scanned pdf file copy of the 
Clinical Study Report (CSR) in the NDA as a Legacy Report. 
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2. Given that electronic datasets may not be available to Teva, would the  
 FDA require these to be submitted as well? 
 
Discussion: 
The Agency confirmed that electronic datasets would not have to be submitted. 

  
9.2 Regulatory 

Content of Clinical Study Report Appendix 16.1.4: 
 
In section 6 of the Clinical Study Report as per ICH E3, information about  
the Investigators and Sites is presented in the following type of format: 

  
Investigat

or 
Number 

Principal Investigator 
Study Site Address 

Sub-Investigators 
Identified on 

Form FDA 1572 

Date 
Signed1 

3187 Paul Ratner, MD, MBA 
 
Sylvana Research Associates 
7711 Louis Pasteur Dr, 
Suite 406 
San Antonio, TX 78229, 
USA 

and 
dgd Research, Inc. 
5109 Medical Drive 
San Antonio, TX 78229 

  
 
15 Jan 2009 
15 Jan 2009 
15-Jan-2009 
15-Jan-2009 
02-Mar-
2009 

1 Date the Principal Investigator signed the version of the Form FDA 
1572 on which the identified Sub-investigators were added. 
2 Although  was designated Sub-Investigator on Form 
FDA 1572, he did not participate in the study. 
 

In Appendix 16.1.4. (List and Description of Investigators and Sites) we  
intend to provide Forms 1572, Investigator Curriculum Vitae (CV) and  
Investigator Medical License: 
  
Forms 1572: 
We propose not to include any forms 1572 in the NDA. All Forms 1572 have 
been submitted to the IND, and are available upon request. 
 
Is this approach acceptable? 
 
FDA Response: 
Your approach is acceptable. 
 
Discussion: 
The Sponsor accepted the Agency’s responses. No discussion occurred. 
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Investigator CV and Medical License: 
We propose to include CVs and Licenses for only the Principle Investigators, not 
for any Sub-Investigators. All Sub-Investigator CVs and Licenses are available 
upon request. 
 
Is this approach acceptable? 
 
FDA Response: 
Your approach is acceptable. 
 
Discussion: 
The Sponsor accepted the Agency’s responses. No discussion occurred 
 
Informed consent forms (ICFs) are provided in Appendix 16.1.3 (IRB 
information and written information for subjects and sample consent forms) of 
Clinical Study Reports. ICFs were approved for a clinical study by a central IRB 
responsible for the entire study. ICFs can vary slightly from site to site, based on 
local site requirements and copies of all site-specific approved ICFs are kept on 
file at Teva. We propose to provide in Appendix 16.1.3 only one representative 
IRB-approved ICF. 
 
Is this approach acceptable?  
 
FDA Response: 
Your approach is acceptable. However, individual patient ICFs should be available 
upon request. 
 
Discussion: 
The Sponsor accepted the Agency’s responses. No discussion occurred 
  

9.3 Pre-Clinical: 
In the Pre-IND meeting briefing package (March 4, 2008, Question 5), Teva 
proposed that no additional preclinical tests are required because BDP HFA Nasal 
Aerosol product utilizes the same aerosol canister as QVAR® HFA Inhalation 
Aerosol. Several studies performed in the QVAR NDA (20-911) included dosing of 
the product to the nasal passages of animals. FDA agreed to this proposal in the 
April 1, 2008 FDA response to Teva’s Pre-IND Meeting Briefing Package for 
Question 5. Therefore, Teva will include in the proposed NDA only a Non-Clinical 
Overview (Module 2.4), but no Module 2.6 or Module 4 will be included, as there 
will be no new studies. 
 
Is this an acceptable approach to providing the supportive Pre-Clinical 
information? 
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FDA Response: 
We do not agree with your approach.  For your NDA submission, include Module 2.6 
and Module 4. 
 
Additional Non-clinical Comments: 
1. Provide structures of any impurities and degradants of the drug substance and  
 drug product in your NDA submission. Monitor impurities and degradation 
 products of all active ingredients and refer to ICH Guidance [ICH Q3A(R)and 
 ICH Q3B(R)] for possible qualification requirements. Impurities or degradants of  
 active ingredients that are identified as structural alerts should be at or below  
 acceptable qualification thresholds to support an NDA, as described in the draft 
 FDA Guidance for Industry “Genotoxic and Carcinogenic Impurities in Drug 
 Substances and Products: Recommended Approaches (December 2008)”.   
 
2. Additionally, the NDA submission must contain information on potential 
 leachables from the drug container-actuator system. Provide a toxicological 
 evaluation of those substances identified as leachables to determine the safe level  
 of exposure via the labeled specific route of administration. The approach for 
 toxicological evaluation of the safety of extractables must be based on good 
 scientific principles and takes into account the specific container-actuator 
 system, drug product formulation, dosage form and dose regimen. 
 
Teva’s Clarification: 
1. Is FDA requesting that Teva provide in Module 4 of this NDA a full copy 
 of all toxicological reports and information provided in NDA 20-911  
 (QVAR MDI)? 
 
Discussion: 
The Agency clarified that a full copy of all toxicological reports and information 
provided in NDA 20911 should be submitted in the Module 4 of the NDA. Teva 
stated that a full copy would be provided. 
 
