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EXCLUSIVITY SUMMARY 

NDA # 208424  SUPPL #  N/A HFD # 110

Trade Name   GoNitro

Generic Name   nitroglycerin

Applicant Name   G. Pohl-Boskamp GmbH & Co. KG    

Approval Date, If Known    

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)(1)

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 

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.   

A CSR from Study P1202NL was submitted in Module 5.3.1.2 comparing the 
bioavailability of nitroglycerin powder to the applicant’s approved Nitrolingual 
Pumpspray (NDA 18705).

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:             

          
N/A
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c)  Did the applicant request exclusivity?
 YES NO 

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

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 

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

     
NDA# 18705 Nitrolingual Pumpspray (sublingual spray)

NDA# 21780 Nitromist (sublingual aerosol)

NDA# 21045 Nitro-Dur (transdermal)

NDA# 19970 Nitroglycerin in Dextrose 5% (injection)

NDA# 21359 Rectiv (intra-anal)

NDA# 21134 Nitrostat (sublingual tablet)

ANDA# 74559 Nitroglycerin (transdermal)

ANDA# 72034 Nitroglycerin (injection)

ANDA# 87355 Nitroglycerin (transdermal ointment)

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.) 
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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 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?
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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: 
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Investigation #2 !
!

IND #      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 !
!

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:  Bridget Kane                    
Title:  Regulatory Health Project Manager
Date:  31 May 2016

                                                      
Name of Office/Division Director signing form:  Norman Stockbridge, MD, PhD
Title:  Division Director

Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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Version: 2/12/16

ACTION PACKAGE CHECKLIST 

APPLICATION INFORMATION1

NDA #   208424 NDA Supplement #   N/A If NDA, Efficacy Supplement Type:   N/A
(an action package is not required for SE8 or SE9 supplements)

Proprietary Name:   GoNitro
Established/Proper Name:  nitroglycerin 
Dosage Form:          sublingual powder

Applicant:  G. Pohl-Boskamp GmbH & Co. KG
Agent for Applicant (if applicable):  Espero Pharmaceuticals, 
Inc.

RPM:  Bridget Kane Division:  DCRP

NDA Application Type:    505(b)(1)     505(b)(2)
Efficacy Supplement:        505(b)(1)     505(b)(2)

BLA Application Type:    351(k)     351(a)
Efficacy Supplement:       351(k)     351(a)

For ALL 505(b)(2) applications, two months prior to EVERY action: 

 Review the information in the 505(b)(2) Assessment and submit 
the draft2 to CDER OND IO for clearance.  

 Check Orange Book for newly listed patents and/or 
exclusivity (including pediatric exclusivity)  

 No changes     
 New patent/exclusivity  (notify CDER OND IO)   

Date of check:      

Note: If pediatric exclusivity has been granted or the pediatric 
information in the labeling of the listed drug changed, determine whether 
pediatric information needs to be added to or deleted from the labeling of 
this drug. 

 Actions

 Proposed action
 User Fee Goal Date is 10 June 2016   AP          TA       CR    

 Previous actions (specify type and date for each action taken)                  None    
 If accelerated approval or approval based on efficacy studies in animals, were promotional 

materials received?
Note:  Promotional materials to be used within 120 days after approval must have been 
submitted (for exceptions, see 
http://www fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guida
nces/ucm069965.pdf).  If not submitted, explain      

  N/A

 Application Characteristics 3

1 The Application Information Section is (only) a checklist.  The Contents of Action Package Section (beginning on page 2) lists 
the documents to be included in the Action Package.
2 For resubmissions, 505(b)(2) applications must be cleared before the action, but it is not necessary to resubmit the draft 505(b)(2) 
Assessment to CDER OND IO unless the Assessment has been substantively revised (e.g., new listed drug, patent certification 
revised).
3 Answer all questions in all sections in relation to the pending application, i.e., if the pending application is an NDA or BLA 
supplement, then the questions should be answered in relation to that supplement, not in relation to the original NDA or BLA.  
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Day of Approval Activities
 For all 505(b)(2) applications:

 Check Orange Book for newly listed patents and/or exclusivity (including 
pediatric exclusivity)

N/A

 Finalize 505(b)(2) assessment N/A

 For Breakthrough Therapy (BT) Designated drugs:
 Notify the CDER BT Program Manager N/A

 For products that need to be added to the flush list (generally opioids): Flush List 
 Notify the Division of Online Communications, Office of Communications

N/A

 Send a courtesy copy of approval letter and all attachments to applicant by fax or secure 
email

  Done

 If an FDA communication will issue, notify Press Office of  approval action after 
confirming that applicant received courtesy copy of approval letter 

N/A

 Ensure that proprietary name, if any, and established name are listed in the 
Application Product Names section of DARRTS, and that the proprietary name is 
identified as the “preferred” name

  Done

 Ensure Pediatric Record is accurate   Done

 Send approval email within one business day to CDER-APPROVALS   Done
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 208424
PROPRIETARY NAME REQUEST 
CONDITIONALLY ACCEPTABLE 

G. Pohl-Boskamp GmbH & Co. KG
c/o Espero Pharmaceuticals, Inc.
14286-19 Beach Blvd #270
Jacksonville, Florida 32250

ATTENTION: Ulrike Küper
Director Regulatory Affairs

Dear Dr. Küper:

Please refer to your New Drug Application (NDA) dated August 6, 2015, received August 10, 
2015, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for 
Nitroglycerin Sublingual Powder, 400mcg per packet.

We also refer to your correspondence, dated and received May 27, 2016, requesting 
reconsideration of your proposed proprietary name, GoNitro.  

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

If any of the proposed product characteristics as stated in your May 27, 2016, 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 Darrell Lyons, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-4092.  For any other information 
regarding this application, contact Bridget Kane, Regulatory Project Manager in the Office of 
New Drugs, at (240) 402-2170.  

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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MEMORANDUM of TELECONFERENCE

MEETING DATE: May 26, 2016

TIME: 2:30 P.M. EST

LOCATION: Teleconference 

APPLICATION: NDA 208424

DRUG NAME: Nitroglycerin Sublingual Powder, 400 mcg 

TYPE OF MEETING: Proprietary Name Review

MEETING CHAIRS: Todd Bridges Director, Division of Medication Error Prevention and 
Analysis (DMEPA)

MEETING RECORDER: Darrell Lyons, Safety Regulatory Project Manager (SRPM)

FDA ATTENDEES:

Office of Surveillance and Epidemiology
Todd Bridges, Director, DMEPA
Alice Tu, Team Leader, DMEPA
Darrell Lyons, Safety Regulatory Project Manager, PMS  

SPONSOR ATTENDEES:

G. Pohl- Boskamp GmbH & Co. KG 
Babette Reiken, Senior Director Market Access

Espero Pharmaceuticals, Inc.
Jeff Cole, President and CFO
Quang Pham, CEO

BACKGROUND:

On April 19, 2016, G. Pohl-Boskamp GmbH & Co. KG submitted a proposed Proprietary Name 
Review for  is indicated for acute relief of an attack or prophylaxis of angina 
pectoris due to coronary artery disease.

MEETING OBJECTIVES:

The purpose of the call was to let the sponsor know that DMEPA has concern with their proposed 
name  and convey their preliminary findings. 

Reference ID: 3937900
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DMEPA CONCERNS WITH THE PROPOSED NAME

DMEPA conveyed their concern with the potential for proprietary name confusion between the 
proposed proprietary name,  and the currently marketed product, DMEPA further 
explained that the Applicant’s previously proposed proprietary name, GoNitro would be an acceptable 
alternative to submit for review.

DISCUSSION 
The Sponsor asked if withdrawing the current Proprietary Name and submitting a new Proprietary 
Name would start a new 90-day review clock.  DMEPA confirmed that submitting a new Proprietary 
Name would start a new review clock however; since the proposed proprietary name, GoNitro was 
previously reviewed in November 2015, DMEPA’s re-review should be completed in time for DCRP 
to take action on the application by the application PDUFA goal date of June 10, 2016. 

