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ACTION PACKAGE CHECKLIST 

APPLICATION INFORMATION1

NDA #   201656 NDA Supplement #   N/A If NDA, Efficacy Supplement Type:   N/A
(an action package is not required for SE8 or SE9 supplements)

Proprietary Name:   NOCTIVA
Established/Proper Name:  desmopressin
Dosage Form:          nasal spray

Applicant:  Serenity Pharmaceuticals
Agent for Applicant (if applicable):  N/A

RPM:  Nenita Crisostomo Division: Division of Bone, Reproductive and Urologic Products

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 March 3, 2017, after a 3-month  review extension   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 This is not an accelerated approval.

  Received
This is not an accelerated 
approval.

 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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 RPM Filing Review4/Memo of Filing Meeting (indicate date of each review)
 All NDA 505(b)(2) Actions: Date each action cleared by 505(b)(2) Clearance Committee 

3/1/17

10/26/16

 NDAs/NDA supplements only:  Exclusivity Summary (signed by Division Director)   Completed  (Do not include)

 Application Integrity Policy (AIP) Status and Related Documents  
http://www fda.gov/ICECI/EnforcementActions/ApplicationIntegrityPolicy/default htm  

 Applicant is on the AIP   Yes       No

 This application is on the AIP

o If yes, Center Director’s Exception for Review memo  (indicate date)

o If yes, OC clearance for approval (indicate date of clearance 
communication)

  Yes       No

     

               Not an AP action

 Pediatrics (approvals only)
 Date reviewed by PeRC   9/28/16

If PeRC review not necessary, explain:       

 Breakthrough Therapy Designation   N/A

 Breakthrough Therapy Designation Letter(s) (granted, denied, an/or rescinded)      

 CDER Medical Policy Council Breakthrough Therapy Designation 
Determination Review Template(s) (include only the completed template(s) and 
not the meeting minutes)

     

 CDER Medical Policy Council Brief – Evaluating a Breakthrough Therapy 
Designation for Rescission Template(s) (include only the completed template(s) 
and not the meeting minutes) 

(completed CDER MPC templates can be found in DARRTS as clinical reviews or on 
the MPC SharePoint Site)

     

4 Filing reviews for scientific disciplines are NOT required to be included in the action package.
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 Outgoing communications: letters, emails, and faxes considered important to include in 
the action package by the reviewing office/division (e.g., clinical SPA letters, RTF letter, 
Formal Dispute Resolution Request decisional letters, etc.) (do not include OPDP letters 
regarding pre-launch promotional materials as these are non-disclosable; do not include 
Master File letters; do not include previous action letters, as these are located elsewhere 
in package)

2/16/16
3/16/16 – 2
3/19/16
3/30/16
4/12/16
4/15/16
4/25/16
4/27/16
5/3/16
5/5/16
5/27/16
6/20/16
6/22/16
6/24/16
6/28/16
7/11/16
7/22/16 – 2
7/25/16
8/5/16
8/11/16
8/12/16
8/21/16
8/23/16
9/6/16
9/9/16
9/12/16
9/13/16 – 2
9/22/16
10/3/16
10/21/16
10/28/16 - 2
11/2/16 - 2
11/4/16
11/16/16 – 2
11/18/16
11/23/16 – 2
12/5/16
12/7/16
12/8/16
1/9/17
1/26/17
1/27/17
2/2/17
2/13/17
2/17/17
2/24/17
3/1/17- 2

 Internal documents: memoranda, telecons, emails, and other documents considered 
important to include in the action package by the reviewing office/division (e.g., 
Regulatory Briefing minutes, Medical Policy Council meeting minutes)

     

 Minutes of Meetings

 If not the first review cycle, any end-of-review meeting (indicate date of mtg)   N/A or no mtg         
 Pre-NDA meeting (indicate date of mtg) 7/28/10
 EOP2 meeting (indicate date of mtg) 2/19/09           

 Mid-cycle Communication (indicate date of mtg)   N/A         

 Late-cycle Meeting (indicate date of mtg)   N/A         
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Clinical Microbiology                  None
 Clinical Microbiology Team Leader Review(s) (indicate date for each review)   No separate review       

Clinical Microbiology Review(s) (indicate date for each review) See Product Quality Review, 
2/15/17

Biostatistics                                   None
 Statistical Division Director  Review(s) (indicate date for each review)   No separate review        

Statistical Team Leader Review(s) (indicate date for each review)   No separate review        

Statistical Review(s) (indicate date for each review) Filing:  3/25/16
Final:  1/11/17

Clinical Pharmacology                 None
 Clinical Pharmacology Division Director Review(s) (indicate date for each review)   No separate review        

Clinical Pharmacology Team Leader Review(s) (indicate date for each review)   No separate review        

Clinical Pharmacology review(s) (indicate date for each review) Filing:  3/25/16
Final:  1/18/17

 OSI Clinical Pharmacology Inspection Review Summary (include copies of OSI letters)   None requested        

Nonclinical                                     None
 Pharmacology/Toxicology Discipline Reviews

 ADP/T Review(s) (indicate date for each review) 9/16/16

 Supervisory Review(s) (indicate date for each review)   No separate review       

 Pharm/tox review(s), including referenced IND reviews (indicate date for each 
review)

Filing:      3/28/16
Final:       8/31/16
Final, revised:    10/7/16    

 Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date 
for each review)

Referenced review dated 10/17/06, 
under IND , by Herman 
Rhee 

 Statistical review(s) of carcinogenicity studies (indicate date for each review)   No carc         

 ECAC/CAC report/memo of meeting

  None    11/2/15 request under 
IND 76667 for Carcinogenicity 
waiver granted, included in P/T 
review, page31

 OSI Nonclinical Inspection Review Summary (include copies of OSI letters)   None requested         

Product Quality                             None
 Product Quality Discipline Reviews6

 Tertiary review (indicate date for each review)   None        

 Secondary review (e.g., Branch Chief) (indicate date for each review)   None        

 Integrated Quality Assessment (contains the Executive Summary and the primary 
reviews from each product quality review discipline) (indicate date for each 
review)

Filing:  9/12/16
IQA:  2/15/17
IQA, addendum:  2/24/17

 Reviews by other disciplines/divisions/Centers requested by product quality review team 
(indicate date of each review)

   
See IQA dated 2/15/17
Drug Substance: 9/7/16

6  Do not include Master File (MF) reviews or communications to MF holders. However, these documents should be made available 
upon signatory request.
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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)

  No changes
  New patent/exclusivity (Notify 

CDER OND IO)

 Finalize 505(b)(2) assessment   Done

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

  N/A
(Send email to CDER OND IO)

 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 

  Done

 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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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  March 1, 2017

TO:  Memo to File

THROUGH:  

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Clinical Information Request – Glucocorticoids

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LL via 
email on March 1, 2017.
_____________________________________________
From: Crisostomo, Nenita 
Sent: Wednesday, March 01, 2017 4:01 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA201656 desmopressin: Clinical Information Request: Glucocorticoids

Hi Linda,

Below are questions from the review team.  Please email to me your response as soon as possible 
today.

 Why did you exclude patients on oral or inhaled glucocorticoids from your trials?
 What is the scientific basis for increased risk of hyponatremia when glucocorticoids are 

used with desmopressin products? 

Thank you,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875

Reference ID: 4063199
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
DATE:    March 1, 2017 
 
TO:     Memo to File 
 
FROM:    Nenita Crisostomo – Regulatory Health Project Manager 
 
SUBJECT:    Clinical Information Request – Information for Use 
 
APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray 
 
This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LL via 
email on March 1, 2017. 
_____________________________________________ 
From: Crisostomo, Nenita  
Sent: Wednesday, March 01, 2017 3:17 PM 
To: Linda Cheng (lcheng@serenitypharma.com) 
Subject: NDA201656 desmopressin: FDA edits on IFU 
 
Hi Linda, 
 
Attached is the Information for Use labeling that contains our additional edits.  For our 
immediate review, please email to me you response as soon as possible today, while enroute for 
official submission.  In the cover letter of your official submission, please note that the version 
that you are submitting remains unchanged from the emailed version.  This will allow us to 
officially review your emailed version. 
 
The Medication Guide and the Package Insert will soon to follow. 
 
If you have any questions, please feel free to contact me. 
 
Thank you, 
Nita 
 
Nenita Crisostomo, R.N. 
Regulatory Health Project Manager 
Division of Bone, Reproductive and Urologic Products 
Center for Drug Evaluation and Research 
Ph:  301-796-0875 
 

Reference ID: 4063252
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
DATE:    February 24, 2017 
 
TO:     Memo to File 
 
FROM:    Nenita Crisostomo – Regulatory Health Project Manager 
 
SUBJECT:    Information Request, Package Insert – FDA Edits #3 
 
APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray 
 
This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LLC via 
email on February 24, 2017. 
 
 
From: Crisostomo, Nenita  
Sent: Friday, February 24, 2017 12:08 PM 
To: Linda Cheng (lcheng@serenitypharma.com) 
Subject: NDA 201656 desmopressin: Package Insert - FDA Edits  
 
Hi Linda, 
 
Attached is the Package Insert containing our recommendations.  While enroute for official 
submission, please email to me your revised version of the labeling as soon as possible, or by 
close of business on Monday, February 27, 2017.  Please indicate on the cover letter of your 
submission that what is being submitted is the exact version as what is being sent via email.  This 
will allow us to officially review your emailed document. 
 