2. If a full copy of all pre-clinical information provided in NDA 20-911 
 is not requested in Module 4 of this NDA, are FDAs “Additional Non-Clinical  
 Comments” intended to convey the information that FDA is requesting in  
 Module 4? 
 
Discussion: 
The Agency stated that all of the non-clinical information from NDA 20-911 should 
be provided in Module 4. The information requested in the Additional Non-Clinical 
comments may also be addressed in Module 4. 
 
3. Please clarify the last sentience in item 2: 
 “The approach for toxicological evaluation of the safety of extractables 
 must be based on good scientific principles and takes into account the  
 Specific container-actuator system, drug product formulation, dosage 
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 form and dose regimen.” 
 
Discussion: 
Teva asked the Agency to provide clarification for the last sentence in comment 
number 2 of the Additional Non-Clinical Comments. The Agency clarified that an 
evaluation of potential leachables and extractables as well as novel excipient should 
be qualified per ICH guidelines. The toxicity studies (if needed) should comply with 
good laboratory practices (GLP). If published literature will be the source to qualify 
the components, the literature should be peer reviewed. Teva asked would 
carcinogenicity (CARC) studies be required and if required, would it be acceptable to 
provide the data in pdf format. The Agency confirmed that CARC studies are 
required and that pdf format would be acceptable.  

 
9.4 Clinical: 

1. In the Pre-IND Meeting Briefing Package (March 4, 2008, Question 4), Teva 
proposed that this drug product will not be studied in infants (0-2 years of age) 
in the pediatric program and that we would request a waiver from these studies. 
The FDA agreed to allow Teva to request a waiver in the April 1, 2008 FDA 
response to Question 4. 

  
 “At this time of NDA filing, a pediatric waiver will be requested for pediatric 
 Patients 0 to 2 years of age in view of low disease prevalence and difficulty in 
 diagnosis and treatment of AR in this age group.” 
 Therefore, the NDA will include a request for a waiver for study in infants 0- 
 2 years of age based on supporting information in accordance with   
 21 CFR 314.55. 
 
 Is this approach still acceptable to the Agency? 
 
 FDA Response: 
 Yes, the approach is acceptable. 
 

Discussion: 
The Sponsor accepted the Agency’s responses. No discussion occurred  

  
2. In the End of Phase 2 Clinical Meeting Briefing Package (August 7, 2009, 

Question 6), it was proposed to conduct a dose-range finding study in the  
 6-11 year old age group as part of the pediatric clinical development  
 program. 
 
 “The Sponsor is considering evaluating 2 doses (160 mcg and 80 mcg, once  
 daily) in a pediatric dose-range-finding study (6-11 years of age) to determine  
 the optimal safe and effective pediatric dose in this age group. The optimal  
 dose for 2-5 years of age pediatric subjects will depend on the results of the  
 dose-range-finding study in the 6-11 year old age group (BDP-AR-305). 
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 The Sponsor is currently planning to conduct the Phase 3 adult and  
 adolescent program first, followed by the pediatric clinical development  
 program. Thus, the adult and adolescent data is currently planned to be  
 submitted as the primary NDA submission followed by a supplemental NDA 
 (sNDA) submission for the pediatric program. Therefore, once the data from  
 the pediatric dose-range-finding study (BDP-AR-305) becomes available, the 
 Sponsor would request another EOP2 meeting at a later date to discuss the 
 entire pediatric program in detail. 
 
 The Agency agreed with this approach in the FDA response on September 3,  
 2009. At the time of NDA submission, a pediatric deferral will be requested  
 for pediatric patients 2-11 years of age because Teva is not planning to  
 conduct the pediatric program until the adult studies are completed. The  
 pediatric program will include pediatric patients 2-5 and 6-11 years, and 
 we anticipate submission of a sNDA in 2013. 
 
 Does the Agency agree with this request for a pediatric deferral and the  
 overall pediatric clinical development proposal? 
 
 FDA Response; 
 It is acceptable to request a pediatric deferral when you submit your NDA. 
 
 Discussion: 

The Sponsor accepted the Agency’s responses. No discussion occurred 
 
 Is this proposed dose-range for the pediatric dose-ranging study  
 (BDP-AR-305) acceptable to the Agency for selecting the optimal 
 dose for the pediatric program?  
 
 FDA Response: 
 While your general approach appears reasonable, we cannot agree that your  
 proposed pediatric dose-ranging study is acceptable as you have submitted no 
 data to support the doses selected for the study.  
 
 Discussion: 

The Sponsor accepted the Agency’s responses. No discussion occurred 
 
3. As a result of the End of Phase 2 Clinical Meeting (Question 7), the Agency 

agreed (in the September 3, 2009 FDA response) that the outline of the  
 program was reasonable to support an indication for allergic rhinitis. Based  
 on the clinical development program discussed and agreed to with the  
 Agency, the Sponsor will seek to obtain a labeled indication as follows: 
 
 “BDP HFA nasal aerosol is indicated for  nasal symptoms 
 of seasonal allergic and perennial allergic rhinitis in adult/adolescent patients  
 12 years of age and older.” 
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 Does the Agency agree that the proposed clinical program is adequate to  
 support this indication? 
 
 FDA Response: 
 The general outline of your program is reasonable to support an indication for  
 allergic rhinitis. Whether the data from your clinical program is adequate to  
 support this indication is a review issue. 
 