ACTION ITEMS

G. Pohl- Boskamp GmbH & Co. KG will withdraw the current proposed name “  and submit 
the proposed Proprietary Name “GoNitro” by Tuesday May 31, 2016.

Reference ID: 3937900
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208424
PROPRIETARY NAME REQUEST 

ACKNOWLEDGEMENT/WITHDRAWAL

G. Pohl-Boskamp GmbH & Co. KG
c/o Espero Pharmaceuticals, Inc.
14286-19 Beach Blvd #270
Jacksonville, Florida 32250

ATTENTION: Ulrike Küper
Director, Regulatory Affairs

Dear Dr. Küper:

Please refer to your New Drug Application (NDA) dated August 6, 2015, received August 10, 
2015, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for  

 (Nitroglycerin) Sublingual Powder, 400 mcg .

We also refer to your correspondence, dated and received April 19, 2016, notifying us that you 
are withdrawing your request for a review of the proposed proprietary name, . 
Therefore,  is considered withdrawn as of April 19, 2016.  

Finally, we refer to your correspondence, dated and received April 19, 2016, requesting review 
of your proposed proprietary name,   Upon preliminary review of your submission, we 
have determined that it is a complete submission as described in the Guidance for Industry, 
Contents of a Complete Submission for the Evaluation of Proprietary Names, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM075068.pdf.

Therefore, the user fee goal date is July 18, 2016.
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NDA 208424
Page 2

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Darrell Lyons, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-4092.  For any other information 
regarding this application, contact Bridget Kane, Regulatory Project Manager in the Office of 
New Drugs, at (240) 402-2170.  

Sincerely,

{See appended electronic signature page}

Darrell Lyons
Safety Regulatory Project Manager
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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Lyons, Darrell

From: Reiken, Babette <b.reiken@Pohl-Boskamp.de>
Sent: Tuesday, April 19, 2016 9:45 AM
To: Lyons, Darrell
Cc: Küper, Ulrike; Kane, Bridget
Subject: AW: Proposed Proprietary Name for NDA 208424
Attachments: emfinfo.txt

Dear Darrell, 
 
thank you very much for providing us again procedural guidance within our current and future proposed 
proprietary name submission. 
 
As promised yesterday, we are happy to inform you about the two sequences sent via ESG successfully today: 
First, our withdrawal of  as sequence 0020 and second the new sequence of “  as 
sequence 0021. Espero as our local agent is involved in every step regarding our NDA, Quang will get every 
email separately as long as he is waiting for FDA feedback on his secured email address. 
 
Espero and Pohl Boskamp appreciate your support and we would be very delighted to receive a response on this 
new submission before the 90-days review time. Please let us know, if there would be anything from our side to 
do within our challenging proposed proprietary name review. 
 
 
Best regards 
Babette 
 
Babette Reiken 
Senior Director Market Access 
G. Pohl-Boskamp GmbH & Co. KG 
Germany 
 
b.reiken@pohl-boskamp.de 
Phone   +49 (0)4826 59-354 
Fax       +49 (0)4826 59-377 
 

Von: Lyons, Darrell [mailto:Darrell.Lyons@fda.hhs.gov]  
Gesendet: Freitag, 15. April 2016 18:45 
An: Reiken, Babette <b.reiken@Pohl‐Boskamp.de> 
Cc: Küper, Ulrike <u.kueper@Pohl‐Boskamp.de>; Kane, Bridget <Bridget.Kane@fda.hhs.gov> 
Betreff: RE: Proposed Proprietary Name for NDA 208424 

 
Dear	Babette,	
	
You	will	have	to	withdraw	the	current	proposed	name	 	 	and	the	proposed	name	“ 	will	
require	a	new	submission.		Although	the	submission	will	start	a	new	90‐day	review	clock,	you	should	receive	a	
response	before	90‐days	as	we	are	already	evaluating	the	root	name.	
	
	
Best	Regards,	
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2

	
Darrell	
	
Darrell Lyons, BSN, RN 
Commander, USPHS 
Safety Regulatory Project Manager 
FDA, Center for Drug Evaluation and Research 
Office of Surveillance and Epidemiology 
Office:  (301) 796‐4092 
darrell.lyons@fda.hhs.gov  
 

 
	

From: Quang Pham [mailto:qpham@esperopharma.com]  
Sent: Thursday, April 14, 2016 11:51 AM 
To: Lyons, Darrell 
Cc: Ulrike; Reiken, Babette; Kane, Bridget 
Subject: Re: Proposed Proprietary Name for NDA 208424 
 

 
Dear Darrell, 
 
Thank you again for your communication below.  
 
Pohl Boskamp and Espero no longer desire to pursue the proposed proprietary name 

 with the word "  as a modifier. Please continue your 
review of “  without the “  modifier. 
 
If it is necessary to submit a new sequence containing updated mock-ups without the 
“  modifier, please let us know. We would provide it short term at the 
beginning of next week then. 
 
We anticipate that this modification will not have any influence on the ongoing 90-day 
proprietary name review clock. Please confirm. 
 
We appreciate your updates. Have a nice day. 
 
Best regards, 

       Quang 
 
 
On 4/13/16, 10:55 AM, "Lyons, Darrell" <Darrell.Lyons@fda.hhs.gov> wrote: 

Thanks Quang.  
 
  
  
 
From: Quang Pham [mailto:qpham@esperopharma.com]  
Sent: Wednesday, April 13, 2016 10:54 AM 
To: Lyons, Darrell 
Subject: Re: Proposed Proprietary Name for NDA 208424 
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Thank you, Darrell. Message received. We will discuss and respond soon. 
 
By the way, we have sent the GlobalSign SHA1 certificates weeks ago and are just waiting for 
acceptance from the IT Vendor at the FDA to approve us for secure email. 
 
Best regards, 
 
Quang Pham 
CEO | Espero Pharmaceuticals 
 
 
On 4/13/16, 10:34 AM, "Lyons, Darrell" <Darrell.Lyons@fda.hhs.gov> wrote: 
Dear Quang Pham, 
 
We note Comment #6 in the Information Request [CMC] dated March 2, 2016, communicated to you that 
“  is not an accepted regulatory term for describing a package type.  Given this information, please 
let me know within 7 days of this communication if you would still like to pursue the proposed proprietary 
name  submitted March 4, 2016, with “  as the modifier?   
  
Best Regards, 
  
Darrell Lyons 
 
Darrell Lyons, BSN, RN 
Commander, USPHS 
Safety Regulatory Project Manager 
FDA, Center for Drug Evaluation and Research 
Office of Surveillance and Epidemiology 
Office:  (301) 796-4092 
darrell lyons@fda hhs.gov <mailto:darrell.lyons@fda.hhs.gov>  
x 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 

 

 Food and Drug Administration 

Silver Spring  MD  20993 
 

NDA 208424 

GENERAL ADVICE 

 

Espero Pharmaceuticals, Inc. 

Attention: Quang Pham 

Chief Executive Officer 

14286-19 Beach Blvd # 270 

Jacksonville, FL 32250 

 

 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food, 

Drug, and Cosmetic Act for nitroglycerin sublingual powder.  

  

We have reviewed the referenced material and have the following comments/recommendations: 

 

Biopharmaceutical: 

 

 FDA agrees that a dissolution test or solubility test is not needed for drug product batch release. 

However, in order to ensure the consistent quality of the drug product, for post-approval changes 

in formulation or manufacturing process, we recommend that you compare the solubility of the 

pre-change and post-change batches using a validated method. It is recommended that for the pre-

change and post-change drug product batches, not less than % of the drug product should be 

dissolved in . 