If you have any questions, please feel free to contact me. 
 
Best Regards, 
nita 
 
Nenita Crisostomo, R.N. 
Regulatory Health Project Manager 
Division of Bone, Reproductive and Urologic Products 
Center for Drug Evaluation and Research 
Ph:  301-796-0875 
 

Reference ID: 4060914
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  February 17, 2017

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Information Request – DMEPA: Human Factors, IFU, Carton labeling

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LL via 
email on February 17, 2017, as follows:

From: Crisostomo, Nenita 
Sent: Friday, February 17, 2017 1:09 PM
To: 'Linda Cheng'
Subject: RE: NDA 201656 NOCTIVA (desmopressin): DMEPA Information Request - Human Factors, IFU, 
Carton labeling

Hi Linda,

Just to clarify, the second request refers to a change on the top flap, i.e., consider revising the 
statement “IMPORTANT: Read Enclosed Instructions for Use Before Using” to read 
“IMPORTANT: Read enclosed instructions”.

Thank you,
nita

From: Crisostomo, Nenita 
Sent: Friday, February 17, 2017 1:03 PM
To: 'Linda Cheng'
Subject: RE: NDA 201656 NOCTIVA (desmopressin): DMEPA Information Request - Human Factors, IFU, 
Carton labeling

Hi Linda,

The previous request below pertains to the side panel to be revised to the clearer language:  
“IMPORTANT: Read enclosed instructions for dosing, priming, and re-priming information” or 
“IMPORTANT: Before using read enclosed instructions for dosing, priming, and re-priming 
information”.

Reference ID: 4058380



In addition, consider revising the statement “IMPORTANT: Read Enclosed Instructions for Use 
Before Using” to read “IMPORTANT: Read enclosed instructions”.

Thank you so much,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875

From: Linda Cheng [mailto:lcheng@serenitypharma.com] 
Sent: Friday, February 17, 2017 12:43 PM
To: Crisostomo, Nenita
Subject: RE: NDA 201656 NOCTIVA (desmopressin): DMEPA Information Request - Human Factors, IFU, 
Carton labeling
Importance: High

Dear Nita:

This is to capture our discussion this morning to seek clarification on the top flap of the carton 
label.  Based on the request below concerning the “IMPORTANT” message on the top flap of 
the carton label, it is our understanding that DMEPA accepts the language as stated in the 
attached document.  If on the other hand,  DMEPA wants the language on the top flap to be the 
same as suggested for the side panel, we want to indicate that there is no enough room to put all 
the verbiage on the top flap without shrinking the font size on the message.

For clarity, Serenity accepts DMEPA’s request concerning the suggested language on the side 
panel. We will update the language as proposed accordingly. 

Regards,

Linda 

Linda Cheng
V-P, Project Management
Serenity Pharmaceuticals, LLC
120 North Main Street
Suite 400
New City, New York  10956

Phone: 845-639-6760, Ext. 11

Reference ID: 4058380



Fax:     845-639-1703

lcheng@serenitypharma.com

This transmission may contain proprietary or confidential information belonging to Serenity 
Pharmaceuticals, LLC and is only for review and use by the intended recipient.  Access by anyone else is 
unauthorized.  Any unauthorized reader is hereby notified that any review, use, dissemination, disclosure 
or copying of this information, or any act or omission taken in reliance on it, is prohibited and may be 
unlawful.  If you received this transmission in error, please notify the sender immediately.  Thank you.

From: Crisostomo, Nenita [mailto:Nenita.Crisostomo@fda.hhs.gov] 
Sent: Friday, February 17, 2017 11:07 AM
To: Linda Cheng <lcheng@serenitypharma.com>
Subject: NDA 201656 NOCTIVA (desmopressin): DMEPA Information Request - Human 
Factors, IFU, Carton labeling

Hi Linda,

We refer to your January 13, 2017, submission containing the Human Factors study data.  We 
have completed our review and we recommend implementation of the changes below prior to 
approval of this supplement. These modifications will not require additional human factors 
testing: 

A. Instructions for Use (IFU)

1. You propose that the IFU be limited to one page to minimize the risk that users 
may overlook or do not read important steps to use your product safely and 
effectively.   We agree with your proposal.  Alternatively, if it is necessary to use 
more than one page, we agree to your inclusion of a ‘cue’ to the reader to indicate 
that there is additional information on subsequent pages.

2. We recognize that the information about priming and re-priming is critical, and 
three of the study participants in the HF validation study 2 did not notice these 
instructions. We notice that, as currently presented, the font weight and size of the 
statements for priming and re-priming are identical to that for non-critical 
information.   We recommend you improve the prominence of these statements 
further by bolding them or by other means.  

3. Please address the following beginning with the box titled “Before your first use”: 

a.     As proposed, the headings used do not accurately reflect the contents of the 
sections.  In particular, the heading “Before your first use” does not 
sufficiently convey that this section of the IFU also includes instructions for 
preparing the device for priming as well as for the priming step.   Your study 
results indicated that three study participants in the HF validation study 2 did 
not notice the priming instructions and two study participants in the HF 
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validation study 2 did not perform the priming steps correctly.  We suggest 
you consider revising the headings to better reflect the section contents.  For 
example, revise the heading (which appears in the box with Figure B) “Before 
your First Use” to read “Before your first use, follow these instructions to 
prime the product”.  

b.     In addition, we ask that you modify this section to include a step number prior 
to each statement.   For example, the statement “Pull the cap off and set aside” 
should be preceded by the statement ‘Step 1’.

4. The specific statement on how to prime the nasal spray prior to use is unclear.  
The inability to properly prime the device may lead to the risk of under-dosing.  
We recommend you consider revising the language in the IFU from “Pump the 
nasal applicator 5 times by squeezing your fingers and thumb together (see Figure 
E)” to read “Completely press the nasal applicator 5 times by squeezing your  . . 
.”

5. Please address the following regarding the instructions contained in the re-
priming section of the IFU: 

a.     Based on the study results, we find that these instructions are not clear and 
may lead to wrong technique errors resulting in under dosing and reduced 
efficacy.  We recommend that you consider changing the language from 
“ ” to read “Completely pump the nasal applicator 2 
times” to minimize the risk of under-dosing when re-priming.

b.     The re-priming section lacks instructions to inform the user of actions to take 
in the event of a missed dose.  One participant in the HF validation study 2 
administered two doses in one day to make up for a missed dose.  Given the 
criteria for re-priming (non-use for over 3 days), we are concerned that users 
may decide to give multiple doses.  To mitigate such errors, we recommend 
the inclusion of a statement in the re-priming section of the IFU which 
instructs the user on what actions to take if a dose is missed.   Consider adding 
the following statement or something similar:  “If a dose is missed, you should 
not double the dose at the next use”.   This statement should follow the 
statement: “If you do not use Noctiva for more than 3 days, you will need to 
re-prime . . .”

B. Carton labeling

1. Based on participant feedback, the instructions on the carton labeling are not clear 
and may be misinterpreted.   We agree with your proposed language for inclusion 
on the carton labeling and on the top flap to instruct the user to access the IFU.   
For more clarity, consider revising the statement “IMPORTANT: Read enclosed 
instructions  for dosing, priming, and re-priming information” to read 
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“IMPORTANT: Read enclosed instructions for dosing, priming, and re-priming 
information” or “IMPORTANT: Before using read enclosed instructions for 
dosing, priming, and re-priming information”.

Please submit your response on or before 12Noon on Tuesday, February 21, 2017.  If you have 
any questions, please feel free to contact me.

Thank you,
nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  February 13, 2017

TO:  Memo to File

FROM:  Nenita Crisostomo, Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products

SUBJECT:  Clinical Pharmacology Information Request:  Postmarketing Requirement

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin acetate) Nasal Spray

This Memorandum documents to Information Request sent to Serenity Pharmaceuticals via 
email on January 9, 2017, as follows:

From: Crisostomo, Nenita 
Sent: Monday, January 09, 2017 2:48 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: RE: NDA 201656 desmopressin: PMR

Dear Linda,

Please propose a synopsis of your study plan for the PMR below.  Please include milestone dates 
(month/year) as follows:

 Final Protocol Submission:
 Study Completion:
 Final Report Submission:

If you have any questions, please feel free to contact me.

Best Regards,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875

Reference ID: 4055344
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  February 13, 2017

TO:  Memo to File

FROM:  Nenita Crisostomo, Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products

SUBJECT:  Product Quality Information Request:  Carton/Container Labeling

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin acetate) Nasal Spray

This Memorandum documents to Information Request sent to Serenity Pharmaceuticals via 
email on February 13, 2017, as follows:

From: Crisostomo, Nenita 
Sent: Monday, February 13, 2017 11:07 AM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA 201656 NOCTIVA (desmopressin): Product Quality Information Request - 
Carton/Container labeling

Hi Linda,

We refer to your February 9, 2017, submission of the carton/container labeling in response to our 
February 2, 2017 recommendations.  Below is a request from our Product Quality Team for 
further revision of the labeling:

Revise the established name presentation from  to 
“(desmopressin acetate) Nasal Spray” in the carton labels.  Make sure the established name 
presentations are consistent in both container and carton labels.  