 Discussion: 

The Sponsor accepted the Agency’s responses. No discussion occurred 
 

9.5 Statistical 
1. Based on the “Guidance to the Industry – Integrated Summaries of 

Effectiveness and Safety: Location Within the Common Technical Document”, 
Teva proposes that the Integrated Summary of Safety analysis plan (refer to 
Appendix 10.1 and Appendix 10.2), including the combination of planned 
measures, study pools, and subgroups, will sufficiently address the 
requirements to evaluate the safety of BDP nasal aerosol using integrated data.  

  
 Does the Agency agree with this approach? 
 
 FDA Response: 
 While in general your approach appears reasonable, we have the following  
 comments with regard to your Safety Statistical Analysis Plan: 
 

a. Submit safety data for subjects treated with all doses, not just those with 
320 mcg BDP HFA (refer to section 2.2 on page 17 of the Briefing 
Package); 

 
Teva’s Clarification: 
BDP-AR-201 is the only study in the pooled analysis with BDP HFA doses other 
than 320 mcg. As such, an assessment of dose-response with respect to safety 
would be best done using the BDP-AR-201 data alone, as the studies included 
in the pooled analyses vary in terms of duration, leading to differences in 
average exposure and making dose to dose comparisons harder to interpret. 
 
In light of this, is it necessary to include the other BDP HFA doses in the pooled  
analyses or is it sufficient just to discuss any differences in safety due to dose in the 
ISS? 
 
Discussion: 
The Agency clarified that each clinical study in their allergic rhinitis program will be 
reviewed both individually and as part of the integrated summary of safety (ISS). 
Thus, the pooled analyses should include not only the 320 mcg dose but all the doses 
used in study BDP-AR-201. Teva stated that they have concerns over pooling of 
adverse event data from studies of different lengths. The Agency stated that one way 
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to alleviate this concern would be to present the safety data according to dose and 
length of exposure in the ISS. The Agency stressed that AEs from all doses will need 
to be provided.   

 
b. Submit all adverse events (AEs) that occurred in the studies, not just 

“treatment emergent” AEs. Subsequent sub-grouping AEs into those that 
are treatment emergent is acceptable (refer to section 2.7 on page 18 of 
the Briefing Package); 

 
Teva’s Clarification: 
It would be difficult to summarize AE’s by treatment if the Sponsor were to  
combine the AE’s from the Placebo Run-in Period with those that are treatment 
emergent, as there will be many Subjects who participated in the Placebo Run- 
in Period, who were never randomized, and hence were never assigned to 
treatment. Additionally, since AE’s occurring prior to administration of 
randomized medication are clearly not caused by BDP, inclusion of them with the 
treatment emergent AE’s might cloud the assessment of potential drug-related 
effects. The Sponsor proposed to provide integrated summaries of AE’s during the 
placebo run-in periods, but to keep them summarized separately from the treatment 
emergent AE’s . 
 
Thus, the Sponsor proposes to submit the following AE Table in addition to those 
currently planned: Summary of Adverse Events During the Placebo Run-in Period. 
 
Is this approach acceptable to the FDA? 
 
Discussion: 
The Agency agreed that the approach is acceptable. 

 
c. AE data should be presented by number of subjects and by total counts as 

well (refer to section 2.7.1 on page 18 of the Briefing Package); 
 

Discussion: 
The Sponsor accepted the Agency’s responses. No discussion occurred 

 
d. Submit ear, nose and throat (ENT) exam data from every exam conducted, 

not only during screening, randomization, and the final visit (refer to 
section 2.8 on page 18 of the Briefing Package). 

 
Discussion: 
The Sponsor accepted the Agency’s responses. No discussion occurred 
 
2. Teva proposes that the Summary of Clinical Efficacy (Module 2.7.3) is 

sufficient to evaluate the efficacy of BDP nasal aerosol, since most clinical 
studies are not poolable and subgroups (age, gender, race) have been reported 
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in individual studies. Therefore, a separate Integrated Summary of Efficacy 
(ISE) will not be included in Module 5. 

  
 Is this approach acceptable? 
 
 FDA Response: 
 We agree with you that integrating statistical analyses for disparate studies is not 
 likely to provide useful information. While both the Summary of Clinical Efficacy 
 and Integrated Summary of Efficacy are required components of this submission,  
 there is no need for them to be markedly different.  
 
Teva’s Clarification: 
Teva intends to use the Summary of Clinical Efficacy (SCE) (Section 2.7.3) as the 
Integrated Summary of Efficacy (ISE) (Module 5 Section 5.3.5.3) 
 
1. Is the Agency expecting to see information in the ISE that would not be  
 appropriate in the SCE? 
 
Discussion: 
The Agency stated that FDA regulation [21 CFR 314.50 (d)(5)(vi)] requires inclusion 
of an ISE in the NDA submission. As efficacy in the allergic rhinitis studies will not 
be pooled, the information provided in the ISE may be the same as that in the 
Summary of Clinical Efficacy.  
 
Teva’s Clarification: 
If the two documents can in fact be identical, to facilitate this we intend to place the 
SCE in Section 2.7.3 and place a reference leaf in the eCTD backbone in Sections 
5.3.5.3. 
 
2. Is this approach acceptable? 

 
Discussion: 
Teva asked if the SCE and ISE are identical and a narrative is provided in section 
2.7.3 would it be acceptable to place a reference leaf in the eCTD backbone in 
Section 5.35.3 for the ISE. The Agency stated that this may be allowable; however, 
the electronic submission staff would have to be consulted to confirm whether the 
proposed format to submit SCE and ISE data is acceptable. Follow-up will be 
provided in the meeting minutes as a post meeting comment. 
 