 

Process: 

 

 Your proposed sampling plan and acceptance criteria for  

 appear to be acceptable.  However, please note that the final 

acceptability of the validation studies will be based on the review of the data during the future 

inspections. Also, refer to FDA’s process validation guidance: General Principles and Practices 

(2011) for more information on continuous process verification.  

 

If you have any questions, call Maryam Changi, Regulatory Business Process Manager, at (240) 402-

2725. 

 

Sincerely, 

 

 

Mohan Sapru, Ph.D. 

Application Technical Lead 

CMC Lead for Cardiovascular and Renal Products  

New Drug Product 1 

Office of New Drug Products 

Office of Pharmaceutical Quality 

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 208424
INFORMATION REQUEST

G. Pohl Boskamp GmbH & Co. KG
c/o Espero Pharmaceuticals, Inc.
Attention: Quang Pham, CEO
14286-19 Beach Blvd #270
Jacksonville, Florida 32250

Dear Mr. Pham:

Please refer to your New Drug Application dated 06 August 2015, received 10 August 2015, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for nitroglycerin 
powder (400 mcg) for sublingual use.

We also refer to your draft carton and container labels that were submitted as part of your NDA.

We have reviewed the reference material and have the following recommendations:

A. General Recommendations (container labels and carton labeling)
1. Ensure the final container labels and carton labeling contain the conditionally 

accepted proprietary name.  
2. Revise the established name so that it is printed in letters that are at least half as large 

as the letters comprising the proprietary name or designation with which it is joined, 
and the established name shall have a prominence commensurate with the 
prominence with which such proprietary name or designation appears, taking into 
account all pertinent factors, including typography, layout, contrast, and other 
printing features per 21CFR201.10(g)(2).

3. Revise the usual dosage statement  
 to read “Usual dose: See Prescribing Information” because the proposed 

product can be dosed as one or two         

B. Container Labels
1. Provide clarification regarding the intent of the “X/XXXXXXXXX” designation on 

the individual  container label.  If this is a numerical designation, ensure that 
it is not located in close proximity to the lot number or expiration date where it can be 
mistaken as the lot number or expiration date.1    

1 Institute for Safe Medication Practices. Safety briefs: The lot number is where? ISMP Med Saf Alert Acute Care. 
2009;14(15):1-3.
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C. Carton Labeling
1. Increase the prominence of the strength statement.  As currently presented, the 

strength lacks prominence on the carton labeling.  

We request that you resubmit revised carton and container draft labeling that address the above 
issues by 11 March 2016.

If you have any questions, please contact Bridget Kane, Regulatory Project Manager, at (240) 
402-2170.

Sincerely,

{See appended electronic signature page}

Norman Stockbridge, MD, PhD 
Division Director
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research

Cc: G. Pohl-Boskamp GmbH & Co. KG
Attention: Dr. Ulrike Küper
Director of Regulatory Affairs
Kieler Straße 11
Hohenlockstedt - Schleswig-Holstein

            Germany 25551
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208424

PROPRIETARY NAME REQUEST 
WITHDRAWN

G. Pohl-Boskamp GmbH & Co. KG
c/o Espero Pharmaceuticals, Inc.
14286-19 Beach Blvd #270
Jacksonville, Florida 32250

ATTENTION: Ulrike Küper
Director Regulatory Affairs 

Dear Dr. Küper:

Please refer to your New Drug Application (NDA) dated August 6, 2015, received August 10, 
2015, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for  

 (Nitroglycerin) Sublingual Powder, 400 mcg 

We also refer to:

 Your correspondence, dated and received November 27, 2015, requesting review of your 
proposed proprietary name, 

 Our January 19, 2016, teleconference, identifying an issue with your proposed  
proprietary name,  

 Your correspondence, dated and received on February 5, 2016, notifying us that you are 
withdrawing your request for a review of the proposed proprietary name  

  

This proprietary name request is considered withdrawn as of February 5, 2016.  

We note that you have not proposed an alternate proprietary name for review.  If you intend to 
have a proprietary name for this product, a new request for a proposed proprietary name review 
should be submitted. (See the Guidance for Industry, Contents of a Complete Submission for the 
Evaluation of Proprietary Names, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM075068.pdf   and “PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 
2008 through 2012”.)
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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 Darrell Lyons, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-4092.  For any other information 
regarding this application, contact Bridget Kane, Regulatory Project Manager in the Office of 
New Drugs, at (240) 402-2170.  

Sincerely,

{See appended electronic signature page}

Darrell Lyons
Safety Regulatory Project Manager
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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Lyons, Darrell

From: Lyons, Darrell
Sent: Wednesday, February 03, 2016 7:50 AM
To: 'Quang Pham'
Cc: Reiken, Babette (b.reiken@Pohl-Boskamp.de); Thanabalasingam, Thanusha; Jeff Cole; 

Kane, Bridget
Subject: RE: NDA 208424 - Request for Teleconference

Dear	Quang,	
	
Thank	you	for	notifying	us	of	your	plans.		Because	the	current	 	 	submission	has	a	PDUFA	goal	
date	of	2/25/2016,	we	kindly	request	that	you	withdraw	this	Request	for	Proprietary	Name	Review	submission	by	
next	Tuesday	February	9,	2016.	
	
With	regards	to	a	new	submission	for	“GoNitro	 	and	your	NDA	PDUFA	goal	date	of	June	10,	2016,	you	
may	submit	your	name	submission	for	“GoNitro	 ”		We	request	you	submit	before	March	10,	2016	as	that	
would	provide	the	90‐day	review	timeline	needed	for	us,	thus	would	be	much	appreciated.		
	
Best	Regards,	
	
Darrell	Lyons		
	
Darrell Lyons, BSN, RN 
Commander, USPHS 
Safety Regulatory Project Manager 
FDA, Center for Drug Evaluation and Research 
Office of Surveillance and Epidemiology 
Office:  (301) 796‐4092 
darrell.lyons@fda.hhs.gov  
 

 
	

From: Quang Pham [mailto:qpham@esperopharma.com]  
Sent: Monday, February 01, 2016 2:56 PM 
To: Lyons, Darrell 
Cc: Reiken, Babette (b.reiken@Pohl-Boskamp.de); Thanabalasingam, Thanusha; Jeff Cole; Kane, Bridget 
Subject: Re: NDA 208424 - Request for Teleconference 
 
Hello Darrell, 
  
Thank you very much for giving us this early feedback regarding the review issue of  

 We really appreciate this courtesy.  
  
As agreed in our teleconference, we would like to inform you about our decision on how to proceed: 
Espero and Pohl-Boskamp will withdraw Sequence 0009 about our proposed proprietary name, 

.” We will submit a new sequence containing another proposed proprietary name 
as soon as possible but no later than March 2016. We plan to submit the withdrawal of sequence 
0009  addressed in the cover letter of our new sequence as combination of our 
new proposed proprietary name – if you would prefer a different eCTD handling or the withdrawal 
of the sequence 0009 short term, please let us know.  
  
Espero and Pohl-Boskamp remain excited about “GoNitro  as the best choice for our new 
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product name. We understand that there is another product with a possibly conflicting name 
currently under FDA review. From FDA guidance, the product which will get approved first shall get 
the proposed proprietary name, “GoNitro.”  
 
We are currently contemplating to take the chance to resubmit “GoNitro  90 days before 
our PDUFA goal date (June 10, 2016). Our legal team has advised us that the U.S. Patent & 
Trademark Office (USPTO) recently refused an application with “nitro” in its name (for dietary and 
nutritional supplements featuring nitrates) due to its mark merely being descriptive. We are not 
certain if that name application was the one that had conflicted with “GoNitro.” 
  
If appropriate, Espero and Pohl-Boskamp would be grateful for an update or any input regarding a 
resubmission of “GoNitro  
 
Thank you for your consideration. 
  
Best regards, 
 
Quang Pham 
CEO | Espero Pharmaceuticals, Inc. 
+1 904 328 2210 
 
On 1/22/16, 9:45 AM, "Lyons, Darrell" <Darrell.Lyons@fda.hhs.gov> wrote: 

Thanks Quang. 
  
