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EXCLUSIVITY SUMMARY 

NDA # 206-099  SUPPL #       HFD # 120

Trade Name   Onzetra Xsail

Generic Name   sumatriptan

Applicant Name   Avanir    

Approval Date, If Known   1/27/16 

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) application

b)  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 

1st Review Cycle:  Pharmacodynamic bridging done to Imitrex formulations below.  Two 
efficacy studies were also completed, one of which was included in the approved label.  
However, these studies were not required and the application could have been approved 
solely on the basis of BE.

NDA 20-626 Imitrex nasal spray
NDA 20-132 Imitrex oral tablets
NDA 20-080 Imitrex injection

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.   
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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:             

          

c)  Did the applicant request exclusivity?
 YES NO 

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

3 years

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

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

2.  Is this drug product or indication a DESI upgrade?
  YES NO 

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE 
BLOCKS ON PAGE 8 (even if a study was required for the upgrade).  

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

1.  Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the 
same active moiety as the drug under consideration?  Answer "yes" if the active moiety 
(including other esterified forms, salts, complexes, chelates or clathrates) has been previously 
approved, but this particular form of the active moiety, e.g., this particular ester or salt (including 
salts with hydrogen or coordination bonding) or other non-covalent derivative (such as a 
complex, chelate, or clathrate) has not been approved.  Answer "no" if the compound requires 
metabolic conversion (other than deesterification of an esterified form of the drug) to produce an 
already approved active moiety.

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

NDA 20-626 Imitrex nasal spray
NDA 20-132 Imitrex oral tablets
NDA 20-080 Imitrex injection

     

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.)  

N/A 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.
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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 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:

Clinical pharmacology studies establishing bioequivalence could have been 
sufficient to establish efficacy and safety, bridging to the referenced approved 

NDAs.

Two efficacy studies were done, but not required for this application. 
                                                 
(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?
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 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:                                         

      

(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:

                    
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 
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Investigation #2    YES NO 

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

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

Investigation #1 YES NO 

Investigation #2 YES NO 

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

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"):

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 #      YES  NO     
Explain: 

                               
             

Investigation #2

IND #      YES    NO    
 Explain: 
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(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

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:  
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=================================================================
                                                      
Name of person completing form:  Lana Chen                     
Title:  RPM
Date:  2/18/16
                                                      
Name of Office/Division Director signing form:  Eric Bastings, MD
Title:  Deputy Director, DNP

Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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LANA Y CHEN
02/26/2016

ERIC P BASTINGS
02/26/2016
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 206099

PROPRIETARY NAME REQUEST 
CONDITIONALLY ACCEPTABLE 

Avanir Pharmaceuticals, Inc.
30 Enterprise, Suite 400
Aliso Viejo, CA 92656

ATTENTION: Arthur Rosenthal
           Executive Director, Regulatory Affairs & Quality

Dear Mr. Rosenthal:

Please refer to your Class 2 resubmission for your  New Drug Application (NDA) dated and 
received May 6, 2015, submitted under section 505(b)(2) of the Federal Food, Drug, and 
Cosmetic Act for Sumatriptan Nasal Powder, 11 mg.

We also refer to: 
 Your correspondence, dated and received May 26, 2015, requesting review of your 

proposed proprietary name, Onzetra  
 Your amendment, dated and received September 22, 2015, amending the requested 

proposed proprietary name to, Onzetra Xsail

We have completed our review of the proposed proprietary name, Onzetra Xsail and have 
concluded that it is conditionally acceptable. 

If any of the proposed product characteristics as stated in your September 22, 2015, submission 
are altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 

If you require information on submitting requests for proprietary name review or PDUFA 
performance goals associated with proprietary name reviews, we refer you to the following:

 Guidance for Industry Contents of a Complete Submission for the Evaluation of 
Proprietary Names 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/UCM075068.pdf) 

 PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2013 through 
2017, 
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(http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM27
0412.pdf)

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Ermias Zerislassie, Safety Regulatory Project Manager 
in the Office of Surveillance and Epidemiology, at (301) 796-0097.  For any other information 
regarding this application, contact Lana Chen, Regulatory Project Manager in the Office of New 
Drugs, at (301) 796-1056.  

Sincerely,

{See appended electronic signature page}

Todd Bridges, RPh
Director
Division of Medication Error Prevention and Analysis
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 206-099
REVIEW EXTENSION –
MAJOR AMENDMENT

Avanir Pharmaceuticals
Attention: Arthur Rosenthal
20 Enterprise, Suite 400
Aliso Viejo, CA 92656

Dear Mr. Rosenthal:

Please refer to your New Drug Application (NDA) dated and received January 27, 2014, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for 
Onzetra Xsail (sumatriptan) nasal powder 11 mg.

On October 21, 2015, we received your October 21, 2015, major amendment to this application. 
Therefore, we are extending the goal date by three months to provide time for a full review of the 
submission.  The extended user fee goal date is February 6, 2016.

In addition, we are establishing a new timeline for communicating labeling changes and/or 
postmarketing requirements/commitments in accordance with “PDUFA REAUTHORIZATION 
PERFORMANCE GOALS AND PROCEDURES – FISCAL YEARS 2013 THROUGH 2017.” 
If major deficiencies are not identified during our review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by January 6, 
2016. 

If you have any questions, call Lana Chen, Regulatory Project Manager, at (301) 796-1056.

Sincerely,

{See appended electronic signature page}

Eric Bastings, M.D.
Deputy Director
Division of Neurology Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 206099
PROPRIETARY NAME REQUEST 
CONDITIONALLY ACCEPTABLE 

Avanir Pharmaceuticals, Inc.
30 Enterprise, Suite 400
Aliso Viejo, CA 92656

ATTENTION: Arthur Rosenthal
 Executive Director, Regulatory Affairs & Quality

Dear Mr. Rosenthal:

Please refer to your Class 2 resubmission for your New Drug Application (NDA) dated and 
received May 6, 2015, submitted under section 505(b) (2) of the Federal Food, Drug, and 
Cosmetic Act for Sumatriptan Nasal Powder, 11 mg.