Post Meeting Clarification: 
If the ISS and/or ISE meet the exception in the referenced guidance listed below, then 
the approach is acceptable. Module 2.7 can not exceed 400 pages. Also, any 
supportive data files or tabular listings for the ISS or ISE should reside under 5.3.5.3 
and be referenced in an ISE and /or ISS study tagging file and have the appropriate 
study tag applied to those files. Refer to the following 2 links for additional 
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information on the specific contents of the Clinical Summary and Integrated 
Summary sections of the NDA: 
 
Final Guidance for Industry: Integrated Summaries of Effectiveness and Safety: 
Location Within the Common Technical Document (PDF - 98KB) (April 2009) 
 
Clarification for question #10 of "ICH M4: The CTD -- Efficacy Q&As" on 
submitting integrated summaries of safety and effectiveness (ISS/ISE) in the eCTD 
format (9/12/2006) 
 
3. Teva proposes that data from individual clinical studies (CDISC compliant) will 

be submitted in a format like the sample dataset package (refer to enclosed 
disc).  

  
 Does the Agency agree that this is sufficient for review of the submission? 
 
 FDA Response: 
 In general, your proposed format for the submitted data is acceptable. However,  
 check the diarysample.xpt file as it could not be read into SAS. Also, ensure that  
 the computational method/algorithm for each variable named in the define.xml  
 file analysis datasets consistently includes the name of the variable or variables  
 employed for each calculation, the name of the tabulation or analysis dataset on 
 which each of these variables resides, and the calculation formula applied to  
 those variables. Any intermediate tables/metadatasets referred to in your  
 computational methods should be provided and similarly documented. 
 
 Discussion: 

The Sponsor accepted the Agency’s responses. No discussion occurred 
 
4. Teva proposes that if data sets are submitted in the NDA, individual patient 

profiles are not necessary. 
  
 Does the Agency agree with this? 
 
 FDA Response: 
 We request that individual patient profiles be submitted for patients with AEs  
 leading to withdrawal, serious adverse events, and deaths. 
 
Teva’s Clarification: 
It is the Sponsor’s understanding that with a data submission package formatted 
according to CDISC standards that the data would be loaded into the FDA’s data 
warehouse. This then allowed reviewers to create customized patient profiles using 
available tools, and so exemptions for providing patient profiles were typically 
granted.   
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Teva would like to clarity if this understanding is incorrect and that the creation of 
patient profiles is truly required. 
 
Discussion: 
The Agency stated that while not required, we request that individual patient profiles 
for patients with AEs leading to withdrawal, serious adverse events, and deaths be 
included in the NDA submission. In case the Agency could not construct the patient 
profiles from the data files, it would have to request the information during the review 
cycle which may adversely affect the review of the application.Teva stated it was 
concerned that submitting lengthy diaries would be an unnecessary burden for the 
company. The Agency commented that because a program for allergic rhinitis is 
conducted in people who are generally healthy, there should not be many SAEs or 
deaths and the burden should therefore not be so high.  
  
5. Teva proposes to only submit CRFs for AE’s leading to withdrawal, deaths and 

SAE’s. 
  
 Does the Agency agree that this is sufficient? 
 
 FDA Response: 
 We agree with your proposal to submit CRFs for AEs leading to withdrawal, 
 serious adverse events, and deaths. 
 
 Discussion: 

The Sponsor accepted the Agency’s responses. No discussion occurred 
 
6. Teva proposes to only provide SAS programs for the primary and secondary 

analyses for each study. 
  
 Does the Agency agree that this is sufficient? 
 
 FDA Response: 

Provision of SAS programs for primary and secondary analyses, plus those for 
tables concerning patient demographics, baseline characteristics, and disposition 
by treatment will be sufficient. We also note that inclusion of programs employed 
for any additional calculations or for construction of your analysis datasets may 
facilitate review of your submission by resolving any ambiguities in 
documentation. Be sure to document what each program does, how it is called, 
and any dependencies, e.g., order in which programs should be run. 
 
Discussion: 
The Sponsor accepted the Agency’s responses. No discussion occurred 
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Additional Comments: 
 

1. The effects of your proposed BDP HFA Nasal Aerosol on the HPA Axis 
and growth should be addressed in the NDA submission. One method to 
do so would be to link your BDP Nasal Aerosol program to data 
generated from the QVAR inhalation aerosol program.   

 
2. Note that the ex-actuator dose of the delivered drug substance will be used 

in the future labeling of the drug product. Report the ex-actuator dose 
consistently throughout the medical studies to avoid any confusion with 
data interpretation. 

 
3. Clarify if any changes to the formulation and/or device are planned for the 

drug product to be used in the pediatric population.  If so, include the 
supporting data in the Pre-NDA package. Note, that the dose uniformity 
controls for the individual actuations have to be met in respect to the 
lowest proposed numbers of sprays per nostril. 

 
Discussion: 
The Sponsor accepted the Agency’s responses. No discussion occurred 

 

3.0 ISSUES REQUIRING FURTHER DISCUSSION 

There were no issues that required further discussion. However, the teleconference was 
shortened due to failure of the Agency’s telephone system. The Review Team expressed 
that if the discussion provided in the minutes regarding statistical question 9.5.4. did not 
address Teva’s question, a teleconference would be scheduled to clarify any outstanding 
issue(s). 

