
  

 

 
 

 
 

 
 

  
 

 
   

  
 

  
 
 
 

 
 

 
  

 

 
  

 
 

 
  

 
 

 

 
 

 
 

 

 

 
 

 
  

 
 

 
  

 
  

 
  
  
  
  
  
   
   

 
  
  
  
  
  
  
  
 

 

 
  
  
  
  
   
  
  
  

 
  

 
 

 
 

  
  

 
 

 
    

      
  

  
      

 
  

 
 

  
              

 
 

                       
 

       
 

   
    

  
 

 
 

 
    

 
   

DEPARTMENT OF HEALTH AND 
HUMAN SERVICES 
PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

Clinical Pharmacology 
Tracking/Action Sheet for Formal/Informal Consults 

From:     Sheetal Agarwal, Ph.D., RAC To: DOCUMENT ROOM (LOG-IN and LOG-OUT) 
Please log-in this consult and review action for the specified 
IND/NDA submission 

DATE: 10/20/2014 NDA No. 202813 
S007 
SDN: 198 

Original Supplement Submission Date: 02/27/2014 

NAME OF DRUG: QNASL 

BDP (beclomethasone dipropionate) HFA (hydrofluoroalkane) 
Nasal Aerosol 

PRIORITY 
CONSIDERATION: S 

Date of informal/Formal 
Consult:  

NAME OF THE SPONSOR: Teva 

TYPE OF SUBMISSION: PREA PMR supplement 

CLINICAL PHARMACOLOGY/BIOPHARMACEUTICS RELATED ISSUE 

PRE-IND 
ANIMAL to HUMAN SCALING 
IN-VITRO METABOLISM 
PROTOCOL 
PHASE II PROTOCOL 
PHASE III PROTOCOL 
DOSING REGIMEN CONSULT 
PK/PD- POPPK ISSUES 
PHASE IV RELATED 

DISSOLUTION/IN-VITRO RELEASE 
BIOAVAILABILITY STUDIES 
IN-VIVO WAIVER REQUEST 
SUPAC RELATED 
CMC RELATED 
PROGRESS REPORT 
SCIENTIFIC INVESTIGATIONS 
Meeting package (eop2/Pre

NDA/CMC/Pharmacometrics/Others) 

FINAL PRINTED LABELING 
LABELING REVISION 
CORRESPONDENCE 
DRUG ADVERTISING 
ADVERSE REACTION REPORT 
ANNUAL REPORTS 
FAX SUBMISSION 
OTHER (SPECIFY BELOW): 

Labeling supplement incorporating HPA axis 
study data from a post marketing study into a 
label 

REVIEW ACTION 

NAI (No action indicated) 
E-mail comments to: 

Medical Chemist Pharm-Tox      
Micro Pharmacometrics Others 

(Check as appropriate and attach e-mail) 

Oral communication with 
Name:  [ ] 

Comments communicated in 
meeting/Telecon. see meeting minutes 
dated:  [ ] 

Formal Review/Memo (attached) 
See comments below 
See submission cover letter 
OTHER (SPECIFY BELOW): 

[ ] 

REVIEW COMMENT(S) 
NEED TO BE COMMUNICATED TO THE SPONSOR HAVE BEEN COMMUNICATED TO THE SPONSOR 

COMMENTS: The results and conclusions within the HPA axis study report for study BDP-AR-307 are acceptable. 
The sponsor submitted a labeling supplement to add the HPA axis data to the approved label, PD data from the 
completed study was added to Section 12.2 and PK data from the completed study was added to Section 12.3. Many 
edits were made to the sponsor’s proposed labeling language, discussion for which is pending with the sponsor at the 
time of writing this review. As such, the reader is referred to the final approved label for the final agreed upon 
recommendations. 

BACKGROUND 

NDA 202813 for BDP nasal aerosol (QNASL) has been approved by the FDA since March 2012 and is currently 
available for adolescent and adult patient use. BDP nasal aerosol is indicated for the treatment of nasal symptoms 
associated with seasonal and perennial allergic rhinitis in adults and adolescents 12 years of age and older. The 
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original approval letter included 5 pediatric assessments (DARRTS dated 03/23/2012), from which 4 studies including 
the HPA axis study in children 6-11 years of age, were waived later and 1 new study was added (DARRTS dated 
12/05/2012). The current status of pediatric studies with Qnasl is provided in the table below. 