We also refer to your correspondence, dated and received May 26, 2015, requesting review of 
your proposed proprietary name, Onzetra.  

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

If any of the proposed product characteristics as stated in your May 26, 2015, submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 

If you require information on submitting requests for proprietary name review or PDUFA 
performance goals associated with proprietary name reviews, we refer you to the following:

 Guidance for Industry Contents of a Complete Submission for the Evaluation of 
Proprietary Names 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/UCM075068.pdf) 

 PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2013 through 
2017, 
(http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM27
0412.pdf)
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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 Ermias Zerislassie, Safety Regulatory Project Manager 
in the Office of Surveillance and Epidemiology, at (301) 796-0097.  For any other information 
regarding this application, contact Lana Chen, Regulatory Project Manager in the Office of New 
Drugs, at (301) 796-1056.  

Sincerely,

{See appended electronic signature page}

Todd Bridges, RPh
Director
Division of Medication Error Prevention and Analysis
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 206-099
ACKNOWLEDGE –

CLASS 2 RESUBMISSION

Avanair Pharmaceticals
Attention: Arthur Rosenthal
20 Enterprise, Suite 400
Aliso Viejo, CA 92656

Dear Mr. Rosenthal:

We acknowledge receipt of your resubmission on May 6, 2015 to your new drug application 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Onzetra
(sumatriptan) nasal powder 22 mg.

We consider this a complete, class 2 response to our November 26, 2014 action letter.  
Therefore, the user fee goal date is November 6, 2015.

If you have any questions, call me at (301) 796-1056.

Sincerely,

{See appended electronic signature page}

Lana Y. Chen, R.Ph.
Senior Regulatory Project Manager
Division of Neurology Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 206099
DISCIPLINE REVIEW LETTER

Avanir Pharmaceuticals
Attention:  Arthur Rosenthal, R.A.C.
Senior Director, Regulatory Affairs & Quality
20 Enterprise, Suite 200
Aliso Viejo, CA 92656

Dear Mr. Rosenthal:

Please refer to your New Drug Application (NDA) dated January 27, 2014, received January 27, 
2014, submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA), 
for Onzetra (Sumatriptan Nasal Powder), 22mg in the Xsail Breath Powered Delivery Device.

The review of your submission by the Division of Medication Error Prevention and Analysis 
(DMEPA), Office of Surveillance and Epidemiology (OSE) is complete, and has identified the 
following deficiencies:

The human factors validation study was unable to show that the intended population is able 
to use the product safely and effectively. Only Fourteen (14) users (52%) safely and 
effectively completed the product use process by simulating delivery of a “full treatment 
dose.”  Two users used more than two nosepieces to simulate administration of a total dose. 
Seven of the 56 capsules used by 27 participants during testing scenarios remained 
unpierced.   Four users had failures performing the piercing/inhalation tasks in the correct 
order to achieve effective dosing of Onzetra. Additionally, two users failed to administer 
medication to the second nostril. We are also concerned with your proposal that patients will 
be able ascertain whether or not the piercing process was successful through visualization 
alone as this was not validated in your study.  The photos you provided suggest that the 
difference may not be readily apparent.  

Most of the task failures noted in the study would result in patients receiving either an under-
dose or not receiving the medication at all resulting in treatment failures.  Thus, we 
recommend you further evaluate the root cause(s) of the failures seen in your validation 
study.  You should implement corrective and preventative measures to address the failures 
and concern we outlined, optimize the product-user interface, and validate these changes in 
another human factors study.

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

If you have any questions, call Vandna Kishore, Regulatory Project Manager, at (301) 796-4193.

Sincerely,

{See appended electronic signature page}

Eric Bastings, MD
Deputy Director
Division of Neurology Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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PeRC PREA Subcommittee Meeting Minutes 
October 22, 2014 

 
PeRC Members Attending: 
Wiley Chambers 
George Greeley 
Rosemary Addy (Did not review )  
Melissa Tassinari 
Robert “Skip” Nelson  
Tom Smith 
Karen Davis-Bruno (Did not review ) 
Kevin Krudys 
Olivia Ziolkowski 
Barbara Buch 
Julia Pinto (Did not review ) 
Dionna Green 
Michelle Roth-Cline 
Freda Cooner 
Daiva Shetty 
Diane Murphy 
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PREA  
 

10:10 NDA 

10:30 NDA 206099 Onzetra Partial Waiver/Deferral/Plan Acute treatment of migraine with or 
without aura in adults  

10:50 NDA 

11:05 NDA 

 BLA 

 NDA 

 

Onzetra Partial Waiver/Deferral/Plan                                         
• Proposed Indication:  Acute treatment of migraine with or without aura in adults 
• The Division acknowledged that this application was submitted on 1/27/14 and 

did not have an Agreed iPSP.  Transition within the Division led to a delay in the 
review of the NDA and failure to review and reach an Agreed iPSP with the 
sponsor.  This application is not in compliance with the requirement under 
FDASIA to obtain an Agreed iPSP prior to submission of the marketing 
application.     

• This application triggered PREA as a new: active ingredient, dosage form, and 
rout of administration.    