 

4.0 POST MEETING COMMENTS 

We have concerns with the design of your proposed nasal inhaler because it resembles 
and performs in a similar manner as other oral inhalers frequently used by patients with 
respiratory diseases. As such there is the potential that it may be confused as an oral 
inhaler, which may result in an incorrect route of administration and drug medication 
errors. You will need to address this issue in the NDA for your proposed beclomethasone 
nasal aerosol spray including consideration of conducting usability and labeling 
comprehension studies to evaluate patients’ ability to use the inhaler correctly with the 
proposed labels and content of labeling. 

 

5.0 ATTACHMENTS AND HANDOUTS 

See the attachment below of the October 15, 2010 emailed version of Teva’s selection of 
Agency’s comments for which for which requested to be discussed for clarification at the 
October 18, 2010. 
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9. Specific Questions: 

 
9.1  General: 
 

1. Information from QVAR® NDA 20-911 may be cross referenced in this NDA.  
Teva proposes to provide the date of submission, volume number and page 
number as reference for the reviewers rather than scanning and submitting the 
same documents again.  For example, if in Module 2.7.5 we reference a section in 
QVAR® Clinical Study 1162 we propose only to provide the specific reference for 
this report, and not an electronic copy of this reference.   

 
Is this approach acceptable to the Agency? 
 

FDA Response: 
While you may reference information from the QVAR NDA, we prefer all data 
necessary to support your allergic rhinitis program be submitted with the NDA, 
including data from the QVAR program. 

 
Clarification: 
NDA 20-911 for QVAR exists in paper format. In the event that we make reference to 
a Clinical Study Report (CSR) in NDA 20-911, we will provide a copy of the CSR in 
our NDA as a Legacy Report (single pdf file, scanned content).  
 
1. Would FDA require just the report body or would FDA require the entire 

CSR inclusive of all Appendices? 
 
2. Given that electronic datasets may not be available to Teva, would the FDA 

require these to be submitted as well? 
 

9.3  Pre-Clinical: 
 

In the Pre-IND meeting briefing package (March 4, 2008, Question 5), Teva proposed 
that no additional preclinical tests are required because BDP HFA Nasal Aerosol 
product utilizes the same aerosol canister as QVAR® HFA Inhalation Aerosol.  Several 
studies performed in the QVAR NDA (20-911) included dosing of the product to the 
nasal passages of animals. FDA agreed to this proposal in the April 1, 2008 FDA 
response to Teva’s Pre-IND Meeting Briefing Package for Question 5.  Therefore, 
Teva will include in the proposed NDA only a Non-Clinical Overview (Module 2.4), 
but no Module 2.6 or Module 4 will be included, as there will be no new studies. 
 
Is this an acceptable approach to providing the supportive Pre-Clinical information? 

Reference ID: 2860384



 
FDA Response: 
 
We do not agree with your approach. For your NDA submission, include Module 2.6 
and Module 4. 
 
Additional Non-clinical Comments: 
1. Provide structures of any impurities and degradants of the drug substance and 

drug product in your NDA submission. Monitor impurities and degradation 
products of all active ingredients and refer to ICH Guidance [ICH Q3A(R)and 
ICH Q3B(R)] for possible qualification requirements. Impurities or degradants of 
active ingredients that are identified as structural alerts should be at or below 
acceptable qualification thresholds to support an NDA, as described in the draft 
FDA Guidance for Industry “Genotoxic and Carcinogenic Impurities in Drug 
Substances and Products: Recommended Approaches (December 2008)”. 

 
2. Additionally, the NDA submission must contain information on potential 

leachables from the drug container-actuator system. Provide a toxicological 
evaluation of those substances identified as leachables to determine the safe level 
of exposure via the labeled specific route of administration. The approach for 
toxicological evaluation of the safety of extractables must be based on good 
scientific principles and takes into account the specific container-actuator system, 
drug product formulation, dosage form and dose regimen. 
 
Clarification: 
1. Is FDA requesting that Teva provide in Module 4 of this NDA a full copy 

of all toxicological reports and information provided in NDA 20-911 
(QVAR MDI)? 

 
2. If a full copy of all pre-clinical information provided in NDA 20-911 is not 

requested in Module 4 of this NDA, are FDAs “Additional Non-clinical 
Comments” intended to convey the information that FDA is requesting in 
Module 4?  

 
3. Please clarify the last sentence in item 2: 

 
“The approach for toxicological evaluation of the safety of extractables must 
be based on good scientific principles and takes into account the specific 
container-actuator system, drug product formulation, dosage form and dose 
regimen.” 
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9.5  Statistical: 
 
1. Based on the “Guidance to the Industry – Integrated Summaries of Effectiveness 

and Safety: Location Within the Common Technical Document”, Teva proposes 
that the Integrated Summary of Safety analysis plan (refer to Appendix 10.1 and 
Appendix 10.2), including the combination of planned measures, study pools, and 
subgroups, will sufficiently address the requirements to evaluate the safety of 
BDP nasal aerosol using integrated data.  Does the Agency agree with this 
approach? 