Current status of Qnasl pediatric studies as provided by the sponsor in this submission 

CURRENT SUBMISSION 

In the current submission, the sponsor is seeking approval for a new indication, i.e., for the treatment of the nasal 
symptoms of seasonal and perennial allergic rhinitis (SAR & PAR) in patients 4 years of age and older. This request is 
based on the completed study BDP-AR-306. In addition, the sponsor is proposing to add PK and PD data from 
completed HPA axis study, BDP-AR-307 in the approved labeling. As noted above, the HPA axis study although 
originally included as a PMR, was waived later based on then available information, however since the study was 
already initiated when the sponsor received the waiver, the sponsor decided to complete it. This review will focus on 
the completed HPA axis study and proposed labeling based on HPA axis study data. 

REVIEW OF THE HPA AXIS STUDY 

A synopsis of the study report is attached at the end of this report. 

The primary objective of the study BDP-AR-307 was to evaluate the effect of 6 weeks of treatment with budesonide 
(BDP) nasal aerosol versus placebo on HPA-axis function, as assessed by 24-hour serum cortisol weighted mean, in 
subjects 6 to 11 years of age with PAR. Blood samples for BDP and 17-BMP (active major metabolite of BDP) were 
obtained at pre-dose (within 30 minutes prior to dose administration) and at 0.25 (15 minutes), 0.5 (30 minutes), 1, 1.5, 
3, 6, 12, and 24 hours after dose administration. Plasma concentrations of BDP and 17-BMP were simultaneously 
determined using a validated LC-MS/MS method. The lower-limit-of-quantitation (LLOQ) of the assay was 10 pg/mL 
for BDP and 20 pg/mL for 17-BMP. 

Results of the primary endpoint of the study showed that BDP nasal aerosol 80 mcg/day was non-inferior to placebo 
for effects on the 24-hour serum cortisol weighted mean after 42 days of treatment. For the PP population, the 
geometric mean ratio for BDP nasal aerosol 80 mcg/day to placebo was 0.91 (95% CI: 0.81, 1.03). 
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Source: Page 65/419 of the PK study report 

The sponsor also evaluated steady state PK parameters for BDP and 17-BMP. When administered as BDP nasal 
aerosol 80 mcg/day, the mean AUC0-24 was 619.06 h*pg/mL, the mean Cmax was 142.68 pg/mL, the median tmax 
was 1.00 hours, the mean λz was 0.31 hours-1 and the mean t1/2 was 3.1 hours. The results for BDP were lower for the 
mean AUC0-24 (200.80 h*pg/mL) and mean Cmax (44.65 pg/mL). The median tmax (0.25 hours) for BDP was 
shorter than for 17-BMP. The λz and t1/2 for BDP were not calculable in any of the subjects. 

Reviewer’s comments: 

The sponsor did not include a positive control arm in this study to validate the assay sensitivity. However, as 
rationalized by the sponsor, there are ethical concerns with the inclusion of a positive control arm such as 
administration of dexamethasone, an oral corticosterioid to suppress HPA axis in healthy children. The reviewer 
finds this rationale reasonable. In addition, the sponsor previously conducted another HPA axis study in adolescents 
and adults 12-45 years of age (study BDP-AR-304, results of which are included in approved labeling). This study 
demonstrated that 7 days of prednisone (10 mg/day) treatment resulted in a marked suppression of HPA axis function, 
thus validating the patient selection and assay methodologies in a similarly designed study. In addition, the study 
design along with the primary endpoint assessed (i.e., serum cortisol) was robust with a significant number of subjects 
in each group. As such, the study design and the data are considered acceptable. The data show that baseline 
geometric mean serum cortisol weighted mean values were similar in the QNASL Nasal Aerosol 80 mcg once daily 
and placebo treatment groups (5.97 and 6.47 mcg/dL, respectively). The new HPA axis data will be added to section 
12.2 of the approved QNASL labeling. 
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