• The PDUFA goal date is November 27, 2014 (Thanksgiving, therefore action date will 
be earlier) 

• PeRC Recommendations: 
o The PeRC agreed with the waiver in patients ages birth to less than 6 

years because studies would be impossible or highly impractical 
because there are too few patients and to the deferral in patients 6 to 
17 years because the product is ready for approval in adults and 
additional safety and effectiveness data are needed in this pediatric 
age group.      
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 

 Food and Drug Administration 
Silver Spring, MD  20993 

 
 

 
NDA 206099 
 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Avanir Pharmaceuticals, Inc. 
20 Enterprise 
Suite 200 
Aliso Viejo, CA 92656 
 
 
 
ATTENTION:  Arthur Rosenthal, R.A.C. 

Senior Director, Regulatory & Quality 
 
Dear Mr. Rosenthal: 
 
 
Please refer to your New Drug Application (NDA) dated and received January 27, 2014, 
submitted under section 505(b) (2) of the Federal Food, Drug, and Cosmetic Act for Sumatriptan 
Nasal Powder, 22mg. 
 
 
We also refer to your correspondence, dated and received May 6, 2014, requesting review of 
your proposed proprietary name, Onzetra.   
 
We have completed our review of the proposed proprietary name, Onzetra and have concluded 
that it is acceptable.  
 
 
If any of the proposed product characteristics as stated in your May 6, 2014, 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 Ermias Zerislassie, Safety Regulatory Project Manager 
in the Office of Surveillance and Epidemiology, at (301) 796-0097.  For any other information 
regarding this application, contact Vandna Kishore, Regulatory Project Manager in the Office of 
New Drugs, at (301) 796-4193.   
 

Sincerely, 
 
{See appended electronic signature page}   
       
Kellie A. Taylor, Pharm.D., MPH 
Deputy Director 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 206099

PROPRIETARY NAME REQUEST
UNACCEPTABLE

Avanir Pharmaceuticals, Inc.
20 Enterprise, Suite 200
Aliso Viejo, CA 92656

ATTENTION: Arthur Rosenthal
Senior Director, Regulatory Affairs & Quality

Dear Mr. Rosenthal:

Please refer to your New Drug Application (NDA) dated and received January 27, 2014, submitted 
under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA), for Sumatriptan Nasal 
Powder, 11 mg.

We also refer to your correspondence, dated and received January 27, 2014, requesting review of your 
proposed proprietary name, . We have completed our review of this proposed proprietary 
name and have concluded that this name is unacceptable :

Please note that the Federal Food Drug and Cosmetic Act provides that labeling or
advertising can misbrand a product if misleading representations are made, whether
through a proposed trade name or otherwise; this includes suggestions that a drug is
better, more effective, useful in a broader range of conditions or patients, safer, has
fewer, or lower incidence of, or less serious side effects or contraindications than has
been demonstrated by substantial evidence or substantial clinical experience. [21 U.S.C.
321(n); see also 21 U.S.C. 352(a) & (n); 21 CFR 202.1(e)(5)(i);(e)(6)(i)].
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We note that you have not proposed an alternate proprietary name for review.  If you intend to have a 
proprietary name for this product, we recommend that you submit a new request for a proposed 
proprietary name review.  (See the Guidance for Industry, Contents of a Complete Submission for the 
Evaluation of Proprietary Names,
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM075
068.pdf and “PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2008 through 
2012”.)

If you have any questions regarding the contents of this letter or any other aspects of the proprietary 
name review process, contact Ermias Zerislassie, Safety Regulatory Project Manager in the Office of 
Surveillance and Epidemiology, at (301) 796-0097. For any other information regarding this 
application, contact Vanda Kishore, Regulatory Project Manager in the Office of New Drugs at (301)
796-4193.

Sincerely,

{See appended electronic signature page}

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

Food and Drug Administration
Silver Spring MD  20993

NDA 206099
FILING COMMUNICATION -

FILING REVIEW ISSUES IDENTIFIED

Avanir Pharmaceuticals
Attention:  Arthur Rosenthal, R.A.C.
Senior Director, Regulatory Affairs & Quality
20 Enterprise, Suite 200
Aliso Viejo, CA 92656

Dear Mr. Rosenthal:

Please refer to your New Drug Application (NDA) dated January 27, 2014, received January 27, 
2014, submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA),
for  (Sumatriptan Nasal Powder), 22mg in the Xsail Breath Powered Delivery Device.

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 November 26, 
2014.

We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings).  Please be aware that the timelines described in the guidance 
are flexible and subject to change based on workload and other potential review issues (e.g., 
submission of amendments).  We will inform you of any necessary information requests or status 
updates following the milestone meetings or at other times, as needed, during the process.  If 
major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by October 30, 2014.

During our filing review of your application, we identified the following potential review issues:

Biopharmaceutics:
We do not agree with the use of a 90% confidence intervals approach to establish 
bioequivalence based on vitro testing.   Under the Population BE method, for each 
comparative in vitro test, FDA recommends the calculation of a 95% upper confidence bound 
of either the reference-scaled or constant-scaled linearized criterion as a measure of 
equivalence between the test and reference products. The confidence interval is compared to 
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an acceptance limit that is based on fixed statistical parameters. The 95% upper confidence 
bound for linearized criteria Hη must be ≤ 0  (refer to Draft Guidance on Budesonide 
Suspension for Inhalation published in Sep 2012 and  the June 1999 Draft Guidance and 
Statistical Information for In Vitro Bioequivalence Data).

We are providing the above comments to give you preliminary notice of potential review issues.  
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.

We request that you submit the following information:

Biometrics Review Information Request:

1. For Study OPN-SUM-MIG-3301 and OPTUK-MSPP-PRO002, please provide 

executable SAS programs that create analysis datasets and efficacy analysis results.

2. For Study OPTUK-MSPP-PRO002, ADEF dataset only includes 105 subjects in the Per 

Protocol (PP) population. Please provide ADEF dataset that includes efficacy information 

for all randomized subjects (n=117). 