 
FDA Response: 
While in general your approach appears reasonable, we have the following comments 
with regard to your Safety Statistical Analysis Plan: 
 
a.   Submit safety data for subjects treated with all doses, not just those with 320 mcg 

BDP HFA (refer to section 2.2 on page 17 of the Briefing Package); 
 
Clarification: 
BDP-AR-201 is the only study in the pooled analysis with BDP HFA doses other 
than 320 mcg.  As such, an assessment of dose-response with respect to safety 
would be best done using the BDP-AR-201 data alone, as the studies included in 
the pooled analyses vary in terms of duration, leading to differences in average 
exposure and making dose to dose comparisons harder to interpret.   
 
In light of this, is it necessary to include the other BDP HFA doses in the 
pooled analyses or is it sufficient just to discuss any differences in safety due 
to dose in the ISS?  
 

b.   Submit all adverse events (AEs) that occurred in the studies, not just “treatment 
emergent” AEs. Subsequent sub-grouping AEs into those that are treatment 
emergent is acceptable (refer to section 2.7 on page 18 of the Briefing Package); 
 
Clarification: 
It would be difficult to summarize AE's by treatment if the Sponsor were to 
combine the AE's from the Placebo Run-in Period with those that are treatment 
Emergent, as there will be many Subjects who participated in the Placebo Run-In 
Period, who were never randomized, and hence were never assigned to treatment.  
Additionally, since AEs occurring prior to administration of randomized 
medication are clearly not caused by BDP, inclusion of them with the treatment 
emergent AEs might cloud the assessment of potential drug-related effects. The 
Sponsor proposes to provide integrated summaries of AE's during the placebo 
run-in periods, but to keep them summarized separately from the treatment 
emergent AEs. 
 
Thus, the Sponsor proposes to submit the following AE Table in addition to those 
currently planned: 
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Summary of Adverse Events During the Placebo Run-in Period 
 
Is this approach acceptable to the FDA? 

 
2. Teva proposes that the Summary of Clinical Efficacy (Module 2.7.3) is sufficient 

to evaluate the efficacy of BDP nasal aerosol, since most clinical studies are not 
poolable and subgroups (age, gender, race) have been reported in individual 
studies.  Therefore, a separate Integrated Summary of Efficacy (ISE) will not be 
included in Module 5.  Is this approach acceptable? 

 
FDA Response: 
We agree with you that integrating statistical analyses for disparate studies is not 
likely to provide useful information. While both the Summary of Clinical Efficacy 
and Integrated Summary of Efficacy are required components of this submission, 
there is no need for them to be markedly different. 
 
Clarification: 
Teva intends to use the Summary of Clinical Efficacy (SCE) (Section 2.7.3) as the  
Integrated Summary of Efficacy (ISE) (Module 5 Section 5.3.5.3).  
 
1. Is the Agency expecting to see information in the ISE that would not be 

appropriate in the SCE? 
 
If the two documents can in fact be identical, to facilitate this we intend to place 
the SCE in Section 2.7.3 and place a reference leaf in the eCTD backbone in 
Section 5.3.5.3.  
 
2. Is this approach acceptable? 
 

4. Teva proposes that if datasets are submitted in the NDA, individual patient 
profiles are not necessary. Does the Agency agree with this? 

 
FDA Response: 
We request that individual patient profiles be submitted for patients with AEs 
leading to withdrawal, serious adverse events, and deaths. 
 
Clarification: 
It is the Sponsor’s understanding that with a data submission package formatted 
according to CDISC standards that the data would be loaded into the FDA’s data 
warehouse.  This then allowed reviewers to create customized patient profiles 
using available tools, and so exemptions for providing patient profiles were 
typically granted.   
 
Teva would like to clarity if this understanding is incorrect and that the 
creation of patient profiles is truly required. 
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CLINICAL 
 

Question 4: 
Dose Selection – Adult and Adolescent Program (12 years of age and older): 
 
The Phase 2 DRF study (BDP-AR-201) has identified a dose of 320 mcg/day as the 
lowest safe and effective dose.  See Section 9.3, Summary of the Phase 2 Dose-Range-
Finding Efficacy Study, for a summary of the Phase 2 study results supporting the 
optimal dose selection to be further evaluated in the Phase 3 adult and adolescent 
program. 
 
Does the Agency agree that 320 mcg/day is the single dose appropriate for further 
evaluation in the Phase 3 program for adults and adolescents (12 years and older) for 
both SAR and PAR? 
 
Agency’s Comments: 
We concur that the data indicate that 320 mcg daily is the lowest effective dose.  
However, it may not be optimal to carry forward only this single dose in your Phase 3 
studies.  Your dose ranging study (BDP-AR-201) showed that the 320 mcg dose had a 
relatively small effect size of -0.63 (point estimate) in rTNSS difference compared to 
placebo.  This suggests that a single dose of 320 mcg daily may not be the most effective 
dose for your Phase 3 studies.  Consider including higher doses in your Phase 3 
program.  Since BDP is dosed twice daily for the asthma indication, the relatively modest 
efficacy seen with the 320 mcg dose may also indicate that once daily dosing may not be 
the most appropriate dosing interval for allergic rhinitis.  Consider modifying the dose 
frequency to twice daily. 

 

TEVA’s Response 
Question 4. Dose Selection – Adult and Adolescent Program (12 years of age and 
older):  
TEVA wants to clarify the possibility of getting approval of the product with a 320 
mcg/day QD dose. TEVA would like to further discuss the small treatment effect found 
in the Phase II study, and the dose level and dose frequency proposed for the Phase III 
studies. 
 