Please submit your response as soon as possible, at the latest, by close of business on February 
14, 2017.

Thank you,
Nita
Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875

Reference ID: 4055355
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
DATE:  2/2/2017 
 
TO:  Linda Cheng 
 
THROUGH: Sarah Harris, Safety RPM, DMEPA; Denise Baugh, DMEPA 

 
FROM:  Jennifer Dao 
 
SUBJECT:  NDA 201656 Noctiva (desmopressin) Carton and Container Label Information 
Request 
 
APPLICATION/DRUG:  (desmopressin) 
 
This email was sent to the sponsor to through DMEPA to send comments regarding the Carton 
and Container Label submitted on 12/1/16. 
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From: Dao, Jennifer
To: "Linda Cheng"
Cc: Mercier, Jennifer L; Crisostomo, Nenita; Roule, Jeannie
Subject: RE: NDA 201656 Noctiva (desmopressin) Carton and Container label Information Request
Date: Friday, February 03, 2017 10:21:46 AM

Yes, the IR is based on the attached carton and container labels.
 
Thanks,
Jennifer
 

From: Linda Cheng [mailto:lcheng@serenitypharma.com] 
Sent: Thursday, February 02, 2017 5:32 PM
To: Dao, Jennifer
Cc: Mercier, Jennifer L; Crisostomo, Nenita
Subject: RE: NDA 201656 Noctiva (desmopressin) Carton and Container label Information Request
 
Dear Jennifer:
 
We are in receipt of the IR.  Just want to confirm that the below IR was generated based on the
review of the attached carton and vial labels submitted under Serial 0048 on 12-1-16.
 
Regards,
 
Linda
 
Linda Cheng
V-P, Project Management
Serenity Pharmaceuticals, LLC
120 North Main Street
Suite 400
New City, New York  10956
 
Phone: 845-639-6760, Ext. 11
Fax:     845-639-1703
 
lcheng@serenitypharma.com
 
This transmission may contain proprietary or confidential information belonging to Serenity
Pharmaceuticals, LLC and is only for review and use by the intended recipient.  Access by anyone else
is unauthorized.  Any unauthorized reader is hereby notified that any review, use, dissemination,
disclosure or copying of this information, or any act or omission taken in reliance on it, is prohibited and
may be unlawful.  If you received this transmission in error, please notify the sender immediately. 
Thank you.
 

From: Dao, Jennifer [mailto:Jennifer.Dao@fda.hhs.gov] 
Sent: Thursday, February 02, 2017 4:35 PM
To: Linda Cheng <lcheng@serenitypharma.com>
Cc: Mercier, Jennifer L <Jennifer.Mercier@fda.hhs.gov>; Crisostomo, Nenita
<Nenita.Crisostomo@fda.hhs.gov>
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Subject: NDA 201656 Noctiva (desmopressin) Carton and Container label Information Request
 
Hello Ms. Cheng,
 
We have the following information requests for the NDA mentioned above regarding the Carton and
Container labeling:

1.        There is a lack of differentiation between the two strengths on the container
label and carton labeling. The strength statements for both strengths have

 presentations 
which may result in wrong strength errors. Revise the  so that

the strength appears  does not overlap with
 the trade dress. Alternatively, you may consider 

 other means to better differentiate between the
strengths. We recommend this revision to improve upon the strength
differentiation and to increase the prominence of the strength statement.

2.        The established name (desmopressin acetate) lacks prominence commensurate
with the proprietary name (Noctiva). Increase the prominence of the
established name taking into account all pertinent factors, including typography,
layout, contrast, and other printing features in accordance with 21 CFR
201.10(g)(2). We recommend you revise the established name to be at least half
the size of the proprietary name in accordance with 21 CFR 201.10(g)(2).

 

Please submit your response to the NDA by February 9th. Please confirm the receipt.
 
 
Thank you,
Jennifer

Reference ID: 4051098
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  1/27/2017

TO:  Linda Cheng, Serenity Pharma

THROUGH:  Suresh Kaul, M.D., Martin Kauffman, M.D., Denise Baugh

FROM:  Jennifer Dao

SUBJECT:  NDA 201656 Clinical Information Request

APPLICATION/DRUG:  NDA 201656 Noctiva (desmopressin) nasal spray

This was a clinical information request sent by the clinical review team and DMEPA.

From: Dao, Jennifer
To: lcheng@serenitypharma.com
Cc: Crisostomo, Nenita
Subject: NDA 201656 Noctiva (desmopressin) Information Request
Date: Friday, January 27, 2017 8:22:36 AM

Hello Ms. Cheng,

Please refer to your New Drug Application submitted for Noctiva (desmopressin) nasal spray. 
Listed below are Information Request from our Clinical Team:

· In DB3 and DB4 subjects had baseline serum sodium assessments during Screening and 
at the Day 1 visit. Provide an analysis of the number of subjects who were screen failures 
based on baseline sodium concentrations (e.g., how many patients had 1 normal sodium 
and 1 low sodium, etc).

· Provide a subgroup analyses of the primary endpoints for the 0.75 mcg dose in subjects 
65 years of age or older with nocturnal polyuria for DB3 and for DB4.

We also refer to your Human Factors re-validation study report for NDA 201656 Noctiva
(desmopressin acetate) nasal spray submitted January 13, 2017. Your submission includes 
several versions of your Instructions for Use (IFU) presented in two different formats. For 
example, the submission includes a single page IFU on page 126, a multiple page prior IFU on 
page 183, a revised IFU on page 186, and a multiple page recommended changes IFU on page 
192. We are unclear regarding the version of IFU used during your validation study and what 
you intend to market with your combination product. We ask that you clarify the following for 

Reference ID: 4047365



your Noctiva nasal spray product:
· State which version of the IFU was used in your validation study.
· State which version of the IFU you intend to market.
· To better inform our review of your human factors validation study results, inform us on 

what specific page of your submission we may locate these IFU’s .
·

We ask for a reply no later than COB January 30, 2017. Please confirm the receipt.

Thank you,
Jennifer Dao
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  1/26/2017

TO:  Linda Cheng, Serenity Pharma

THROUGH:  Christine Nguyen

FROM:  Jennifer Dao

SUBJECT:  NDA 201656 PMR Information Request

APPLICATION/DRUG:  NDA 201656 Noctiva (desmopressin) nasal spray

This information request was sent regarding the milestones for their PK PMR.

From: Dao, Jennifer
Sent: Thursday, January 26, 2017 2:09 PM
To: 'lcheng@serenitypharma.com'
Cc: Crisostomo, Nenita
Subject: NDA 201656 Noctiva (desmopressin) PMR Information Request

Hello Ms. Cheng,

I will be covering for Nita while she is on leave. We refer you to the amendment dated 
January 17, 2017, submitted to NDA 210656. This amendment contained your proposed study 
synopsis and milestone dates for a postmarket required pharmacokinetic study of SER120 to 
compare systemic exposures of two sprays of 0.83 mcg and one spray of 1.66 mcg in healthy 
subjects. The protocol is under review; however, we noted that the study milestone dates should 
be revised to the following schedule:

Final Protocol: September 2017
Study Completion: March 2018
Final Study Report: September 2018

Please submit an amendment to NDA 210656, indicating your agreement with these three key 
milestone dates.
Please confirm the receipt. We will also be sending a clinical information request to you shortly.
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Thank you,

Jennifer Dao
Regulatory Health Project Manager
Division of Bone, Reproductive, and Urologic Products
Center for Drug Evaluation and Research
Food and Drug Administration
Email: Jennifer.dao@fda.hhs.gov
Phone: 301-796-8189
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MEMORANDUM          DEPARTMENT OF HEALTH AND HUMAN SERVICES
    PUBLIC HEALTH SERVICE

         FOOD AND DRUG ADMINISTRATION
         CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  December 8, 2016

TO:  Memo To File

FROM:  Nenita Crisostomo, Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products

SUBJECT:  DMPP Information Request: MedGuide, IFU

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo documents the DMPP Information Request sent to Serenity Pharmaceuticals on 
December 8, 2016, via email, as follows:
________________________________________

From: Crisostomo, Nenita 
Sent: Thursday, December 08, 2016 5:26 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA 201656 desmopressin: Additional edits to the IFU and MG, HF protocol

Hi Linda,

As we discussed over the phone a few minutes ago, here are additional revisions to the labeling:

Information for Use:

 On Page 5, Storage section, 3rd bullet, the last sentence should read as follows:    Write 
the date the bottle  is opened on the bottle label. 

Medication Guide:

 On Page 2, How should I store NOCTIVA? section, the last sentence should read:  Write 
the date the bottle is opened on the bottle label. 

Also, I have been informed by DMEPA that there are no further comments on the Human 
Factors protocol.