Biopharmaceutics Review Information Request:

1. Please submit the complete set of data as SAS transport files for the batches used in the 

population BE analysis.  We refer you to the Budesonide Suspension for Inhalation

Guidance for Industry for recommendations in terms of format of the data and what 

constitutes a complete set of data to run the in vitro BE analysis between the Test and 

Reference products.

During our preliminary review of your submitted labeling, we have identified the following 
labeling format issues:

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

We request that you resubmit labeling that addresses these issues by April 4, 2014.  The 
resubmitted labeling will be used for further labeling discussions.

Reference ID: 3474006



NDA 206099
Page 3

Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission.

PROMOTIONAL MATERIAL

You may request advisory comments on proposed introductory advertising and promotional 
labeling.   Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI), Medication Guide, and patient 
PI (as applicable).  Submit consumer-directed, professional-directed, and television 
advertisement materials separately and send each submission to:

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

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), Medication Guide, and patient PI (as applicable), and you believe the labeling is close 
to the final version.  

For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200.

We acknowledge receipt of your request for a partial waiver of pediatric studies for this 
application.  Once we have reviewed your request, we will notify you if the partial waiver 
request is denied.

If you have any questions, call Vandna Kishore, Regulatory Project Manager, at (301) 796-4193.

Sincerely,

{See appended electronic signature page}

Eric Bastings, MD
Deputy Director
Division of Neurology Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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IND 110,090 
MEETING MINUTES 

 
OptiNose US Inc 
Attention:  Helena Correia 
Regulatory Affairs Consultant 
1010 Stony Hill Road, Suite 375 
Yardley, PA 19067 
 
Dear Ms. Correia: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for  (sumatriptan nasal).   
 
We also refer to your May 14, 2013 correspondence requesting a pre-NDA meeting to discuss 
the content and format of a 505(b)(2) application. 
 
A copy of the official minutes of the meeting is enclosed for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call Lana Chen, Regulatory Project Manager, at (301) 796-1056. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Eric Bastings, MD 
Acting Director 
Division of Neurology Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
 

 
ENCLOSURE: 
  Meeting Minutes
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MEMORANDUM OF MEETING MINUTES 
 

Meeting Type: B 
Meeting Category: Pre-NDA  
 
Meeting Date: July 22, 2013 
Meeting Location: FDA White Oak 
 
Application Number: 110,090 
Product Name: sumatriptan 
Indication: Migraine 
Sponsor/Applicant Name: OptiNose US  
 
FDA ATTENDEES (tentative) 

Division of Neurology Products 

Eric Bastings, MD, Acting Director 
Nicholas Kozauer, MD, Clinical Team Leader  
Nushin Todd, MD, Clinical Reviewer  
Charles Jewell, PhD, Acting Pharmaceutical Assessment Lead  
Jagan Parepally, PhD, Clinical Pharmacology Reviewer  
Sharon Yan, PhD, Statistical Reviewer 
Kun Jin, PhD, Statistical Team Leader 
Lana Chen, RPh, Project Manager  
 
Deepika A. Lakhani, Ph.D., Biopharmaceutics Reviewer, ONDQA 
Vasant Malshet, Ph.D., Biomedical Engineer, ENT Devices Branch, CDRH 
Quynh Nhu Nguyen, Combination Products Human Factors Specialists, CDRH,  

Human Factors Premarket Evaluation Team 
Julie Villanueva Neshiewat, PharmD, Safety Evaluator,  

Division of Medication Error Prevention  and Analysis (DMEPA)  
Irene Chan, PharmD, Safety Team Leader, DMEPA 
Ermias Zerslassie, OSE Project Manager (via phone) 
  
 
SPONSOR ATTENDEES 
 

  Regulatory and Quality 
Consultant  

OptiNose  

  Clinical and Regulatory Project 
Manager  

  

Tony Flint, BSc, Ph.D  Head of Quality Assurance and 
Regulatory Affairs  

OptiNose  

Ramy Mahmoud, MD, MPH  Chief Operating Officer  OptiNose  
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John Messina, Pharm.D  Vice President, Clinical 

Development  
OptiNose  

Elliot Offman, B.Pharm, MSc  Clinical Pharmacology 
Consultant  

  

Arthur Rosenthal  Sr. Director, Regulatory Affairs 
and Quality  

Avanir  

Colin Sheldrake, BEng, DPhil  Head of Device Development  OptiNose  
Paul Shin  Senior Director, Clinical 

Research  
Avanir  

Joao Siffert, MD  Chief Scientific Officer  Avanir  
 
 
DISCUSSION 
 
Question 1: 505(b)(2) Reference for Safety Pharmacology and Toxicology 
Data 

 

For the proposed  SUMATRIPTAN NDA, the Sponsor intends to incorporate 
by reference via the 505(b)(2) pathway the nonclinical data submitted to NDA 020080 
(Imitrex for injection; Glaxo Smithkline), NDA 020132 (Imitrex tablet; GSK) and NDA 
020626 (Imitrex nasal spray; GSK) in support of the active drug, sumatriptan succinate. 
Clinical pharmacokinetic and scintigraphy studies provide evidence that neither systemic drug 
levels nor levels at the site of administration (the epithelium of the nasal cavity) are higher 
in extent or duration with  SUMATRIPTAN than with the reference products.  
Further, there are no excipients used  in  the    SUMATRIPTAN  drug  product  
formulation  and  no  impurities  or degradants produced during manufacturing or that appear 
on stability that would require safety assessment.  Therefore, no additional nonclinical studies 
were performed or are planned for the drug in support of the NDA. 

 

Does the Division agree with the proposed 505(b)(2) approach for the nonclinical data 
for sumatriptan succinate in support of the proposed NDA and that no additional 
nonclinical studies are required? 
 