Discussion: 

Teva stated that they are not interested in studying doses above 320 mcg for rhinitis 
because of the safety concerns for higher steroid doses.  Teva acknowledged that the 
effect size of 320 mcg dose was smaller than their expectation in the rhinitis trial. Teva 
believes that a larger scale trial will show efficacy measures of 320 mcg dose comparable 
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Does the Agency concur that the modified clinical program is adequate to support the 
indication for both SAR and PAR in this age group? 
Specifically, does the Agency agree with the following? 
 

• The proposed overall safety evaluations including the planned ocular 
assessments, laboratory assessments and ECG assessments? 

 
• The design and planned safety evaluations in the long-term safety study? 

 
• The HPA axis study design, sample size and endpoints? 

 

Agency’s Comments: 

In general, your modified clinical program is reasonable to support the indication for 
both SAR and PAR in adults and adolescents (12 years and older).  We have the 
following general comments to the proposed clinical program: 

 

a. Refer to our response to Question 4 regarding the appropriate dose selection and 
dosing frequency. 

 

b. In addition to the proposed primary efficacy endpoint rTNSS, an improvement in 
instantaneous total nasal symptom score (iTNSS) is needed to support the efficacy 
of the test drug product. 

 

c. We note that PK sampling is to be conducted only at the end of the treatment 
period in your proposed HPA axis study.  Include additional PK assessments at 
other timepoints during the 42-day treatment period.  In addition, we suggest you 
also evaluate efficacy as another measure to assess compliance. 

 

d. If doses higher than 320 mcg daily are selected for the Phase 3 studies, you will 
need to study the highest dose in the HPA axis study. 

 

e. The primary focus of the safety assessment is local toxicity.  Therefore, the 
clinical program should include adequate safety measures to capture local nasal 
safety events such as epistaxis, nasal irritation, nasal ulcerations and 
perforations.  
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TEVA’ Response 
Question 5. Phase 3 Program – Adult and Adolescent (12 year and older): 
 
b. TEVA wants to clarify the need for rTNNS and iTNSS in the long term  
safety study.  
 
c. TEVA wants to clarify the use of videophone technology instead of efficacy 
evaluations or additional PK assessments to verify compliance 
 

Discussion: 

Teva asked the Agency to clarify the need for rTNSS and iTNSS in the safety study.  The 
Agency responded that efficacy measures rTNSS and iTNSS are needed in the efficacy 
and safety trials in general, not specifically required in the long term safety study.  The 
Agency wants to have efficacy measures in the long term safety study primarily for the 
purpose of compliance monitoring.   

Teva stated that to address the issue of compliance visual evidence of patient dosing and 
administration will be employed.  Teva commented that 10 hours post intranasal dose, the 
plasma drug concentrations are already below quantitative limits, so additional PK 
samples during the treatment is unlikely to provide additional information.  The Agency 
stated that the additional PK assessments, efficacy evaluation, and direct visualization are 
a matter of redundancy to ensure compliance, but acknowledged TEVA’s explanation of 
the BDP PK profile.   

 

Question 6: 
Phase 3 Program – Pediatric (2-11 years of age) 
 
The Sponsor is considering evaluating 2 doses (160mcg and 80 mcg, once daily) in 
pediatric dose-range-finding study (6-11 years of age) to determine the optimal safe 
and effective pediatric dose in this age group.  The optimal dose for 2-5 years of age 
pediatric subjects will depend on the results of the dose-range-finding study in the 6-11 
year old age group (BDP-AR-305). 
 
The Sponsor is currently planning to conduct the Phase 3 adult and adolescent 
program first, followed by the pediatric clinical development program. Thus, the adult 
and adolescent data is currently planned to be submitted as the primary NDA 
submission followed by a supplemental NDA submission for the pediatric program.  
Therefore, the Sponsor would request another EOP2 meeting at a later date to discuss 
the pediatric program in detail.  
 
Does the Agency agree with this overall approach and the Sponsor’s plan to evaluate 
80 mcg and 160 mcg once daily in the dose-range-finding study in the 6-11 year old 
age group? 
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Agency’s Comments: 

We agree with the approach to conduct the adult program first before conducting the 
pediatric program.  Refer to our response to Question 4 regarding the appropriate dose 
selection in the adult and adolescent clinical program.  Evaluate doses for the pediatric 
dose-range-finding study (6-11 years of age) based on the appropriate dose(s) selected in 
the adult and adolescent clinical program.  

 

Discussion: 

The sponsor accepted the Agency’s response, no discussion occurred.   

 

 

Question 7: 
Proposed Indication: 
 
Based on the proposed clinical development program, the Sponsor will seek to obtain a 
labeled indication as follows: 
 
“BDP HFA nasal aerosol is indicated for  nasal symptoms of 
seasonal allergic and perennial allergic rhinitis in adult/adolescent patients 12 years of 
age and older.” 
 
Does the Agency concur that the proposed adult and adolescent clinical program is 
adequate to support this indication? 
 
Agency’s Comments: 

The general outline of your program is reasonable to support an indication for allergic 
rhinitis.  However, we have reservations about the proposed dose and dosing frequency 
selected for the Phase 3 adult studies.  See our response to Question 4. 

 

Discussion: 

The sponsor accepted the Agency’s response, no discussion occurred.   