Reference ID: 4025870
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Thank you and have a great evening,
nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM          DEPARTMENT OF HEALTH AND HUMAN SERVICES
    PUBLIC HEALTH SERVICE

         FOOD AND DRUG ADMINISTRATION
         CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  December 7, 2016

TO:  Memo To File

FROM:  Nenita Crisostomo, Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products

SUBJECT:  CMC Information Request: Re-Priming

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo documents the CMC Information Request sent to Serenity Pharmaceuticals on 
November 18, 2016, via email, as follows:
________________________________________

From: Crisostomo, Nenita 
Sent: Friday, November 18, 2016 4:09 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA201656 desmopressin: Response to 11/17/16 submission re: Re-priming

Hi Linda,

We have reviewed your November 17, 2016, submission in response to our November 16, 
2016, Information Request regarding strength statements and re-priming and we have the 
following comments and recommendations:
  

 The data submitted in report TTP-SFU-M0043, Product Characterization: Effect of Priming and 
Re-priming Study for Desmopressin Acetate Nasal Spray (SER-120) dated February 25, 2015, 
suggest that re-priming is not necessary for product stored, unused at  days.  
Nevertheless, there is a clear trend that shot weight decreases when unused for  
days.

The data, albeit limited, from the in-use stability study, however, consistently showed a 
larger decrease in shot weight when stored unused at room temperature for days.  No 
explanation for this observation was provided.   It is unknown if shot weight continues 
to decrease when product is stored unused at room temperature for longer than days.

In the absence of evidence that re-priming of product stored unused at room 
temperature for more than days is not necessary, labeling should include directions 
for re-priming.  

Reference ID: 4024349
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Subsequent to approval, you may submit a supplemental NDA, with supporting data, to 
remove the language about re-priming.

 
Please submit your response to the NDA by Monday, before 12 Noon. 

Thank you so much and have a great weekend!
--nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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“Each 0.1 mL contains: desmopressin acetate 1.66 mcg (equivalent to 1.5 mcg 
desmopressin)”. 
 

2. Revise the Storage condition statement on the immediate container labels from  

 
to 
 
“Storage: Store at 20°C to 25°C (68°F to 77°F) after opening. 

Discard the unused portion after 60 days from opening. 

Date of First Opening __/__/__.” 
 
Please submit your response to the Electronic Document Room as soon as possible.  Please be 
reminded that the final agreed-upon labeling must be received by the Division before you start the 
Human Factors Study.  We will update you regarding the Human Factors protocol if further 
comments will be forthcoming to you. 
 
Please feel free to contact me if you have any questions. 

Thank you, 
Nita 
 
Nenita Crisostomo, R.N. 
Regulatory Health Project Manager 
Division of Bone, Reproductive and Urologic Products 
Center for Drug Evaluation and Research 
Ph:  301-796-0875 
 

Reference ID: 4024354
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
DATE:    December 7, 2016 
 
TO:     Memo to File 
 
FROM:    Nenita Crisostomo – Regulatory Health Project Manager 
 
SUBJECT:    Information Request – Medication Guide:  FDA Edits #2 
 
APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray 
 
This Memo is to document the recommendations to revise the Medication Guide sent to Serenity 
Pharmaceuticals, LLC via email on December 5, 2016. 
 
 
From: Crisostomo, Nenita  
Sent: Monday, December 05, 2016 2:05 PM 
To: 'Linda Cheng' 
Subject: NDA 201656 desmopressin: MedGuide - FDA Edits #2 
 
Hello Linda, 
 
We refer to your submission dated December 2, 2016, containing your responses to our 
November 23, 2016, Advice letters containing our recommendations to the Human Factors 
protocol, Information for Use, container/carton labeling and Medication Guide.  
 
Attached is the Medication Guide containing our additional recommendations in response to your 
December 2, 2016, comments (also emailed on November 28, 2016).  If you have additional 
revisions to this version, please accept all of our revisions and mark your additional edits and 
comments on the document using Track Changes command (not strikethroughs and underlines) 
and submit both CLEAN and MARKED copies, both in WORD and PDF versios.   Likewise, if 
you agree with our recommendations, please accept all of our edits and submit clean copy, both 
in WORD and PDF versions, to EDR.   
 
As stated in the document, please note that there may be further edits to the Medication Guide as 
the review of the Package Insert progresses.   
 
The other documents are currently under review and we will let you know of any further 
comments.   If you have any questions, please feel free to contact me. 
 
Thank you, 
Nita 

Reference ID: 4024350



 
Nenita Crisostomo, R.N. 
Regulatory Health Project Manager 
Division of Bone, Reproductive and Urologic Products 
Center for Drug Evaluation and Research 
Ph:  301-796-0875 
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  November 29, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Information Request – DMEPA
                Repeat Human Factors study data for validation of revised IFU

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LL via 
email on October 28, 2016, as follows:

From: Crisostomo, Nenita 
Sent: Friday, October 28, 2016 3:21 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA 201656 NOCTIVA (desmopressin) - DMEPA Information Requests: Human Factors Study 
Results

Hi Linda,

We refer to your submission dated and received September 26, 2016, containing your Human 
Factors summative validation study.  After review of your submission, the Division of 
Medication Error Prevention and Analysis have the following information requests:

 Your human factors (HF) validation study results showed multiple risk-related use 
errors: failure to properly prime the product (for first use only), failure to read and 
understand the Instructions for Use, and failure to hold the bottle upright (or at slight 
tilt from vertical) during administration.  Based on these results, you determined to 
modify the Instructions for Use (IFU) to address the use errors seen in the study.  
However, you have not submitted additional validation data to demonstrate that the 
changes to the IFU effectively address the use errors and do not introduce new risks.  
We ask that you perform an additional simulated-use HF validation study with at least 
15 representative users per distinct user group performing tasks necessary to deliver the 
product. Given our timeline, we ask that you submit the additional simulated-use HF 
validation study data no later than Monday, November 28, 2016.  

Reference ID: 4020332



If you have any questions, please feel free to contact me.

Have a great weekend!
--nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  November 29, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Information Request – DMEPA
                Human Factors and IFU

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document an email sent to Serenity Pharmaceuticals, LL on November 4, 2016, 
regarding human factors protocol and Information for Patient.

From: Crisostomo, Nenita 
Sent: Friday, November 04, 2016 11:26 AM
To: 'Linda Cheng'
Subject: NDA 201656 desmopressin: Human Factors Study - Protocol and IFU

Hi Linda,

Please provide an update as to when you will be submitting the protocol for your new Human 
Factors validation study.  Please note that your revised Instructions for Use (IFU) that you plan 
to test in the Human Factors study should be included with the protocol.

Please submit these documents officially to the Electronic Document Room.

If you have any questions, please feel free to contact me.

Thank you,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  November 23, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Information Request, Biostatistics – Bar Plots:  Mean Reduction on 
Nocturic Voids and INTU Overall Impact Scores Bar Graphs

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LLC via 
email on October 3, 2016, regarding the bar plots of the mean reduction on nocturic voids and 
INTU overall impact scores.

_____________________________________________
From: Crisostomo, Nenita 
Sent: Monday, October 03, 2016 2:46 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: RE: NDA 201656 desmopressin: Biostatistics Information Requests - Bar plots 

Hi Linda,

As we discussed over the phone, here is the clarification:

Below is the SAS code that defines the categories for Mean Reduction in Nocturic Episodes. 

if chg>=0 then reduction_c='No Reduction';
else if 0>chg>-1  then reduction_c='0< to <1';
else if -2<chg<=-1 then chg c='1<= to <2';
else if -3<chg<=-2 then chg_c='2<= to <3';
else if -4<chg<=-3 then chg_c='3<= to <4';
else if -5<chg<=-4 then chg c='4<= to <5';
else if .<chg<=-5 then chg_c='>=5';

The reduction in INTU overall impact score categories are defined in a similar way with respect 
to “<=” and “<”. 

This request for verification is only for the 1.5 mcg group; not needed for the .75 mcg group.

If you need further clarification, please do not hesitate to call.

Reference ID: 4018398



Thank you,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875

_____________________________________________
From: Crisostomo, Nenita 
Sent: Monday, October 03, 2016 9:16 AM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA 201656 desmopressin: Biostatistics Information Requests - Bar plots 

Hi Linda,

Below is an Information Request from our Biostatistics Team.  Please provide your response by 
or before close of business on October 4, 2016.

 Please verify the numbers on the three bar plots, as attached. 

The Y-axis is for the percentage of subjects in each defined category on X-axis by 
treatment group (ITT population). The X-axis is the categories defined based on the 
reduction on the nocturic episodes from baseline and reduction (for Study DB3 and DB4) 
on INTU overall impact score from baseline (Study DB4 only), respectively. 

Reference ID: 4018398



 
Please feel free to contact me for any questions.

Thank you,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  November 23, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Information Request, Biostatistics – CDF Plot of Nocturic Episodes

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LLC via 
email on November 2, 2016.

From: Crisostomo, Nenita 
Sent: Wednesday, November 02, 2016 1:18 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: RE: NDA201656 desmopressin: Biostatistics Information Request - CDF plot of nocturic 
episodes

Hello Linda,

Thank you so much for your call earlier, inquiring the clarification of the request below.

Yes, it is similar to Figure 2 and 3 in the 8/16 submission.  However, the resolution of the graphs 
in that submission is too low.  This needs to be fixed in the current request.  Please be reminded 
that the study population should be restricted to ITT nocturnal polyuria patients.  

If you have any further questions, please feel free to contact me.