FDA Preliminary Response: 
No additional nonclinical studies will be needed to support an NDA, provided there are no safety 
concerns (e.g., impurities, leachables/extractables) that would require nonclinical assessment. 
 
Meeting Discussion:   
None. 
 
Question 2: 505(b)(2) Reference for Population Exposure to Assess Clinical 
Safety 
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A total of 222 subjects will have received a least a single dose of  
SUMATRIPTAN in  the  clinical  program  conducted  in  support  of  the  proposed  NDA.    
For  the  proposed  SUMATRIPTAN NDA, the Sponsor intends to incorporate 
by reference via the 
505(b)(2) pathway data in the NDA 020080 (Imitrex for injection; Glaxo Smithkline), 
NDA 
020132 (Imitrex tablet; GSK) for systemic exposure and NDA 020626 (Imitrex nasal 
spray; GSK) for local exposure.  These references are being done in order to fulfil the 
requirements of the ICH E1A Guideline for Industry “The Extent of Population Exposure 
to Assess Clinical Safety: For Drugs Intended for Longterm Treatment of Non-Life-
Threatening Conditions” for the  active  drug,  sumatriptan  succinate.    Clinical  
pharmacokinetic and  scintigraphy  studies provide   evidence   that   exposure   to   
sumatriptan   from   administration   of    SUMATRIPTAN does not exceed that 
of the reference product systemically or to the site of administration  in  the  nasal  cavity.    
Therefore,  the  Sponsor  believes  that  requirements  for population  exposure  are  met  by  
referencing  the  cited  marketing  applications  of  previous innovator products via the 
505(b)(2) pathway. 

 

Does the Division agree with the proposed 505(b)(2) approach to meet the requirements 
for the extent of exposure of sumatriptan succinate in support of the proposed NDA? 
 
FDA Preliminary Response: 
We agree, on face, with the proposed 505(b)(2) approach in support of the NDA.   Adequacy of 
the population exposure to sumatriptan, however, is a review issue and will be determined 
during the NDA review process. 
 
Meeting Discussion:   
None. 
 
 
Question 3: Biopharmaceutics and Clinical 
Pharmacology 

 

The Sponsor believes that the completed biopharmaceutics and clinical pharmacology package 
is adequate to support the NDA for use in the proposed patient population. 

 

Does the Division agree? 
 
FDA Preliminary Response: 
On face, the completed Clinical Pharmacology studies appear to be adequate.  
  
On face, the proposed Biopharmaceutics studies seem adequate. As discussed in the minutes of 
our meeting on April 10, 2013, you must submit the biowaiver request in the NDA, supported by 
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the data for ED-DCU and EP-PSD using the population bioequivalence (PBE) approach to 
demonstrate comparable performance. Your suggested flow rate of 30 L/min must be supported 
by the flow rate characterization study to support the suitability of this nominal flow rate for the 
PBE approach. The granting of a biowaiver will be a review issue. 
 
ADDITIONAL COMMENT  
There is a large difference  between the dose delivered when tested in vitro (10 mg) and the dose 
administered to subjects in the clinical trials (~7.5 mg), based on residual dose in device. We are 
concerned that the drug delivery may not be consistent between the patients. You should provide 
evidence to show that the actual drug delivered is consistent among patients. 
 
Meeting Discussion: 
The sponsor provided residual dose data (n=40 capsules) from the devices used in pivotal Phase 
3 study showing that the consistency of drug delivery. The Agency agreed that the data 
characterizes the drug delivery consistency and requested that the sponsor submit such 
information in the NDA. 
 
 
Question 4: Clinical Efficacy 
Program 

 

The clinical efficacy program conducted with  SUMATRIPTAN in support of 
the proposed NDA is comprised of a single adequate and well-controlled Phase 3 study (OPN-
SUM- MIG-3301) and a supportive Phase 2 study (OPTUK-MSPP PRO 002).  The Sponsor 
believes that results from these studies provide sufficient evidence of efficacy in the treatment 
of patients with acute migraine to justify submission of an NDA for the proposed use. 
Does the Division agree? 
 
FDA Preliminary Response: 
In form, your clinical studies can potentially provide sufficient evidence of efficacy and 
therefore support the submission of your planned NDA.   
 
Meeting Discussion:  
The sponsor reported that the completed comparative PK study (Study 1302) has demonstrated 
the exposure (AUC and Cmax) produced by is equivalent to or higher than the 
approved product (Imitrex Nasal Spray, 20 mg).  Given this information, they asked 
confirmation from the Agency that the efficacy requirement can be fulfilled by “pain relief” and 
that a statistically significant separation from placebo on a co-primary measure of associated 
symptoms is not required.  
 
The Agency stated that their response remains the same as previously discussed with the 
sponsor: “unless your product is bioequivalent to (or has higher exposure than) another 
approved dosage form of Imitrex®, we would require statistical significance on migraine 
associated symptoms as well.” 
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Question 5: ISE Analyses 
For the NDA, the Sponsor intends to summarize efficacy results from the single adequate 
and well-controlled  Phase  3  study  (OPN-SUM-MIG-3301)  and  the  supporting  Phase  2  
study (OPTUK-MSPP PRO 002) separately.  No integration or pooling of data from these two 
studies is planned (See Appendix 1 for description of planned study groupings and analysis). 

 

Does the division agree with the proposed analysis plan for efficacy 
data? 
 
FDA Preliminary Response: 
We agree. 
 
Meeting Discussion:   
None. 
 
Question 6: ISS 
Analyses 
 

For the NDA, the Sponsor intends to integrate and summarize safety results from the Phase 
3 study (OPN-SUM-MIG-3301) and the supporting Phase 2 study (OPTUK-MSPP PRO 
002). Safety data from Phase 1/Bioavailability studies (OPTUK-MSPP PRO 001 in migraine 
patients and  OPN-SUM-1302  in  healthy  subjects)  will  be  summarized  separately  with  
no  data integration. See Appendix 1 for description of planned study groupings and analysis. 
Does the division agree with the analysis plan for safety data? 
 