 

 

Question 8: 
Patient Exposure – Adult and Adolescent Program: 
 
Approximately 1128 patients/subjects will be exposed to various doses of BDP HFA 
nasal aerosol during the proposed adult and adolescent clinical development program. 

(b) (4)
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
Public Health Service 

 

 Food and Drug Administration 
Rockville, MD  20857 

 
 
IND 101,639 
 
Teva Global Respiratory Research, LLC 
Attention: William Kiddell, Senior Manager, Global Respiratory Regulatory Affairs 

 74 NW 176th Street 
 Miami, FL 33169 

 
Dear Mr. Kiddell: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) of the 
Federal Food, Drug, and Cosmetic Act for beclomethasone dipropionate (BDP) HFANasal Aerosol. 
 
We also refer to the meeting between representatives of your firm and the FDA on June 8, 2009.  The 
purpose of the meeting was to discuss the Chemistry, Manufacturing, and Controls (CMC) quality 
program to support their proposed plan for Phase III and to support a NDA submission. 
 
A copy of the official minutes of the meeting is attached for your information.  Please notify us of any 
significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call me at (301) 796-4227. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Don L. Henry 
Regulatory Project Manager 
Division of Pre-Marketing Assessment I 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 

 
 
Enclosure  - Meeting Minutes 
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7. Clarify if the dose counter is triggered by    

 
Meeting Discussion: The dose counter is triggered by  
 

2.1.2. Briefing Package Question 2: Are the proposed in-vitro comparative study test 
planned to justify this change acceptable? 

FDA Response:  

1. See response 1 above.   

Meeting Discussion: There was no further discussion on this topic. 
 

2. In addition, we suggest you perform evaluation of APSD through container life 
(beginning, middle, end) and assess any necessary cleaning needed to assure 
reproducibility in this delivery parameter for the non-removable actuator.   

 

Meeting Discussion: Teva indicated that the cleaning process is for hygiene 
purposes, and consists of wiping the outside of the nosepiece, only. Teva will 
evaluate the container life as part of the stability program. 

 

3. Provide in the description section the force necessary to insert and remove the 
canister in the actuator. Submit samples of the drug product to the review team.       

 

Meeting Discussion: Teva clarified that the canister is inserted as part of the 
manufacturing assembly process. The patient will not need to insert or 
remove the canister. However, Teva agrees that removal of the canister may 
occur, and will provide the force needed to remove the canister. Teva will 
provide a prototype of the Phase III and to-be marketed drug product at the 
clinical end of Phase II meeting. 
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2. We strongly recommend using each of the to-be marketed drug products in the 

Phase III clinical studies.          

Meeting Discussion: This topic will be further discussed at the clinical end of 
Phase II meeting. 

 
 

2.2. Specifications for Components 

2.2.1. Briefing Package Question 5: Are the tests included in the proposed specification 
for the nasal actuator acceptable? 

FDA Response:  
In addition to the test listed, we recommend that you perform airflow testing on 100% of 
the actuators to assure the accuracy of the orifice diameter.  We also recommend you 
perform, assess and include plume geometry and velocity of the spray for the actuator.   
 
Extractables/leachables should be evaluated for the actuator; see the draft MDI/DPI 
guidance document.   
 
See comments above with regards to the force necessary to insert and remove the canister 
from the actuator.  You may include these attributes in the specifications as appropriate 
(in lieu of other dimensional parameters).     
 

Meeting Discussion: Teva indicated that the 100% airflow testing is performed 
by the manufacturer of the actuator. The plume geometry and spray velocity will 
be performed as part of a characterization study, and Teva will provide rationale 
for not include these tests as part of the release specifications for the actuator. 
The extractables/leachables will be evaluated. The Agency and Teva agreed that 
leachables may not be seen in the drug product, but recommended following the 
requirements of the draft guidance. The force needed to remove the canister will 
be conducted as part of a characterization study. 

2.3. Specifications for Finished Drug Product 

2.3.1. Briefing Package Question 6: Are the tests included in the proposed finished drug 
product release specification acceptable?  

FDA Response: 
Based on the submitted information and data the selected attributes seem to be adequate, 
however the acceptability of the results will be a review issue. 
As requested in Response 2, above, provide samples of both presentations of the drug 
product.   
   

Meeting Discussion: There was no further discussion on this topic. 
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2.5.2. Briefing Package Question 10: Is the Population Bio-equivalence (PBE) 
described above acceptable for comparison of batches for Aerodynamic Particle 
Size Distribution by NGI? 

FDA Response:    
See response to question 1.  The acceptability of the stage groupings and acceptance 
criteria will be a NDA review issue.  Provide the complete APSD profile (stage by stage) 
data in the IND and NDA.   
 

Meeting Discussion: There was no further discussion on this topic. 
 

3. ADDITIONAL COMMENTS/ISSUES REQUIRING FURTHER 
DISCUSSION 

There are no additional comments to discuss 

 

4. ACTION ITEMS 

Teva will provide a prototype of the Phase III and the to-be marketed drug product at the 
clinical End of Phase II meeting. 

5. CONCURRENCE: 

{See appended electronic signature page} 

Don Henry 
Regulatory Health Project Manager for Quality 
Division of Pre-Marketing Assessment I 
Office of New Drug Quality Assessment 

{See appended electronic signature page} 

Ali Al-Hakim, Ph.D.  
Branch Chief 
Division of Pre-Marketing Assessment I 
Office of New Drug Quality Assessment  
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