Best Regards,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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From: Crisostomo, Nenita 
Sent: Wednesday, November 02, 2016 12:40 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA201656 desmopressin: Biostatistics Information Request - CDF plot of nocturic episodes

Hi Linda,

Below is an Information Request from the biostatistics Team:

 Please create a CDF plot for mean change of nocturic episodes per night by treatment groups 
(placebo, 0.75 mcg and 1.5 mcg) for each study (DB3, DB4).  For each study, the CDF plot should 
have three CDF curves corresponding to three treatment groups.

Please submit your response on or before 12Noon on November 4, 2016.

Thank you so much,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 201656
GENERAL ADVICE

Serenity Pharmaceuticals, LLC
Attention: Seymour Fein, M.D.
Chief Medical Officer
120 N. Main Street, Suite 400
New City, NY  10956

Dear Dr. Fein:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for NOCTIVA (desmopressin acetate) nasal spray.
 
We also refer to your September 8, 2016, submission, containing your response to our 
September 6, 2016, request to provide for higher resolution of the carton and container labels. 

We have reviewed the referenced material and have the following comments.  

A. Carton Labeling and Container Label

1. Refer to FDA comments dated November 16, 2016, for the correct presentation of the 
drug product established name and the strengths. Revise the presentation of the drug 
product name and its strengths to the following:

Noctiva (desmopressin acetate) Nasal Spray, 0.83 mcg/0.1mL*

*each spray contains 0.1 mL

and
Noctiva (desmopressin acetate) Nasal Spray, 1.66 mcg/0.1mL*

(equivalent to 1.5 mcg/0.1 mL of desmopressin)

*each spray contains 0.1 mL

2. The drug-identifying information for your product (established name, dosage form, and 
strength) is difficult to read. This important drug-identifying information is presented on 
one line, in thin font and closely spaced. We recommend that you re-locate the statement 
of strength to the next line and increase the spacing between the letters of the established 
name and dosage form to improve readability.

3. There is a lack of differentiation between the two strengths on the container label and 
carton labeling. The statements for both strengths have presentations  

 which may result in wrong strength 
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2. “ ” should be revised to “citric acid, anhydrous” and 
“sodium citrate dihydrate”, respectively.

Please submit the revised container label and carton labeling for our review and comment by 
November 30, 2016.

If you have any questions, call Nenita Crisostomo, Regulatory Health Project Manager, at (301) 
796-0875.

Sincerely,

{See appended electronic signature page}

Hylton V. Joffe, M.D., M.M.Sc
Director
Division of Bone, Reproductive and Urologic Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
Serenity Pharmaceuticals, LLC 
Attention: Seymour Fein, M.D. 
Chief Medical Officer 
120 N. Main Street, Suite 400 
New City, NY  10956 
 
Dear Dr. Fein: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for NOCTIVA (desmopressin acetate) nasal spray. 
 
We also refer to your February 4, 2016, submission containing your proposed Medication Guide.  
We further refer to your November 7, 2016, submission, containing the proposed protocol for the 
Human Factors study and the Instructions for Use.  
 
We have completed our review of the above submissions and have the following comments and 
information requests.  We request a prompt written response in order to continue our evaluation 
of your NDA.  Please submit the revised Human Factors protocol, Medication Guide and 
Instructions For Use (IFU) on or before November 30, 2016. 
 
Human Factors Study 
 
Address the following prior to conducting your Human Factors validation study.  
 
1. User Groups 

 
a. Your protocol identifies one user group, which is further divided into age categories, but 

the use tasks are identical.  Your rationale is unclear for specifying the different 
categories and whether the categorization is representative of the user population.  In 
addition, your protocol does not clearly identify if any naïve users (users that do not have 
any experience in using nasal sprays) are included in your user group.  Given the 
proposed indications and the associated intended users, we expect that there should be 
two distinct user groups enrolled in your study. Modify your protocol to include 15 naïve 
user and 15 experienced users.  
 

2. Training 
 
a. Your facilitator script includes language which is ‘leading’ and does not reflect real 

world scenarios that simulate what happens when a patient picks up a prescription.  
Specifically, on page 25 (“Introduction”) of the facilitator script, the facilitator tells the 
participant that “the product you will be using is packaged with a label, and includes a 
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product insert with Instructions for Use.  You may refer to the Instructions as often as 
you wish when using the product”.  We expect that participants should be given the 
product without any advance discussion of the package contents to realistically represent 
receipt of the product from the pharmacy. Modify your facilitator script to remove 
leading language and to allow the study participants to interact with the product naturally.    
 

b. In addition, in your facilitator script (page 25, “Usability Trials”), you refer to individual 
‘task sheets,’ which are given to the user during the Human Factors study (see “Appendix 
C: Test Session Facilitator Script” in the Human Factors protocol submission).  We 
expect that the user would only be given the ‘to-be-marketed’ product (device and its 
associated labeling including the IFU) in a real world scenario.  Therefore, ‘task sheets’ 
should not be used in the study since they are not part of ‘to be marketed’ labeling for 
your product.  

 
3. Data Collection 

 
a. Note that results focusing on ‘ease of use’ do not constitute as necessary human factors 

validation data that the Agency will take into consideration when assessing the effective 
and safe use of your product.    A product that is viewed as ‘easy to use’ does not 
necessarily convey that it has been used safely or effectively and thus, medical care may 
be compromised despite the ‘ease of use’ of the product.  Therefore, any assessments of 
ease of use, for example, Sections 9.2 (System Usability Scale) and 9.3 (Ease of Use) are 
not included in our analysis.  Similarly, as defined in Section 10 (Data Analysis), ‘mean 
SUS scores’ and ‘structured interview’ will not be included in our analysis.  
 

b. As currently proposed, the tasks listed in Table 3 (page 10, titled “Primary Operating 
Functions as per IFU”) do not state what specific user actions would constitute success, 
failure, close call or use difficulty.  These details are needed to determine task success, 
failures, and whether the participants experience any close call and use difficulties while 
using this product.  Ensure that your final protocol includes the definition of task success 
and failure at the task level. 
 

c. In addition, task completion accuracy is stated to be “accurate or inaccurate completion 
of the task with or without assistance” (Section 9.1 Task Completion Accuracy).  These 
definitions do not clearly define the term ‘accurate’ and providing assistance to 
participants during the trial may compromise the goal of the study which is to see if users 
can use your product safely and effectively using only the ‘to be marketed’ labeling.   We 
recommend you revise the categories for task completion accuracy (Section 9.1) to read 
“success”, “failure”, “close call” and “use difficulties”. This information is needed as the 
basis for data collection so that the study observer correctly categorizes use task 
performance. 
 

d. As proposed in Appendix F (page 29, ‘Structured Cognitive Interview’, the questions are 
broadly stated (“What was difficult about using the . . . product”?) and not focused on 
specific task performance.  While it may be appropriate to collect data on the general use 
experience from study participants, we ask that you revise your questions to focus on 
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obtaining the subjective feedback from study participants on any use errors, close calls, 
or use difficulties that may be observed during the study.   
 

e. Your protocol does not assess the re-priming of your product.  Re-priming is a critical 
task for the use of your product and is required if the product is not used in three days.  
We expect the final Human Factors protocol to include the assessment of the 
performance and knowledge on the steps of re-priming of the nasal spray at the 
appropriate interval of time. 
 

4. Carton Labeling  
 
We remind you that we provided carton labeling and container label recommendations under 
a separate letter, however, in addition, we have the following recommendation. 
 
a. We find the abbreviated IFU on the side panel of the carton labeling as presented to be 

misleading and may lead to improper dosing.  Generally, the FDA does not support 
affixing instructions from the IFU onto carton labeling if the instructions must be 
abbreviated as a result of the limited space.   Abbreviated instructions may result in 
ineffective or unsafe use of the product because the user is unlikely to refer to the more 
detailed and complete instructions packaged with the product.  As such, they pose a risk 
of wrong technique errors.  We recommend the abbreviated instructions be removed to 
decrease risk of medication error.  

 
Medication Guide and Instructions for Use 
 
Please see attached labeling marked with our recommendations.  
 
We request that you resubmit labeling (in editable Microsoft Word format) that addresses these 
issues on or before November 30, 2016.   
 
If you have any questions, please contact Nenita Crisostomo, Regulatory Health Project 
Manager, at (301) 796-0875. 

 
Sincerely, 

 
{See appended electronic signature page} 

 
 

Hylton V. Joffe, M.D., M.M.Sc. 
Director 
Division of Bone, Reproductive and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

 
Attachments:  Medication Guide 
                       Instructions for Use 
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  November 23, 2016

TO:  Memo To File

FROM:  Nenita Crisostomo, Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products

SUBJECT:  Biostatistical and Clinical Outcomes Assessments Information Request: 
Results of INTU Impact Scores, Coprimary Endpoint Analysis & 
Snapshots

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo documents the Biostatistical Information and Clinical Outcomes Assessments 
Information Requests sent to Serenity Pharmaceuticals on October 28, 2016, via email, as 
follows:

_____________________________________________
From: Crisostomo, Nenita 
Sent: Friday, October 28, 2016 3:07 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: RE: NDA201656 desmopressin: Biostatistics Information Request: coprimary endpoint analysis 
& snapshots - nocturnal polyuria

Hello again Linda,

It was our pleasure to have spoken with your Team via teleconference to clarify the requests sent 
to you earlier today.  As we indicated, a third request is forthcoming and is outlined below:

 Provide results for the INTU Overall Impact score, Nighttime Impact domain score, and 
Daytime Impact domain score for the 0.75mcg, 1.5mcg, and placebo arms for the 
following two subgroup patient populations:

a. Nocturnal Polyuria only (DB4, ITT)

b. No Nocturnal Polyuria only (DB4, ITT)

As discussed, for our immediate review, please email to me your responses regarding the INTU 
and the subgroup analysis, at the latest, by close of business on Tuesday, November 1, 2016, and 
the snapshots on or before November 4, 2016.  These documents may then be submitted 
officially to the Electronic Document Room.  