FDA Preliminary Response: 
We agree. 
 
Meeting Discussion:   
None. 
 
Question 7: Usability Validation Testing 
The development of the  Breath Powered Powder device has followed the FDA 
Quality 
Systems Regulations (21 CFR 820), the recognized consensus standards AAMI / ANSI / 
IEC 
62366:2007 and ANSI/AAMI HE75:2009, and the FDA’s current recommendations for 
medical device  design  optimization  through  human  factors  analysis  and  testing.    The  
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Sponsor  has completed a human factors study designed to obtain anthropometric data on 
defined naso-facial dimensions and to evaluate models of the investigational devices by 
assessing ergonomic fit in nose, mouth, and hands as well as device usability.   In addition, 
a study evaluating device usability in conjunction with aspects of the instructions for use (IFU) 
has been completed. 

 

OptiNose is preparing to complete the final usability validation study to determine whether 
or not  SUMATRIPTAN will be used appropriately by end users.  The objective of 
this study is to demonstrate that the production versions of the instructional inserts and 
product design can enable first-time  Breath Powered Powder Device end-users, 
who have undergone no formal training, to use the device without the occurrence of 
preventable use errors or difficulties that could result in harm. 

 

OptiNose has submitted the protocol for this validation study (CLS-1015-PCL1 Rev A 
SNDS Validation Protocol- Submission #0020) along with a document summarizing the Human 
Factors Engineering and Usability Engineering work completed to date to the division on June 
10, 2013. 

 

Dose FDA agree that the approach taken in human factors testing and analyses along 
with the planned user verification and validation study (protocol provided) is adequate? 
 
FDA Preliminary Response: 
 
We do not agree with your proposed study protocol for the following reasons: 

• We do not agree with using empty nosepieces in your study since a sub-task success 
criterion for dispensing drug is “user blows with sufficient force so that the drug capsule 
can be heard to rattle.”  If the nosepieces in your study are empty (i.e., no capsule), it is 
unclear how study participants will be able to verify that the medication was successfully 
dispensed if there is no “rattle” sound with empty nosepieces.  Therefore, we recommend 
using nosepieces that include a placebo drug capsule, capable of producing the same 
audible feedback expected with the marketed product.   

• You state that the study tasks identified are based on a use-related risk analysis.  In your 
Use Failure Modes and Effects Analysis (UFMEA), you identified five essential tasks: 
referring to instructional materials, preparing medication for delivery, positioning the 
device for drug delivery, dispensing drug, and product knowledge.  You also stated that 
there were no critical tasks associated with product use.  We do not agree with your 
assessment.  We consider underdose, no treatment, and overdose as having a negative 
clinical impact on the patient.  Any tasks that would result in a negative clinical impact 
on the patient are considered critical tasks.  For example, if the task “Fully depress the 
device button one time only to pierce the drug capsule in the nosepiece and releases” is 
not done appropriately, it could result in no treatment, and therefore, would have a 
negative clinical impact on the patient.  This task should be classified as a critical task.  
As another example, this product requires the user to use two nosepieces, one nosepiece 
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in each nostril, to deliver a complete dose.  Therefore, after dispensing the drug into the 
first nostril, the user is required to discard the first nosepiece, attach the second 
nosepiece, press a button on the device to pierce the capsule, and then blow with 
sufficient force into the mouthpiece to deliver the drug via the second nosepiece.  Since 
the potential use error for each of these steps can result in an underdosing error, these 
steps are considered critical tasks.  Reclassify the aforementioned tasks as critical and 
ensure you adequately capture use error data for these tasks. 

• You state that users completing the use process task by self-administering a simulated 
full unit-dose using the nasal delivery, but are observed to have subtask use errors, will 
be judged as having completed the product use-process task successfully.  We do not 
agree and would classify these subtask use errors as close call errors that require further 
evaluation. 

• We note your inclusion criteria list candidates who are articulate, thorough, and 
thoughtful in his/her response.  It is unclear if this criterion represents a specific 
minimum education level.  Ensure your usability study includes participants that reflect 
the range in education and literacy levels expected in the general U.S. population. 

 
In addition, we require clarification regarding the following: 

• It is unclear how patients determine when they receive a full dose vs. a partial dose based 
on the “rattle” sound.  Does an initial “rattle” sound indicate a full dose is received, or 
does the rattle sound need to continue for a minimum amount of time (i.e. rattle for two 
seconds) to indicate a full dose is received?  Please describe how a patient will determine 
if a partial dose is received vs. a full dose, and test that patients understand this difference 
in the study.  Information about determining if a full dose vs. a partial dose is delivered 
may be helpful to include in the Instructions for Use (IFU). 

• Please describe how a patient will determine if a nosepiece is used vs. new, and test that 
patients understand this difference in the study.  Information about determining if a 
nosepiece is used or new may be helpful to include in the Instructions for Use (IFU). 

• In the samples sent to the Agency, the capsules contained in the nosepiece are clear.  
Please verify if you intend for the marketed capsules in the nosepieces to be clear and if 
patients will be able to see if powder in the capsule after using the nosepiece.   

• Under Section 11.2 Risk Assessment (page 24 of 27 of the proposed protocol), it states 
“Based on analysis of available information, anticipated adverse investigational device 
effects that may occur during this study are listed in section 3.7 of this protocol,” 
however, section 3.7 is missing in the protocol.  Please ensure this information is 
provided when you submit your results report. 