You have a good weekend too. 
  
Best, 
Darrell  
  
 
Darrell Lyons, BSN, RN 
Commander, USPHS 
Safety Regulatory Project Manager 
FDA, Center for Drug Evaluation and Research 
Office of Surveillance and Epidemiology 
Office:  (301) 796-4092 
darrell.lyons@fda.hhs.gov  
 
 
  
 
From: Quang Pham [mailto:qpham@esperopharma.com]  
Sent: Friday, January 22, 2016 3:34 PM 
To: Lyons, Darrell 
Cc: Reiken, Babette (b.reiken@Pohl-Boskamp.de); Thanabalasingam, Thanusha; Jeff Cole 
Subject: Re: NDA 208424 - Request for Teleconference 
  
Darrell, 
  
Our decision on proceeding with our proposed proprietary name will be made during next week. 
Thank you again for the call on Tuesday. 
 
Have a nice weekend. 
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Regards, 
 
Quang Pham 
CEO | Espero Pharmaceuticals 
(904) 328-2210 
 
On 1/14/16, 10:12 AM, "Lyons, Darrell" <Darrell.Lyons@fda.hhs.gov> wrote: 
Hi Quang, 
  
Thank you for confirming Tuesday 1/19/16 at 12pm EST.   
  
Darrell  
  
 
Darrell Lyons, BSN, RN 
Commander, USPHS 
Safety Regulatory Project Manager 
FDA, Center for Drug Evaluation and Research 
Office of Surveillance and Epidemiology 
Office:  (301) 796-4092 
darrell.lyons@fda.hhs.gov  
 
 
  
 
From: Quang Pham [mailto:qpham@esperopharma.com]  
Sent: Thursday, January 14, 2016 12:20 PM 
To: Lyons, Darrell 
Cc: Reiken, Babette (b.reiken@Pohl-Boskamp.de); Thanabalasingam, Thanusha; Jeff Cole 
Subject: Re: NDA 208424 - Request for Teleconference 
 
Hello Darrell Lyons, 
 
Thanks for your email. 
 
We would like to request Tue 1/19/16 at 12pm EST. Our Pohl Boskamp Partners will also join the 
call. 
 
Thanusha Thanabalasingam (Manager Regulatory Affairs) 
Babette Reiken (Senior Director Market Access) 
  
Here is the teleconference number for all particpants. 
 

 Participants code:  
 
Germany Toll Free:   
Germany Local:    
 
Best regards, 
 
Quang Pham 
CEO 
Espero Pharmaceuticals  
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On 1/14/16, 5:51 AM, "Lyons, Darrell" <Darrell.Lyons@fda.hhs.gov> wrote: 
Dear Quang Pham, 
  
Our review team has identified an issue with your proposed proprietary name,  

.  We would like to schedule a 30-minute teleconference to discuss this matter further. 
Please let me know if you are available for any of the following dates/times:  
 
Tuesday January 19th  12:00 – 12:30 p.m. (EST) 
Tuesday January 19th   3:00 – 3:30 p.m. (EST)  
Thursday January 21st 11:00 – 11:30 a.m. (EST)  
Friday January 22nd      10:00 – 10:30 a.m. (EST) 
Friday January 22nd      11:00 – 11:30 a.m. (EST) 
Friday January 22nd      12:00 – 12:30 p.m. (EST) 
 
Best Regards, 
Darrell Lyons 
 
Darrell Lyons, BSN, RN 
Commander, USPHS 
Safety Regulatory Project Manager 
FDA, Center for Drug Evaluation and Research 
Office of Surveillance and Epidemiology 
Office:  (301) 796-4092 
darrell.lyons@fda.hhs.gov <mailto:darrell.lyons@fda.hhs.gov>  
 
 
 
Best regards, 
 
Quang Pham 
Espero Pharmaceuticals  

 

Reference ID: 3884262

(b) (4)



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

DARRELL LYONS
02/08/2016

Reference ID: 3884262







DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 208424
PROPRIETARY NAME REQUEST 

UNACCEPTABLE

G. Pohl-Boskamp GmbH & Co. KG
c/o Espero Pharmaceuticals, Inc.
14286-19 Beach Blvd #270
Jacksonville, Florida 32250 

ATTENTION: Ulrike Küper
Director Regulatory Affairs

Dear Dr. Küper:

Please refer to your New Drug Application (NDA) dated August 6, 2015, received August 10, 2015, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Nitroglycerin Powder, 
400mcg . 

We also refer to your August 18, 2015, correspondence, received August 20, 2015, requesting review of 
your proposed proprietary name, GoNitro.  

We have completed our review of this proposed proprietary name and have concluded that this name is 
unacceptable for the following reasons:

We have completed our review of the proposed proprietary name, GoNitro, and conclude that 
this name could result in medication errors due to confusion with another product that is also 
under review. Therefore, the ultimate acceptability of your proposed proprietary name, GoNitro, 
is dependent upon which underlying application is approved first. If another product is approved 
prior to your product, with a name that would be confused with your proposed name of GoNitro, 
you will be requested to submit another name. 

We note that you have proposed an alternate proprietary name in your submission dated August 18, 
2015.  In order to initiate the review of the alternate proprietary name,  submit a new complete 
request for proprietary name review.  The review of this alternate name will not be initiated until the 
new submission is received.

If you require additional information on developing proprietary names for drugs, proposing alternative 
proprietary names for consideration, or requesting reconsideration of our decision, we refer you to the 
following:
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 Draft Guidance for Industry Best Practices in Developing Proprietary Names for Drugs, 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/
UCM398997.pdf) 

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

 PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2013 through 2017, 
(http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM270412.p
df)

If you have any questions regarding the contents of this letter or any other aspects of the proprietary 
name review process, contact Darrell Lyons, Safety Regulatory Project Manager in the Office of 
Surveillance and Epidemiology, at (301) 796-4092.  For any other information regarding this 
application, contact Bridget Kane, Regulatory Project Manager in the Office of New Drugs, at (240) 
402-2170.  

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 208424

FILING COMMUNICATION -
NO FILING REVIEW ISSUES IDENTIFIED

G. Pohl-Boskamp GmbH & Co. KG 
Attention: Dr. Ulrike Küper
Director of Regulatory Affairs
Kieler Straße 11
Hohenlockstedt - Schleswig-Holstein
Germany 25551

Dear Dr. Küper:

Please refer to your  New Drug Application (NDA) dated 06 August 2015, received 10 August 
2015, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA), for 
GoNitro (nitroglycerin  powder) 400mcg for sublingual use. 

We also refer to your amendments received 14 and 20 August 2015.

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 10 June 2016.  

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 12 May 2016.

At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review.
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We request that you submit the following information:

1. During our preliminary review of your submitted labeling, we found that you did not 
provide a review and summary of the available information to support the changes in the 
Pregnancy, Lactation, and Females and Males of Reproductive Potential subsections of 
labeling.  Thus, your proposed PLLR labeling changes cannot be agreed upon until the 
information request is fulfilled.  No partial PLLR conversions may be made.

Resubmit the following information by December 1, 2015:
 A review and summary of all available published literature regarding nitroglycerin 

use in pregnant and lactating women,
 A revised labeling incorporating the above information (in Microsoft Word format) 

that complies with PLLR. 

Refer to the Guidance for Industry – Pregnancy, Lactation, and Reproductive Potential: 
Labeling for Human Prescription Drug and Biological Products – Content and Format 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/UCM425398.pdf). Use the SRPI checklist to correct any formatting errors to 
ensure conformance with the format items in regulations and guidances.