In your submission, please indicate in the cover letter that the documents being submitted 
officially remain unchanged from the documents sent via email on November 1 and November 4, 
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2016.  This will allow us to officially review the emailed documents.

Thank you so much,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875

_____________________________________________
From: Crisostomo, Nenita 
Sent: Friday, October 28, 2016 11:35 AM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA201656 desmopressin: Biostatistics Information Request: coprimary endpoint 
analysis & snapshots - nocturnal polyuria

Hello Linda,

Listed below are requests from our Biostatistics review team.  Please submit your response on or 
before close of business on November 1, 2016.

1. Please conduct subgroup analysis for the co-primary efficacy endpoints by age groups, 
gender and race groups as predefined in the SAP for the nocturnal polyuria ITT 
population in each study (DB3, DB4).

2. Produce the snapshots for nocturnal polyuria ITT population. Please refer to the 74-day 
letter request for formatting. The snapshots should be done for each individual study 
(DB3, DB4) and pooled studies (DB3 and DB4) respectively. 

Please contact me if you have any questions.

Have a great weekend!
--nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  November 22, 2016

TO:  Memo To File

FROM:  Nenita Crisostomo, Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products

SUBJECT:  Clinical Information Request: Nocturic Episodes and Etiology

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo documents the Clinical Information Request sent to Serenity Pharmaceuticals on 
September 9, 2016, via email, as follows:
________________________________________

From: Crisostomo, Nenita 
Sent: Friday, September 09, 2016 10:41 AM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA 201656 desmopressin: Clinical Information Request - nocturic episodes and etiology

Hi Linda

Listed below are Information Requests from the Clinical Team.  Please submit your responses on 
or before September 13, 2016.

1) Can you explain the rationale for requiring a mean of at least 2.16 nocturic episodes per 
night documented in the 3-day voiding diary each week during screening for study 
eligibility?  

2) Can you clarify how investigators determined “probable etiology of nocturia”?  Was this 
based on review of medical records?  Or were other assessments used?  

If you have any questions, please feel free to contact me.

Thank you so much,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  November 22, 2016

TO:  Memo To File

FROM:  Nenita Crisostomo, Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products

SUBJECT:  Clinical Information Request: Time of Sleep

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo documents the Clinical Information Request sent to Serenity Pharmaceuticals on 
September 12, 2016, via email, as follows:
________________________________________

From: Crisostomo, Nenita 
Sent: Monday, September 12, 2016 2:26 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA 201656 desmopressin: Clinical Information Request - tinme of sleep

Hi Linda,

Below is a request from the Clinical Team.  Please submit your response to the NDA on or 
before close of business tomorrow, September 13, 2016.

 The voiding diary captures the “time patient went to sleep.” Please confirm that this phrase 
refers to the time patients went to bed with the intention of falling asleep.

If you have any questions, please feel free to contact me.

Thank you so much,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  November 22, 2016

TO:  Memo To File

FROM:  Nenita Crisostomo, Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products

SUBJECT:  Clinical Information Request: Per Patient Basis with Secondary Endpoints

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo documents the Clinical Information Request sent to Serenity Pharmaceuticals on 
September 13, 2016, via email, as follows:
________________________________________

From: Crisostomo, Nenita 
Sent: Tuesday, September 13, 2016 12:49 AM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA 201656 desmopressin: Clinical Information Request - "per patient basis" re secondary 
efficacy endpoints

Hi Linda,

The Clinical Team has the following request.  Please submit your response, along with our most 
recent request (as attached), on or before close of business today, Tuesday, September 13, 2016.

 Please clarify what is meant by “on a per patient basis” when referring to the secondary 
efficacy endpoints of percentage of nights with 0 or <1 nocturia episodes.

Thank you so much for all your help.  Have a great night!

Regards,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  November 22, 2016

TO:  Memo To File

FROM:  Nenita Crisostomo, Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products

SUBJECT:  Biostatistics Information Request: Missing Data Handling in DB4

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo documents the Biostatistics Information Request sent to Serenity Pharmaceuticals on 
September 13, 2016, via email, as follows:
_____________________________________________

From: Crisostomo, Nenita 
Sent: Tuesday, September 13, 2016 10:41 AM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA201656 desmopressin: Biostatistics Information Request - missing data handling in DB4 

Hi Linda,

Below is an Information Request from the Biostatistician.  Please email your response to me, 
while enroute for official submission, by close of business today, Tuesday, September 13, 2016.

In study DB4 SAP, section 7.7 stated “If a subject has at least three post-baseline 
assessments for at least one time point but is missing sufficient diary data for one or more 
post-baseline time points the “missing data” will be imputed using the multiple imputation 
method.”  Please clarify what “sufficient” exactly means.  For one time point, if a subject 
only had 1 or 2 completed diaries, would that be considered as missing for that time point?

If you have any questions, please feel free to contact me.

Have a great day,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875

Reference ID: 4017916



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

NENITA I CRISOSTOMO
11/22/2016

Reference ID: 4017916



MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  September 12, 2016

TO:  Memo To File

FROM:  Nenita Crisostomo, Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products

SUBJECT:  DMEPA Information Request: Human Factors Risk Analysis

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo documents the DMEPA Information Request sent to Serenity Pharmaceuticals on 
September 22, 2016, via email, as follows:
________________________________________
From: Crisostomo, Nenita 
Sent: Thursday, September 22, 2016 5:58 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA 201656 desmopressin - DMEPA Information Request: Human Factors Risk Analysis

Hi Linda,

We refer to your NDA 201656 for Noctiva (desmopressin) nasal spray and also to the 
teleconference held on April 5, 2016 and your Human Factors Risk Analysis submitted April 29, 
2016.   

1. Your submission of use-related risk analysis does not provide sufficient data to support 
your conclusion that no human factors validation study is needed.  To proceed with our 
review, please provide your risk analysis in a tabular format and for each column, please 
provide the following: 
a. The use steps that are involved in using your product (based on the task analysis)
b. The use errors and task failures that may occur 
c. The potential negative clinical consequences of use errors and task failures
d. The risk mitigation strategies that you employed to reduce the risks you have 

identified

2. You indicate that your proposed nasal spray shares the same device platform as several 
other currently approved nasal sprays.  However, your April 29, 2016 submission lists 
only products that are marketed outside of the U.S.  Please update the list to include the 
products that are approved in the U.S. 

3. In addition, your submission did not provide adequate justification for why a human 
factors validation study is not needed beyond your intent to reference  the clinical data, 

Reference ID: 4017957



which we had communicated that will not be sufficient during our meeting with you on 
April 5, 2016.  As part of your justification, you may consider describing the 
similarities/differences of your product user interface, user tasks, use-related risks, and 
other aspects of the product use as compared to other approved US products (as requested 
per question 2). 

Please provide your response no later than close of business on September 26, 2016.    

If you have any questions, please feel free to contact me.

Regards,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 201656

REVIEW EXTENSION –
MAJOR AMENDMENT

Serenity Pharmaceuticals, LLC
Attention: Seymour Fein, M.D.
Chief Medical Officer
120 North Main Street, Suite 400
New City, NY  10956

Dear Dr. Fein:

Please refer to your New Drug Application (NDA) dated and received February 4, 2016, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for 
desmopressin.

We also refer to your submission dated November 4, 2016, that responds to our 
October 28, 2016, information request. 

Your November 4, 2016, submission provided extensive data focusing on the subgroup of 
patients in your clinical trials who had nocturnal polyuria at baseline. These are important data 
for FDA to review because the advisory committee convened on October 19, 2016, 
recommended limiting the indication for your product to those with nocturnal polyuria. We have 
determined that this submission is a major amendment to your 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 March 4, 2017.

In addition, we acknowledge your submission dated November 7, 2016, for a proposed Human 
Factor study protocol and revised Instructions for Use. We strongly recommend that you await 
our comments before implementing the study. Please note that you will need to submit the 
completed Human Factor study prior to February 1, 2017, in order to allow sufficient time for 
FDA to consider the findings from the study during this review cycle.
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If you have any questions, please call Nenita Crisostomo, Regulatory Health Project Manager, at 
(301) 796-0875.