 
Furthermore, we have the following comments regarding your proposed labels and labeling: 

• We note that the cover of the IFU contains abbreviated steps  
.  We recommend removing these abbreviated steps so users do not rely 
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4.4    Regulatory 
Questions 
 
No supporting information is deemed necessary or provided for the following 
questions. 
 
Question 8: Exemption from 510(k) Premarket Notification 
Requirements 

 

  SUMATRIPTAN  is  a  combination  product  comprised   of   the   drug   
product (encapsulated sumatriptan succinate, packaged in a disposable nosepiece assembly), and 
the drug delivery device, that will be packaged together in a cardboard carton.  Accordingly, 
the Sponsor proposes to submit a marketing application – an NDA [505 (b)(2)] to the Division of 
Neurology Drug Products – that will include supporting information for both the drug and device 
components that comprise the final product. 
 
The Sponsor believes that the  Breath PoweredTM Sumatriptan Powder Device is a Class 
I device exempt from premarket notification requirements according to 21 CFR 874.5220 
Ear, Nose, and Throat Drug Administration Device. 

 

Does the Division agree with the approach to the NDA submission and that the device 
is exempt from 510(k) premarket notification requirements? 
 
FDA Preliminary Response: 
We agree that Breath Powered™ Sumatriptan power device is Class I device exempt from 
the pre-market notification requirements according to 21 CFR 874.5220 - Ear, Nose and Throat Drug 
Administration Device. However, because this is a new application for this device the company 
provided the following biocompatibility testing data for the patient contacting materials:  
• Cytotoxicity  
• Sensitization  
• Intra-cutaneous irritation.  
 
Meeting Discussion:   
None. 
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Question 9: Timing of Submission of Pediatric Investigation 
Plans 

 

With respect to  obligations under the Pediatric Research Equity Act  (PREA), the 
Sponsor proposes to include a request with justification for waiver or deferral of pediatric 
investigations in the initial NDA submission and not earlier. 

 

Does the Division agree to submission of the request for deferral or waiver of 
pediatric studies in the NDA? 
 
FDA Preliminary Response: 
Your proposal appears acceptable and in line with the following Agency guidelines with respect 
to the submission of Pediatric Study Plans based on the timelines outlined in your submission:   
 
Please be advised that under the Food and Drug Administration Safety and Innovation Act 
(FDASIA), you must submit a Pediatric Study Plan (PSP) within 60 days of an End-of-Phase 2 
(EOP2) meeting held on or after November 6, 2012. If an EOP2 meeting occurred prior to 
November 6, 2012 or an EOP2 meeting will not occur, then: 

• If your marketing application is expected to be submitted prior to January 5, 2014, you 
may either submit a PSP 210 days prior to submitting your application or you may submit 
a pediatric plan with your application as was required under the Food and Drug 
Administration Amendments Act (FDAAA). 

• If your marketing application is expected to be submitted on or after January 5, 2014, the 
PSP should be submitted as early as possible and at a time agreed upon by you and FDA. 
We strongly encourage you to submit a PSP prior to the initiation of Phase 3 studies. In 
any case, the PSP must be submitted no later than 210 days prior to the submission of 
your application. 
 

The PSP must contain an outline of the pediatric study or studies that you plan to conduct 
(including, to the extent practicable study objectives and design, age groups, relevant endpoints, 
and statistical approach); any request for a deferral, partial waiver, or waiver, if applicable, along 
with any supporting documentation, and any previously negotiated pediatric plans with other 
regulatory authorities. For additional guidance on submission of the PSP, including a PSP 
Template, please refer to: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht
mIn addition, you may contact the Pediatric and Maternal Health Staff at 301-796-2200 or email 
pdit@fda.hhs.gov. 
 
Meeting Discussion:  
None. 
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Question 10: Approach to ISS and 2.7.4 Summary of Clinical 
Safety 

 

The Sponsor proposes to integrate the planned ISS analyses into Section 2.7.4 Clinical 
Summary of Safety and will not provide a separate ISS document.   The size of the 
clinical program suggests  that  the  ISS  will  be  small  enough  to  allow  incorporation  into  
Section  2.7.4  and therefore, a separate ISS document is not necessary. Results of the ISS 
analyses will be provided in Module 5. 

 

Does the Division agree with the Sponsor’s plan to incorporate the results of the 
ISS 
analyses in Section 2.7.4 rather than in a separate 
document? 
 
FDA Preliminary Response: 
We agree. 
 
Meeting Discussion: 
None. 
 
 
Question 11: Approach to ISE and 
2.7.3 

 

As described in Question 5, the Sponsor does not intend to integrate efficacy data across 
studies and, therefore, does not intend to provide a separate ISE document.  All efficacy 
results will be summarized in Section 2.7.3 Clinical Summary of Efficacy, and efficacy data 
will be provided in Module 5. 

 

Does the Division agree with the Sponsor’s plan to discuss the efficacy analyses in 
Section 
2.7.3 rather than in a separate document? 
 
FDA Preliminary Response: 
We agree. 
 
Meeting Discussion:   
None. 
 
 
Question 12: Labeled Dose Strength 
Per the FDA minutes from the Type C CMC meeting in April 2013, OptiNose was asked to label 
the dose strength of the drug product as  Sumatriptan/ Brandname, 11 mg (sumatriptan 
base). It is to be noted that the previous development data and documentation refers to the dose 
strength of the product as  
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narratives are planned to be provided in the NDA.  Are there any other categories of 
adverse events for which the Division would like narratives submitted in the NDA? 

 
d)  The Sponsor intends to submit Case Report Tabulation (CRT) as part of the NDA package. 