PRESCRIBING INFORMATION  
Your proposed prescribing information (PI) must conform 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 labeling review resources on the PLR Requirements for Prescribing 
Information and PLLR Requirements for Prescribing Information websites including: 

 The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products

 The Final Rule (Pregnancy and Lactation Labeling Rule) on the content and format of 
information in the PI on pregnancy, lactation, and females and males of reproductive 
potential 

 Regulations and related guidance documents 
 A sample tool illustrating the format for Highlights and Contents 
 The Selected Requirements for Prescribing Information (SRPI) − a checklist of 42 

important format items from labeling regulations and guidances, and
 FDA’s established pharmacologic class (EPC) text phrases for inclusion in the Highlights 

Indications and Usage heading.   
 

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

1. The highlights (HL) must be in a minimum of 8-point font and should be in two-column 
format, with ½ inch margins on all sides and between columns. Please amend them 
accordingly.

2. Please amend the headings in HL so that they are bolded and presented in the center of a 
horizontal line. The horizontal line should also extend over the entire width of the column.  
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3. The formatting of the referenced section or subsection of each summarized statement or topic 
in HL is inconsistent. Please place the referenced section or subsection number [e.g., (1.1)] 
outside of the period.

4. In the HL, please list all contraindications listed in the Full Prescribing Information (FPI). 
Currently, “Circulatory Failure and Shock” is not included in Highlights. 

5. Please update the Table of Contents (TOC) so that all subsection headings are in title case 
[first letter of all words are capitalized except first letter of prepositions (through), articles (a, 
an, and the), or conjunctions (for, and)].

6. In Section 6.2 of the FPI, “Postmarketing Experience”, please place a dash (-) between 
“post” and “approval” in the disclaimer statement.

We request that you resubmit labeling (in Microsoft Word format) that addresses these issues by 
13 November 2015.The resubmitted labeling will be used for further labeling discussions.  Use 
the SRPI checklist to correct any formatting errors to ensure conformance with the format items 
in regulations and guidances. 

At the end of labeling discussions, use the SRPI checklist to ensure that the PI conforms with 
format items in regulations and guidances. 

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), and the Patient Instructions for 
Use (IFU).  Submit consumer-directed, professional-directed, and television advertisement 
materials separately and send each submission to:

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

Alternatively, you may submit a request for advisory comments electronically in eCTD format. 
For more information about submitting promotional materials in eCTD format, see the draft 
Guidance for Industry (available at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM443702.pdf).
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Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), Patient Instructions for Use (IFU), 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.

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 full waiver of pediatric studies for this application.  
Once we have reviewed your request, we will notify you if the full waiver request is denied and a 
pediatric drug development plan is required.

If you have any questions, please call Bridget Kane, Regulatory Project Manager, at (240) 402-
2170.

Sincerely,

{See appended electronic signature page}

Norman Stockbridge, MD, PhD
Director
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research

Cc: Espero Pharmaceuticals, Inc.
Attention: Quang Pham
Chief Executive Officer, US Agent
14286-19 Beach Blvd. #270
Jacksonville, FL  32250
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Bui Nguyen, Tri

From: Bui Nguyen, Tri
Sent: Tuesday, August 18, 2015 2:17 PM
To: 'reg.affairs@pohl-boskamp.de'
Subject: Proposed Proprietary Name for NDA 208424

Dear Dr. Kueper: 
 
Please refer to your NDA 208424 for Nitroglycerin Powder, 400 mcg. 
 
We also refer to your correspondence, dated August 12, 2015, and received August, 14 2015, requesting a review of 
your proposed proprietary name.   
 
Upon preliminary review of your submission, we have determined that it is not a complete submission as described in 
the Guidance for Industry, Contents of a Complete Submission for the Evaluation of Proprietary Names because there 
was no data on the CD received by the FDA.    
 
If you intend to have a proprietary name for the above‐referenced product, you should submit a request for proprietary 
name review within 7 days of this communication.  
 
Include the statement "REQUEST FOR PROPRIETARY NAME REVIEW” in bold capital letters, at the top of your cover 
letter and on the first page of the main submission document (please refer to the complete submission guidance link 
below). The review of this name will be initiated when the new submission is received. 
 
If you require additional information on developing proprietary names for drugs or proposing alternative proprietary 
names for consideration, we refer you to the following: 
 

 Draft Guidance for Industry Best Practices in Developing Proprietary Names for Drugs, 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM398997.pd
f)  

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

 PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2013 through 2017, 
(http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM270412.pdf) 

 
If you have any questions regarding any other aspects of the proprietary name review process, feel free to contact me 
directly.   
 
Best Regards, 
 
 

Tri Bui‐Nguyen, Ph.D. 
Safety Regulatory Project Manager 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email: tri.bui‐nguyen@fda.hhs.gov 
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Office: (240) 402‐3726 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 208424
NDA ACKNOWLEDGMENT

G. Pohl-Boskamp GmbH & Co. KG
Attention:  Dr. Ulrike Kueper
Director, Regulatory Affairs
Kieler Straße 11
Hohenlockstedt - Schleswig-Holstein
Germany 25551

Dear Dr. Kueper:

We have received your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for the following:

Name of Drug Product: nitroglycerin powder for sublingual use, 400 mcg 

Date of Application: 6 August 2015

Date of Receipt: 10 August 2015

Our Reference Number: NDA 208424

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 10 October 2015, 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).

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:

Reference ID: 3805745
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Food and Drug Administration
Center for Drug Evaluation and Research
Division of Cardiovascular & Renal Products
5901-B Ammendale Road
Beltsville, MD 20705-1266

Secure email between CDER and applicants is useful for informal communications when confidential 
information may be included in the message (for example, trade secrets or patient information).  If you 
have not already established secure email with the FDA and would like to set it up, send an email request 
to SecureEmail@fda.hhs.gov.  Please note that secure email may not be used for formal regulatory 
submissions to applications.

If you have any questions, please call:

Alison Blaus, RAC
Senior Regulatory Project Manager
(301) 796-1138

Sincerely,

{See appended electronic signature page}

Edward Fromm, RPh, RAC
Chief Project Management Staff
Division of Cardiovascular & Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research

Cc: Espero Pharmaceuticals, Inc.
Attention: Quang Pham, Chief Executive Officer, US Agent
14286-19 Beach Blvd #270
Jacksonville, FL 32250
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

PIND 116608
MEETING MINUTES

G. Pohl-Boskamp GmbH & Co. KG
z. Hd. Babette Reiken
Director Regulatory Affairs
Kieler Straße 11
D-25551 Hohenlockstedt
Germany

Dear Ms. Reiken:

Please refer to your Pre-Investigational New Drug Application (PIND) file for nitroglycerin oral powder 
( ).

We also refer to the meeting between representatives of your firm and the FDA on September 18, 2014.  
The purpose of the meeting was to the clinical and CMC development program in preparation for a NDA 
submission.

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, please call Alexis Childers, Sr. Regulatory Project Manager at (301) 796-0442.