Sincerely,

{See appended electronic signature page}

Jennifer Mercier
Chief, Project Management Staff
Division of Bone, Reproductive and Urologic Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  September 12, 2016

TO:  Memo To File

THROUGH:       

FROM:  Nenita Crisostomo, Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products

SUBJECT:  Clinical Information Request: Pooled Etiology (ITT Population)

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo documents the Clinical Information Request sent to Serenity Pharmaceuticals on 
August 23, 2016, via email, as follows:

________________________________________

From: Crisostomo, Nenita 
Sent: Tuesday, August 23, 2016 2:37 AM
To: Linda Cheng (lcheng@serenitypharma.com)
Cc: Williamson, Charlene
Subject: NDA 201656 desmop;ressin: Please complete the Table

Hi Linda,

Please complete the Table below and submit on or before close of business on Thursday, August 
25, 2016.  Please email Charlene Williamson who is CC’d here and is kindly covering for me 
while I am on leave until August 26, 2016, so that she can make sure to forward your response to 
the Clinical Team as soon as possible.

Etiology of Nocturia (studies DB3 and DB4), ITT population
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
DATE:   September 12, 2016 
 
TO:    Memo To File 
 
FROM:   Nenita Crisostomo, Regulatory Health Project Manager 
  Division of Bone, Reproductive and Urologic Products 
 
SUBJECT:   DMEPA Information Request: Container Labels 
 
APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray 
 
This Memo documents the Clinical Information Request sent to Serenity Pharmaceuticals on 
September 6, 2016, via email, as follows: 
________________________________________ 
From: Crisostomo, Nenita  
Sent: Tuesday, September 06, 2016 5:56 PM 
To: Linda Cheng (lcheng@serenitypharma.com) 
Subject: NDA 201656 Noctiva Container Label and Carton Labeling - DMEPA Information Request 
 
Dear Linda, 
 
The Division of Medication Error Prevention and Analysis (DMEPA) of the Office of 
Surveillance and Epidemiology have the following comments and request 
 

• The container label and carton labeling submitted February 4, 2016 for NDA 201656 do 
not have sufficient resolution for our review.  Re-submit the container label and 
carton labeling such that all of the statements on the principal display panel, side 
panels, and back panel is clear and reviewable. 

 
• Please re-submit the container label and carton labeling on or before 12Noon on 

September 9, 2016. 
 
If you have any questions, please feel free to contact me. 
 
Regards, 
Nita 
Nenita Crisostomo, R.N. 
Regulatory Health Project Manager 
Division of Bone, Reproductive and Urologic Products 
Center for Drug Evaluation and Research 
Ph:  301-796-0875 
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MEMORANDUM

                              DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  September 1, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products

SUBJECT:  Dosing for patients on co-medication of any drug via nasal route

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LLC via email on 
August 21, 2016, as follows:

From: Crisostomo, Nenita 
Sent: Sunday, August 21, 2016 12:02 AM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA 201656 Noctiva (desmopressin): ClinPharm Information Request - Dosing for concomitant 
use

Hello Linda,

Below are comments and Information Requests from the Clinical Pharmacology Team.  Please submit 
your response on or before close of business on Wednesday, August 24, 2016.

Concomitant use of other drugs via the nasal route such as nasal decongestants may affect the 
absorption profile of desmopressin after administration of desmopressin nasal spray.  However, 
you did not propose any precaution or dosing guidance regarding concomitant medication 
through the nasal cavity. 

In addition, there is no pharmacokinetic information of desmopressin nasal spray in patients with 
rhinitis and in a situation when used concomitantly with a drug via the nasal route. 

 Provide dosing guidance for desmopressin nasal spray in patients who are on co-
medication of any drug via nasal route.

 Provide data and rationale to support your proposal. 

This information will be helpful for our review to move forward. Please feel free to contact me if you 
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have any questions.

Thank you very much,
nita
Nenita Crisostomo
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM                       DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  August 12, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Clinical Information Request – ITT versus mITT

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the email communications between Serenity Pharmaceuticals, LLC 
and the Division of Bone, and Reproductive and Urologic Products on August 12, 2016, 
regarding the focus of ITT versus mITT.

From: Linda Cheng [mailto:lcheng@serenitypharma.com] 
Sent: Friday, August 12, 2016 12:00 PM
To: Crisostomo, Nenita
Subject: RE: NDA 201656 NOCTIVA (desmopressin) nasal spray: Information Request - ITT

Dear Nita:

Thanks for sending the email concerning focusing on the ITT population.  Serenity understands 
the FDA’s interest and reasoning in this matter and agrees to your proposal.

Regards,

Linda

Linda Cheng
V-P, Project Management
Serenity Pharmaceuticals, LLC
120 North Main Street
Suite 400
New City, New York  10956

Phone: 845-639-6760, Ext. 11
Fax:     845-639-1703

lcheng@serenitypharma.com
From: Crisostomo, Nenita 
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Sent: Friday, August 12, 2016 11:36 AM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA 201656 NOCTIVA (desmopressin) nasal spray: Information Request - ITT

Hi Linda,

Below is a request from the Review Team.  Please provide your thoughts on the following by the 
close of business on Tuesday, August 16, 2016.

We are preparing our briefing document and slides for the upcoming advisory committee 
meeting and would like to propose that both the FDA and sponsor focus only the ITT data for 
the efficacy endpoints in these materials. We propose that both the FDA and sponsor have 
the mITT data only in backup slides. We acknowledge that you were previously advised to 
use the mITT population as the primary statistical population for your key efficacy endpoints 
but propose focusing only on the ITT analyses for the following reasons:

1. In your phase 3 trials, you randomized all patients to drug vs. placebo, including 
patients who turned out to be placebo responders. Randomization did not take into 
account the placebo-responder status. Therefore, we view the ITT as scientifically 
more valid because the ITT accounts for all patients who were randomized, whereas 
the mITT is essentially a subgroup analysis of randomized patients. 

2. The mITT and ITT results are similar. However, a focus on the mITT analyses (i.e., 
placebo non-responders) will require discussions about whether and how to identify 
such patients in clinical practice.

3. We note that your proposed label focuses on the more scientifically valid ITT 
population.

4. For the reasons noted above, we do not believe there is added value in complicating 
the briefing document and slide presentation with extensive results from both 
populations. 

Are you agreeable to showing only the ITT data in the advisory committee materials 
(briefing document and slides) and keeping the mITT data in backup slides? With this 
approach, we would envision mentioning that the mITT was prespecified as the primary 
statistical population based upon prior advice of the FDA but that we view the ITT 
population as more scientifically valid because it uses data from all randomized patients, and 
therefore will be focusing on the ITT results. 

If you have any questions, please feel free to contact me.

Best Regards,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  August 11, 2016

TO:  Memo To File

THROUGH:       

FROM:  Nenita Crisostomo, Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products

SUBJECT:  Clinical Information Request: BP, hyponatremia, approvals

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo documents the Clinical Information Request sent to Serenity Pharmaceuticals on 
August 11, 2016, via email, as follows:

________________________________________

From: Crisostomo, Nenita 
Sent: Thursday, August 11, 2016 1:40 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA 201656 NOCTIVA (desmopressin) nasal spray: Clinical Information Request

Hi Linda,

Listed below are Information Requests from the Clinical Team.  Please submit your response on 
or before August 17, 2016.

1. Provide a table (similar to Table 28.1 on pages 661-665 of CSR DB4) showing mean 
blood pressure at baseline and each visit, and change from baseline at each visit for the 
pooled data from DB3 and DB4 (placebo, 0.75 μg, and 1.5 μg dose). Provide a separate 
table for systolic blood pressure and diastolic blood pressure.

2. Confirm that no subjects, other than subjects 11S014/DB4 and 42S033/DB4, received 
treatment for hyponatremia (other than discontinuation of the study drug).

3. Provide a list of the countries outside the US where desmopressin has been approved for 
nocturia. Include the dosage, route of administration, and patient population (e.g., any 
restrictions) specified in the approvals. Also include a copy of the prescribing 
information.

If you have any questions, please feel free to contact me.
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Regards,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  August 5, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Clinical Information Request – INTU

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Clinical Information Request sent to Serenity Pharmaceuticals, 
LLC via email on August 5, 2016, regarding the INTU PRO.

From: Crisostomo, Nenita 
Sent: Friday, August 05, 2016 12:48 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA 201656 Noctiva (desmopressin): COA Information Request - INTU

Hi Linda,

We have the following Information Requests from the Clinical Outcomes Assessment Team.  
Please submit your response by close of business on Thursday, August 11, 2016.

1. For comparison with the pre-specified INTU efficacy results, as a sensitivity analysis, 
rerun the INTU efficacy analysis in both the mITT and ITT populations separately by 
recalculating the INTU overall impact score in a different way.  First, calculate the mean 
of all ten transformed INTU items (onto the 0-100 scale) and then use that new INTU 
overall impact score (i.e., 10-item mean) in the efficacy analysis. 

2. Provide the transformed score for each INTU item and provide the SAS program that 
generates the INTU analysis data set (submitted on 07/05). 

3. For INTU items, please provide any missing data patterns for each individual item (e.g., 
one item is consistently skipped by patients).

4. Provide CDF plots for the three separate INTU scores (overall impact, nighttime impact, 
and daytime impact) for the 3-day average scores for week 14. There should be three 
CDF plots with three curves in each plot – each curve corresponding to the 1.5mcg, 
0.75mcg, and placebo groups separately).
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5. Specify how the mean INTU Overall Impact Score was calculated for the first row of 
Table 26 (from your INTU evidence dossier dated December 2015) and the CDF plot 
(from your INTU CDF memo dated October 6, 2015), both shown below.  Confirm 
whether it was or was not calculated in the same way as the INTU Overall Impact Score 
endpoint in the DB4 trial (i.e., first averaging the nighttime and daytime impact items 
separately and then taking the overall average of those two average scores).
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Please contact me if you have any questions.  Have a great weekend!