The CRT will include documentation of data (define.xml) and Study Data Tabulation 
Model (SDTM) for clinical studies OPTUK-MSPP PRO 002, OPN-SUM-MIG-3301, 
and OPN- SUM-1302. In addition, the Sponsor plans to submit analysis data published in 
scientific data set format (SDS 1.6 – ADaM IG 1.0) along with source data published in SDS 
1.6 (ADaM IG 
 

1.0, SAS .XPT) format for studies OPTUK-MSPP PRO 002, OPN-SUM-MIG-3301, and 
OPN-SUM-1302. Does the Division agree? 

 
e)  In the NDA, the Sponsor intends to submit copies of all references cited in 
pivotal  or supporting CSRs, and important references for earlier studies.   Other 
references will  be available upon request during the review. Does the Division agree with 
this approach? 

 
f)   The NDA will be submitted using the International Nonproprietary Name (INN) for the 
drug substance and the Sponsor’s code name for the device (“Breath-PoweredTM   

Sumatriptan Powder device”) while the drug and device trade names are undergoing review 
and approval under IND 110090. Does the Division agree with this approach? 
 

 
FDA Preliminary Response: 

a. This is acceptable from CMC perspective. However, we note that the proposed Table 
of Contents includes device labeling in Module 3.2.R.4.13-15.  The device labeling 
should be included in Module 1. 

b. Your comments for parts b and c in this question imply that there were SAEs reported 
in the supportive study.  Therefore, we request that you provide CRFs and patient 
narratives of SAEs for the pivotal and supportive clinical studies. 

c. See response to part b above. 
d. While we agree in form to your proposal, we may have additional specific 

instructions related to data organization.  If so, these will be included in the final pre-
NDA meeting minutes. 

e. We agree. 
f. If you plan to submit your NDA application within the next 6 months, we recommend 

submitting your request for review of your proposed proprietary name(s) to the NDA 
application.  If you do not intend to submit your NDA application within the next 6 
months, you can submit your request for review of your proposed proprietary name(s) 
to the IND application.  Please note that if a proposed proprietary name is reviewed 
and found conditionally acceptable under the IND application, the name will still 
need to be submitted for review under the NDA.  Pending review of trade names and 
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confirmation of dosage form designation, we recommend that you refer to the drug 
and devices using the following nomenclature as appropriate. 

“Tradename” (sumatriptan nasal powder) 
“Device Tradename” delivery device  

 
Meeting Discussion/Post Meeting Comments: 

a.  None 
b and c.  You clarified that while there have been no SAEs to date, you will provide 
patient narratives and CRFs of any SAEs reported from the ongoing supportive clinical 
study.  We found this approach acceptable. 
d. We agree with your proposal and have no further requests. 
e and f.  None 

  
Question 15: Outstanding 
Commitments 

 

The Sponsor believes there are no outstanding regulatory commitments pertaining to 
IND 110090. 
Is the Division aware of any outstanding agreements with the Sponsor pertaining to 
this IND? 
 
FDA Preliminary Response: 
We are not aware of any outstanding agreements pertaining to the IND. 
 
Meeting Discussion:   
None. 
 
 
Question 16: 120 Day Safety 
Update 

 

The clinical program in support of the planned NDA is complete and safety data from 
these studies will be summarized and integrated as  appropriate and provided in the initial 
NDA submission.   Additionally, a  Phase 3  study (OPN-SUM-MIG-3302)  comparing 

SUMATRIPTAN to oral sumatriptan is ongoing and all then-available blinded 
safety data from this study will be summarized in the initial NDA submission as a progress 
report.  The Sponsor believes that safety information from this study is not pivotal to an 
assessment of safety of  SUMATRIPTAN in the marketing application, which 
references safety information for innovator products via the 505(b)(2) pathway. The Sponsor 
does not intend to incorporate safety results from this study once completed and unblinded 
into the integrated safety analyses conducted for the NDA.  Accordingly, the Sponsor proposes 
that a full 120 day safety update is not needed and proposes to submit the CSR for Study 
OPN-SUM-MIG-3302 as the 120-day safety update. 
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Does the Division agree to accept the CSR for the ongoing blinded study to meet the 
requirement for a 120 day safety update? 
 
FDA Preliminary Response: 
We agree. 
 
Meeting Discussion:   
None. 
 
PREA REQUIREMENTS 
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.  
 
Please be advised that under the Food and Drug Administration Safety and Innovation Act 
(FDASIA), you must submit an Initial Pediatric Study Plan (PSP) within 60 days of an End of 
Phase (EOP2) meeting held on or after November 6, 2012.  The PSP must contain an outline of 
the pediatric study or studies that you plan to conduct (including, to the extent practicable study 
objectives and design, age groups, relevant endpoints, and statistical approach); any request for a 
deferral, partial waiver, or waiver, if applicable, along with any supporting documentation, and 
any previously negotiated pediatric plans with other regulatory authorities. The PSP should be 
submitted in PDF and Word format.  
 
For additional guidance on the timing, content, and submission of the PSP, including a PSP 
Template, please refer to the draft guidance for industry, Pediatric Study Plans: Content of and 
Process for Submitting Initial Pediatric Study Plans and Amended Pediatric Study Plans at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM360507.pdf.  In addition, you may contact the Pediatric and Maternal Health Staff at 301-
796-2200 or email pdit@fda.hhs.gov.  For further guidance on pediatric product development, 
please refer to: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht
m.   
 
PRESCRIBING INFORMATION 
In your application, you must submit proposed prescribing information (PI) that conforms to the 
content and format regulations found at 21 CFR 201.56(a) and (d) and 201.57.  As you develop 
your proposed PI, we encourage you to review the following labeling review resources:  the 
Final Rule (Physician Labeling Rule) on the content and format of the PI for human drug and 
biological products, labeling guidances, and a sample tool illustrating the format for Highlights 
and Contents (Table of Contents) available at: 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/ucm
084159.htm.   
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