Sincerely,

{See appended electronic signature page}

Norman Stockbridge, M.D., Ph.D. 
Director
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research

Enclosure:
  Meeting Minutes

Reference ID: 3639525
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FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MEMORANDUM OF MEETING MINUTES

Meeting Type: B
Meeting Category: Pre-IND

Meeting Date and Time: September 18, 2014 1:00-2:30 pm
Meeting Location: Building 22, room 1311

Application Number: PIND 116,608
Product Name: nitroglycerin oral powder 
Indication: acute relief of an attack or prophylaxis of angina pectoris due to coronary 

artery disease
Sponsor/Applicant Name: G. Pohl-Boskamp GmbH & Co. KG

Meeting Chair: Norman Stockbridge, M.D., Ph.D. 
Meeting Recorder: Alexis Childers, RAC

FDA ATTENDEES
*Division of Cardiovascular and Renal Products
Norman Stockbridge, M.D., Ph.D. Director
Tom Marciniak, M.D. Clinical Team Leader
Khin U, M.D. Clinical Reviewer
Alexis Childers Regulatory Health Project Manager
Edward Fromm, R.Ph., RAC Chief, Regulatory Health Project Manager
*Office of New Drug Quality Assessment
Kasturi Srinivasachar, Ph.D. Chemistry Pharmaceutical Assessment Lead
Akm Khairuzzaman, Ph.D. Chemist
Sandra Suarez, Ph.D. Master Biopharmaceutics Reviewer
*Office of Clinical Pharmacology
Sudharshan Hariharan, Ph.D. Clinical Pharmacology Reviewer

SPONSOR ATTENDEES
Thomas Wittig, M.D. Senior Director Medicine and Clinical Research
Christina Siedschlag, Ph.D. Manager Regulatory Affairs
Babette Reiken Senior Director Market Access
Henrick Hesse Senior Director Product Development/Licensing

1.0 BACKGROUND

Nitroglycerin is an established treatment for angina pectoris. G. Pohl-Boskamp GmbH & Co. KG 
markets Nitrolingual Pumpspray (NDA 18705).  They are developing a new dosage form as an 
oral powder for sublingual administration. The sponsor met with the Division in January 2013 to 
discuss both the clinical and CMC development program to ensure adequate support for an NDA 

Reference ID: 3639525
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Summary of the statistical analysis of GTN (PK set)
GTN oral powder / Nitrolingual® Pumpspray

Parameter Geometric mean 
ratio (%)

90% Confidence 
interval (%)

CV%*

AUC(0-tz) 155.16 (122.45, 196.59) 60.42
Cmax 207.26 (158.92, 270.29) 69.24
AUC(0-inf) 156.08 (122.05, 199.60) 56.78

Difference 90% Confidence 
interval

t1/2 0.547 (-0.289; 1 383) -
*Intra-individual CV estimated from the residual mean squares.

than 20%”. Therefore, the study aimed to determine the geometric mean ratios (test vs. 
reference) for AUC(0-tz) and Cmax of GTN with this certain precision. The Division agreed 
to obtain a maximum standard error of 0.2 around the log-transformed geometric mean 
ratio. This target could have been hit for AUC(0-tz) of GTN with a standard error of 0.139 
and for Cmax with a standard error of 0.156 (standard error of treatment difference, 
obtained from the ANOVA of the log-transformed PK parameters) (for details see 
Enclosure 1).

The applicant assumes that this measure of SE fully complies with the Division´s 
requirement. Taken the estimates of the true mean treatment ratios into account, the 
applicant proposes to adjust the dosage of nitroglycerin oral powder (see below) to  

 The applicant also assumes that the Division takes it as a given that 
measure of SE then does not have to recalculated. Does the Division agree?

FDA Preliminary Response: An estimate of relative bioavailability between nitroglycerin 
oral powder versus Nitrolingual® Pumpspray has been calculated with a precision that is 
acceptable to the Division.  

Meeting Discussion: No further discussion.

3. In the above mentioned BA study it was agreed to define Cmax and AUC (0-tz) for GTN 
as primary variables. Provided the geometric mean ratios of Cmax and AUC (0-tz) indicate 
a significant superiority for GTN, the Division recommended to consider a dose 
adjustment. In fact, the geometric mean ratios of AUC(0-tz) and Cmax of GTN were 
155.16% and 207.26%, respectively, with corresponding 90% confidence intervals 
([122.45%; 196.59] and [158.92%; 270.29%], respectively) (for details see the table 
below).

With reference to the secondary variables, the geometric mean ratio for Cmax of 1,2-GDN was 142.94% wit             

In addition, geometric mean ratios of Cmax of 1,3-GDN was 134 39% with a 90% confidence interval of (1   
On balance, these primary and secondary variables indicate higher values for GTN and its metabolites 1,2    active metabolites 
supports rather a dose close to 0.4 mg GTN. Therefore, the applicant considers to adjust 
the dosage for nitroglycerin oral powder to  (see for details 
the attached expert statement, enclosure 2).
Does the Division agree to the considered dose ?

FDA Preliminary Response: Plasma exposure of nitroglycerin following 0.4 mg 
nitroglycerin oral powder administered sublingually is in the range of exposures observed 
by other nitroglycerin products at 0.4 mg dose administered sublingually [exposures 
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Meeting Discussion: No further discussion.

4. The applicant plans to submit in addition  a second strength of nitroglycerin 
oral powder containing 0.4 mg GTN for approval. The in-vitro pharmaceutical performance 
should justify the dose-proportionality and extrapolation from  0.4 mg. 
Literature data with different GTN formulations will confirm the safety of the proposed 
therapeutic range . the applicant assumes that there is no reason 
to conduct further efficacy and/or safety studies for approval (see for details the attached 
expert statement, enclosure 3). Does the Division agree?

FDA Preliminary Response: No, we do not agree. Given that your proposed product is a 
drug-device combination, an in vivo study is needed to address the dose-proportionality 
between the proposed strengths. Also refer to the preamble comments.

Post meeting comments: It is noted that the reviewer mistakenly wrote “ your proposed 
product is a drug-device combination” in the above preliminary response. This error does 
not change the need for the requested information.

Meeting Discussion: The Division stated that since the  strength is not being tested 
in clinical trials, its approval needs to be supported by an in vivo dose-proportionality 
study. Establishing dose proportionality could be accomplished by either: 1) applying the 
power equation, or 2) showing dose-proportionality to the 0.4 mg strength by means of 
calculating 90% confidence intervals for the relevant PK parameters. The Division 
confirmed that a reference was not needed to be included in the study. The Division also 
confirmed the study can be conducted in Germany.

2.3 PROPOSED CHEMISTRY QUESTIONS

5. Regulatory Pathway

Applicant’s additional comments in preparation of the pre-NDA-Meeting:
We intend to submit the application as NDA using the 505(b)(1) pathway with the
reference product being Nitrolingual Pumpspray (NDA 18-705). We furthermore intend to 
close possible gaps with literature and/or rely on the FDA’s findings of safety or 
effectiveness for which we do not have right of reference. Does the FDA agree?

FDA Preliminary Response: Please refer to our original response in the document dated 
January 14, 2013. If you are only referencing NDA 18705, this NDA would be a 505(b)(1).  
A 505(b)(2) application is one in which at least some of the information required for 
approval comes from studies not conducted by or for the applicant and for which the 
applicant has not obtained a right of reference.  An NDA will be a 505(b)(2) application if 
any of the specific information necessary for approval is obtained from the literature or 
from another source to which the applicant does not have a right of reference, even if the 
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applicant also provides data of their own (e.g., reference to underlying data contained in 
their own approved marketing application) to support approval.

Meeting Discussion: The sponsor asked for confirmation that they can refer to their NDA 
18705 instead of resubmitting all study reports. The Division confirmed they can cross 
reference NDA 18705. They also asked if the application would still be considered a 
505(b)(1) if some literature references are provided.  The Division stated that if the 
literature provided is essential to approval of the sponsor’s application, the application is a 
505(b)(2) application and the sponsor will need to establish that reliance on the studies 
described in the literature is scientifically appropriate.  If the literature provided is only 
supportive (not essential to approve the application) then the sponsor’s application is a 
505(b)(1).  

Post meeting note: Please note that 505(b)(2) applicants that rely on published literature 
that describes a listed drug(s)*, which FDA considers to be reliance on FDA’s finding of 
safety and/or effectiveness for that listed drug(s), the b2 applicant should identify the listed 
drug(s) in accordance with the Agency’s regulations at 21 CFR 314.54.  The regulatory 
requirements for a b2 application (including, but not limited to, an appropriate patent 
certification or statement) apply to each listed drug upon which a sponsor relies.

*that the b2 applicant does not own or to which the b2 applicant does not have right of 
reference

5

Meeting Discussion: No further discussion.

Post meeting note, clarification to preliminary comments: Based on the information you’ve 
provided, the initial application fee will probably be one half of the full fee at the time of submission.  This is 

Reference ID: 3639525
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With this application we intend to submit manufacturing data  
(Note: For stability see Section “2.7 Stability Investigations” of this 

MRL). Does the FDA agree?

Meeting Discussion: No further discussion.

Meeting Discussion: No further discussion.
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Phase (EOP2) meeting.  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 labeling review resources on the PLR 
Requirements for Prescribing Information website including:

 The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products 

 Regulations and related guidance documents 
 A sample tool illustrating the format for Highlights and Contents, and 
 The Selected Requirements for Prescribing Information (SRPI) − a checklist of 42 

important format items from labeling regulations and guidances.  

Prior to submission of your proposed PI, use the SRPI checklist to ensure conformance with the 
format items in regulations and guidances. 

MANUFACTURING FACILITIES

To facilitate our inspectional process, we request that you clearly identify in a single location, 
either on the Form FDA 356h, or an attachment to the form, all manufacturing facilities 
associated with your application.  Include the full corporate name of the facility and address 
where the manufacturing function is performed, with the FEI number, and specific 
manufacturing responsibilities for each facility.

Also provide the name and title of an onsite contact person, including their phone number, fax 
number, and email address.  Provide a brief description of the manufacturing operation 
conducted at each facility, including the type of testing and DMF number (if applicable).  Each 
facility should be ready for GMP inspection at the time of submission.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 

 

 

 Food and Drug Administration 

Silver Spring  MD  20993 
 

 

PIND 116,608 
MEETING MINUTES 

 
G. Pohl-Boskamp GmbH & Co. KG 
z. Hd. Babette Reiken 
Director Regulatory Affairs 
Kieler Straße 11 
D-25551 Hohenlockstedt 
Germany 
 
 
Dear Ms. Reiken: 
 
Please refer to your Pre-Investigational New Drug Application (PIND) file for nitroglycerin oral powder 

 
 
We also refer to the meeting between representatives of your firm and the FDA on January 22, 2013.  The 
purpose of the meeting was to discuss the clinical and CMC development program.   
 
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, please call Alexis Childers, Regulatory Project Manager at (301) 796-0442. 
 

 
Sincerely, 
 
{See appended electronic signature page} 

 
Norman Stockbridge, M.D., Ph.D.  
Director 
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 

 
 
Enclosure: 
  Meeting Minutes 
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FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

 
MEMORANDUM OF MEETING MINUTES 

 
Meeting Type: B 
Meeting Category: Pre-IND 
 
Meeting Date and Time: January 22, 2013 9:30-11:00 am 
Meeting Location: Building 22, room 1315 
 
Application Number: PIND 116,608 
Product Name: nitroglycerin oral powder  
Indication: acute relief of an attack or prophylaxis of angina pectoris due to 

coronary artery disease 
Sponsor/Applicant Name: G. Pohl-Boskamp GmbH & Co. KG 
 
 
Meeting Chair:  Norman Stockbridge, M.D., Ph.D.  
 
Meeting Recorder: Alexis Childers, RAC 
 
FDA ATTENDEES 
*Division of Cardiovascular and Renal Products 
Norman Stockbridge, M.D., Ph.D.  Director 
Tom Marciniak, M.D.   Clinical Team Leader 
Khin U, M.D.    Clinical Reviewer 
Philip Gatti, Ph.D.   Pharmacologist 
Al DeFelice, Ph.D.    Pharmacology Team Leader  
Alexis Childers     Regulatory Health Project Manager 
*Office of New Drug Quality Assessment 
Kasturi Srinivasachar, Ph.D.   Chemistry Pharmaceutical Assessment Lead 
*Office of Clinical Pharmacology 
Martina Sahre, Ph.D.    Clinical Pharmacology Reviewer 
Raj Madabushi, Ph.D.   Clinical Pharmacology Team Leader 
*Office of Biostatistics, Division of Biometrics I 
Fanhui Kong, Ph.D.   Statistician 
 
SPONSOR ATTENDEES 
Thomas Wittig     Senior Director Medical & Regulatory Affairs 
Thomas Zimmeck   Director Research & Development 
Michaela Gorath   Medical & Preclinical Advisor 
Babette Reiken    Director Regulatory Affairs 
Laurence J. Downey   Vice President Medical and Scientific Affairs 
Allison Lowry    Director Regulatory Affairs 
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1.0 BACKGROUND 
Nitroglycerin is an established treatment for angina pectoris. G. Pohl-Boskamp GmbH & Co. KG markets 
nitrolingual Pumpspray (NDA 18705).  They are developing a new dosage form as an oral powder for 
sublingual administration. The sponsor would like to discuss the both the clinical and CMC development 
program to ensure adequate support for an NDA submission.     
   
2. DISCUSSION 
 
2.1. General Questions 
 

1. Is the plan to submit a 505(b)(2) application appropriate? 
 

FDA Preliminary Response: It appears from your briefing document that you plan to reference 
your approved NDA 18-705 for Nitrolingual Pumpspray to support approval of your proposed 
application for nitroglycerin oral powder for sublingual administration.  As you are also the 
current owner/applicant for approved NDA 18-705, your reference to that application to support 
your proposed oral powder application does not constitute reliance on our finding of safety and/or 
effectiveness of a listed drug, as pertains to 505(b)(2) applications, but rather on the underlying 
data contained in that application.  Therefore, your nitroglycerin oral powder application would 
be a 505(b)(1) application.  If, however, you intend to rely instead or also on our finding of safety 
and/or effectiveness for a different listed drug and/or published literature which you do not own 
or for which you do not have right of reference, your application may be a 505(b)(2) application.  
Please confirm your plans. 
 
Discussion during meeting: The Division explained that if the sponsor only intends to rely on 
NDA 18-705, for which, they are the current owner/applicant, the application would be a 
505(b)(1). If the sponsor relies on FDA’s findings of safety or effectiveness for any other listed 
drug for which they are not the owner/applicant, or if they intend to rely on literature or studies in 
which they have no right of reference, then the application would be a 505(b)(2). 
 

2. There is no recent in-vitro or in-vivo trial with nitroglycerin oral powder upon which reference 
could be taken. It is planned to conduct a descriptive pharmacokinetic study and an efficacy study 
(ETT study) aiming at an improved exercise tolerance time in a single treadmill study in order to 
claim an acute relief of an attack or prophylaxis of angina pectoris due to coronary artery disease 
as approved indications. Does the Division agree that such a plan is both appropriate and also a 
basis for approval? 

 
FDA Preliminary Response:  This plan is acceptable; however, a single relative bioavailability 
study with your approved Nitrolingual Pumpspray as the reference may be sufficient to achieve 
the intended purpose. We refer you to the Draft Guidance on Nitroglycerin for designing your 
bioavailability study.  The link to the study is provided: 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM201265.pdf 
 
Discussion during meeting: The Division explained that the demonstration of BE is not 
necessary. The relative bioavailability must be characterized with as much precision as possible; 
for example, the SE around the geometric mean ratio should be no more than 20%. Following the 
Draft Guidance on Nitroglycerin for designing your bioavailability study increases the likelihood 
of achieving the desired precision.  .  
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2.2. Study P1208NL Questions 

 
3. Subjects (1): Standard pharmacokinetic descriptions will be obtained only for the dose used in the 

ETT study (see below), but in healthy volunteers – not patients with angina.  Does the Division 
approve such an approach?  

 
FDA Preliminary Response: A single relative bioavailability study with your approved 
Nitrolingual Pumpspray as the reference may be sufficient to achieve the intended purpose.  
 
Discussion during meeting: No additional discussion. 
 

4. Subjects (2): It is planned to include male and female subjects aged between 18 and 45 years; 
female subjects of childbearing potential will only be enrolled provided they are using medically 
adequate contraception. No further limitations are planned e.g. in terms of age or race. Does the 
Division approve this approach?  

 
FDA Preliminary Response: Yes, for subjects enrolled in a relative bioavilability study with 
your approved Nitrolingual Pumpspray as reference. 
 
Discussion during meeting: No additional discussion. 
 

5. Subjects, type (3): It cannot be ruled out that the experimental formulation might yield higher 
than expected plasma concentrations. Subjects will be investigated at screening to be healthy (in 
accordance with conventional criteria including clinical laboratory testing and 12-lead ECG), 
without orthostatic hypotension and without predisposition to or history of vascular headache. 
Does the Division recommend also including further baseline evaluations (e.g. serology for 
hepatitis B and C, alcohol test or urine test for substances of abuse upon recruitment)? 

 
FDA Preliminary Response: Yes, for subjects enrolled in a relative bioavailability study with 
your approved Nitrolingual Pumpspray as reference. 
 
Discussion during meeting: No additional discussion. 
 

6. Medications/treatments: To emphasize the descriptive nature of the pharmacokinetic study, only 
0.4 mg nitroglycerin oral powder will be evaluated. The administration of only one single dose 
(0.4 mg nitroglycerin) is proposed. No control arm is planned. Does the Division agree? 

 
FDA Preliminary Response: We reached no consensus. This will need to be discussed. 
 
Discussion during meeting: No additional discussion. 

 
7. Administration of nitroglycerin oral powder: It is proposed to administer the medications 

according to a strict application protocol. The sponsor proposes to emphasize (and justify) in the 
trial protocol that this mode of administration is an experimental protocol also used in previous 
GTN-investigations carried-out by the sponsor and that this protocol is chosen only to minimise 
undue formulation unrelated variability? Does the Division agree that this precaution does not 
need to result in corresponding limitations in the dosage and administration instructions of future 
labeling if authorisation were to be granted? 
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11. Subjects: It is planned to include adult male and female subjects aged 18 years or older. No 

further limitations are planned e.g. in terms of race, diversity or defining an upper limit of 80 
years. Does the Division agree? 

 
FDA Preliminary Response: Deferred. 
 
Discussion during meeting: No additional discussion. 
 

12. Patient selection (1): At visit 2 all patients will run a single treadmill exercise testing for 
eligibility. Only patients with an angina limited ETT-testing and a ST-segment depression (≥ 1 
mm) at the baseline ETT will continue the study and will be randomized. There will be no 
requirement for 2 exercise tolerance tests to be within 20% of one another at baseline.  Does the 
Division agree with that plan? 

 
FDA Preliminary Response: Deferred. 
 
Discussion during meeting: 
 

13. Patient selection (2): There will be no requirement for patients to be demonstrated nitrate 
responders to enter the randomization phase of the trial. Does the Division agree with that plan? 

 
FDA Preliminary Response: Deferred. 
 
Discussion during meeting: No additional discussion. 
 

14. Criteria & Methods (1): It is proposed to define the primary end point as time to end of ETT-
testing; investigational ETT-testing (visit 3 and 4) is stopped a) upon the patient´s decision or b) 
physician's decision to stop (with or without angina/ECG-changes) – the latter is based on 
common safety criteria acc. to pertinent guidelines. Does the Division agree with that plan? 

 
FDA Preliminary Response: Deferred. 
 
Discussion during meeting: No additional discussion. 
 

15. Criteria & Methods (2): It is proposed to test the mean treatment differences for the primary 
criterion for statistical significance at a 2-sided alpha-level of 0.05 and a power of 90%. Does the 
Division agree that such a plan - a single trial that demonstrates superiority of 0.4 mg nitro-
glycerin oral powder versus placebo - is both appropriate and also a basis for approval? 

 
FDA Preliminary Response: Deferred. 
 
Discussion during meeting: No additional discussion. 
 

16. Criteria & Methods (3): The time to end of ETT-testing (exercise tolerance time, ETT) is 
proposed as primary criterion. It is not planned to carry out any control-ETT without treatment 
within each period. Furthermore, it is not planned to correct the estimates of the mean treatment 
differences for the baseline-ETT. Does the Division agree? 

 
FDA Preliminary Response: Deferred. 
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Discussion during meeting: No additional discussion. 
17. Criteria & Methods (4): Secondary end point will be time to onset of ≥ 1 mm ST-segment 

depression during exercise. Its mean treatment differences will be analyzed in a similar fashion as 
the primary end point and will be tested hierarchically at a 2-sided alpha-level of 0.05, i.e. the 
significance test can only be interpreted in a confirmatory way if a statistical significant 
difference was detected for the primary endpoint. Due to the hierarchical testing procedure no 
adjustment of the type I error is required. Does the Division agree? 

 
FDA Preliminary Response: Deferred. 
 
Discussion during meeting: No additional discussion. 
 

18. Handling missing data: Provided Division agrees to cross-over design, this procedure will require 
a suitable approach to account for subjects who fail to complete the study for the two 
investigational trial treatments/periods. It is proposed to consider an ETT-testing evaluable if a) 
the observations were not confounded by major protocol deviations and b) the ETT was stopped 
either by the physician's or c) the patient's decision (with or without angina). Furthermore, it is 
proposed that patients without evaluable ETT-testing at visit 3 will be replaced. Patients with an 
evaluable ETT-testing for visit 3, but not for visit 4 will not be replaced; for the ITT, the missing 
ETT at visit 4 will be replaced by Last Observation Carried Forward (LOCF) from visit 3. Does 
the Division agree with this proposal? 

 
FDA Preliminary Response: Deferred  
 
Discussion during meeting: No additional discussion. 
 

19. To emphasize the descriptive nature of the above mentioned pharmacokinetic study (study 
identifier P1208NL), although unlikely, it might be that there is no ability to document plasma 
concentrations of the  formulation.  Provided that the 0.4 mg dose is superior to placebo 
with a p<0.05 in the proposed ETT study P1206NL, even if the pharmacokinetic study fails to 
document PK-data of the  the sponsor thinks that there would still be a basis of 
approval.  Does the Division agree? 

 
FDA Preliminary Response: Deferred.  However, please explain this inconsistency in the 
context of the statement in Question 5 in the PK study in healthy volunteers: “It cannot be ruled 
out that the experimental formulation might yield higher than expected plasma 
concentrations…..” 
 
Discussion during meeting: No additional discussion. 

 
2.4. CMC Questions 
 

20. Development: Does the FDA agree with the term ”?  
Would the FDA prefer  “sublingual powder”? 
Would there be consequences the applicant should take into account when choosing the exact 
term? 

 
FDA Preliminary Response: “Sublingual powder” may be acceptable.  However, this has to be 
discussed internally before a final decision can be made.  You will be notified of our 
recommendation before your NDA is submitted. 
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3.0 PREA PEDIATRIC STUDY PLAN 
The Food and Drug Administration Safety and Innovation Act of 2012 changes the timeline for 
submission of a PREA Pediatric Study Plan and includes a timeline for the implementation of these 
changes. You should review this law and assess if your application will be affected by these changes.  If 
you have any questions, please email the Pediatric Team at Pedsdrugs@fda.hhs.gov. 
  
4.0 DATA STANDARDS FOR STUDIES 
CDER strongly encourages IND sponsors to consider the implementation and use of data standards for 
the submission of applications for investigational new drugs and product registration.  Such 
implementation should occur as early as possible in the product development lifecycle, so that data 
standards are accounted for in the design, conduct, and analysis of clinical and nonclinical studies. CDER 
has produced a web page that provides specifications for sponsors regarding implementation and 
submission of clinical and nonclinical study data in a standardized format.  This web page will be updated 
regularly to reflect CDER's growing experience in order to meet the needs of its reviewers.  The web page 
may be found at: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/ElectronicSub
missions/ucm248635.htm 
 
4.0 ISSUES REQUIRING FURTHER DISCUSSION 
None. 
 
5.0 ACTION ITEMS 
None. 
6.0 ATTACHMENTS AND HANDOUTS 
None. 
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