Best Regards,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  July 25, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Clinical Information Request – Analysis of Co-Primary Endpoints for ITT

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Clinical Information Request sent to Serenity Pharmaceuticals, 
LLC via email on July 25, 2016, regarding co-primary efficacy endpoints for ITT.

From: Crisostomo, Nenita 
Sent: Monday, July 25, 2016 2:10 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA 201656 NOCTIVA (desmopressin): Clinical Information Request: Analysis of Co-Primary 
Endpoints for ITT

Hi Linda,

Below is an Information Request from the Clinical Team.  Please submit your response on or 
before the close of business on Monday, August 1, 2016:

 Analyze the co-primary efficacy endpoints according to baseline nocturia severity (using 
categories of <3 voids per night and > 3 voids per night) for the ITT population (pooled 
from DB3 and DB4).

If you have any questions, please feel free to contact me.

Best Regards,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  July 22, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Clinical Information Request – LUTS

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Clinical Information Request sent to Serenity Pharmaceuticals, 
LLC via email on July 22, 2016, regarding objective criteria for LUTS.

From: Crisostomo, Nenita 
Sent: Friday, July 22, 2016 12:13 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA 201656 NOCTIVA (desmopressin): Clinical Information Request - LUTS criteria

Hi Linda,

The Clinical Team has the following Information Request.  Please provide your response on or 
before close of business on Monday, July 25, 2016.  For our immediate review, please email it to 
me as soon as possible, while enroute for official submission.

 Please clarify whether investigators used objective criteria to qualify a subject as having 
“severe” LUTS during screening.

Please feel free to contact me if you have any questions.

Best Regards,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875

Reference ID: 3968699



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

NENITA I CRISOSTOMO
08/05/2016

Reference ID: 3968699



MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  July 11, 2016

TO:  Memo To File

THROUGH:       

FROM:  Nenita Crisostomo, Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products

SUBJECT:  Clinical Information Request: Safety - Deaths

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo documents the Clinical Information Request sent to Serenity Pharmaceuticals on 
July 11, 2016, via email, as follows:

________________________________________
From: Crisostomo, Nenita 
Sent: Monday, July 11, 2016 2:56 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA 201656 Desmopressin Nasal Spray: Clinical Information Request - Deaths

Hi Linda,

The information below is from our Clinical Team. Please submit your response on or before 
July 18, 2016.

 Provide all available information (e.g., coroner and/or autopsy reports, death 
certificates, medical records) for the deaths that occurred during the clinical studies of 
SER120.

If you have any questions, please feel free to contact me.

Regards,
Nita
Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  July1, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Clinical Information Request – Primary Efficacy Variables for ITT from 
DB3 & DB4

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LLC via 
email on June 22, 2016, as follows:

From: Crisostomo, Nenita 
Sent: Wednesday, June 22, 2016 7:59 AM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA 201656 NOCTIVA (desmopressin): Information Request - Clinical

Hi Linda,

Below is a request from the Clinical Team.  Please submit your response on or before close of 
business on June 30, 2016:

 Provide results of primary efficacy variables for ITT population from studies DB3 and 
DB4 (pooled) at treatment days 15, 29, 43, 57, 71, and 85.

If you have any questions, please feel free to contact me.  Have a great day!

Regards,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  July1, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products

SUBJECT:  Clinical Outcomes Analysis Request – INTU

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LLC via 
email on June 24, 2016, as follows:

From: Crisostomo, Nenita 
Sent: Friday, June 24, 2016 2:45 PM
To: 'Linda Cheng'
Subject: RE: NDA 201656 NOCTIVA desmopressin: Information Request - COA

Hi Linda,

These Information Requests serve as clarification to our original requests sent to you on 
June 20, 2016, and should replace our original requests.

Please submit your response on or before 12 Noon on July 1, 2016.

1. For Study DB4, in addition to the submitted INTU analysis data, provide an updated 
analysis dataset ADINTU.xpt which should include the following: 
 Daily INTU total score, nighttime domain score, and daytime domain score for each 

of three days by Week, i.e. for Week 8 and Week 14 respectively.
 Average INTU total score, nighttime domain score, and daytime domain score over 

the three days by Week, i.e. for Week 8 and Week 14 respectively.

2. Provide INTU psychometric evaluation analyses (i.e., reliability, validity, ability to detect 
change) using DB4 phase 3 trial data in order to allow comparison with the INTU 
measurement properties you obtained in your 2-week observational study (that you 
have already submitted as part of your INTU PRO evidence dossier).
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3. Provide CDF plots using the TBS anchor scale for the three separate INTU scores (total, 
nighttime, and daytime) for the 3-day average scores for week 14.  There should be 
three CDF plots for each total and domain scores.

Thank you,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875

From: Linda Cheng [mailto:lcheng@serenitypharma.com] 
Sent: Monday, June 20, 2016 12:05 PM
To: Crisostomo, Nenita
Subject: RE: NDA 201656 NOCTIVA desmopressin: Information Request - COA

Dear Nita:

Per our discussion this morning, attached is a copy of the comparative document which should capture 
the request from Questions # 1 and 2.  These data were submitted in NDA 201656 under Section 1.11.3.  
Please confirm that these are the data that the reviewer is requesting and if not, kindly clarify the 
request and we will do the analysis per request.  As discussed, we should be able to submit the new 
analysis by June 28, 2016.

Also attached in this email is a copy of the training material to the study sites for diary and INTU 
collection as well as an exact copy of the INTU provided to patients.

Please let us know if the Division would like us to submit documents from Questions # 3 and 4 as an 
amendment to the NDA.

Regards,

Linda 

Linda Cheng
V-P, Project Management
Serenity Pharmaceuticals, LLC
120 North Main Street
Suite 400
New City, New York  10956

Phone: 845-639-6760, Ext. 11
Fax:     845-639-1703

lcheng@serenitypharma.com
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From: Crisostomo, Nenita [mailto:Nenita.Crisostomo@fda.hhs.gov] 
Sent: Monday, June 20, 2016 10:12 AM
To: Linda Cheng
Subject: NDA 201656 NOCTIVA desmopressin: Information Request - COA

Hi Linda,
 
As soon as possible, or at the latest, by close of business on June 23, 2016, please submit the 
following:
 
Submit the following information from the DB4 phase 3 trial:

1. Psychometric analysis report including measurement properties of the INTU (reliability, 
validity, ability to detect change, etc.) based on the longitudinal DB4 data.  The 
psychometric analysis report included in the Evidence Dossier is a cross-sectional 
analysis of psychometric properties specific to the 2-week observational, non-
interventional study.  We consider these findings to be preliminary psychometric data 
and would like you to confirm the cross-sectional analyses with longitudinal analyses.

2. Anchor-based analyses conducted with DB4 data to confirm responder definitions 
(clinically meaningful change from baseline) found in the observational study for the 
INTU total score, nighttime score, and daytime score.  Submit data using the TBS as the 
anchor scale, and submit only relevant cumulative distribution function (CDF) plots that 
provide support for the responder definitions you are proposing

3. Any INTU training materials used in the phase 3 trial for the site, investigator, and 
patient

4. Exact copies of the INTU questionnaire as was administered to patients in the DB4 trial 
(e.g., paper version, electronic screen shots, etc.)

 
If you have any questions, please feel free to contact me.
 
Regards,
Nita
 
Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  July 1, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products

SUBJECT:  Clinical Information Request – Treatment duration, patient disposition and 
dose escalation

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LLC via 
email on June 28, 2016.

From: Crisostomo, Nenita [mailto:Nenita.Crisostomo@fda.hhs.gov] 
Sent: Tuesday, June 28, 2016 10:02 AM
To: Linda Cheng
Subject: NDA 201656 NOCTIVA: Information Request - Clinical

Hi Linda,

Below are requests from the Clinical Team.  Please submit your response as soon as possible, or 
by close of business on July 6, 2016.

1) For study DB3-201101-A2, did any patients complete and exit the trial prior to initiation of 
Amendment #2.1 or Amendment #2.2?  i.e., their discontinuation was not premature, but was 
consistent with protocol duration at that time.
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  June 25, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Clinical Information Request – Analysis of Primary and Secondary 
Endpoints

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LLC via 
email on June 20, 2016, as follows:

From: Crisostomo, Nenita 
Sent: Monday, June 20, 2016 5:23 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA 201656 NOCTIVA: Information Request - Clinical

Hi Linda,

By or before close of business on June 28, 2016, please send an analysis of primary and 
secondary efficacy endpoints from data pooled from the two phase 3 trials DB3 and DB4 
according to the presence or absence of nocturnal polyuria at baseline (nocturnal polyuria as 
diagnosed by 24-hour urine collection at baseline) (see Table below).  

SER120 15 mcg/mL SER120 7.5 mcg/mL placebo
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 201656

PROPRIETARY NAME REQUEST 
CONDITIONALLY ACCEPTABLE 

Serenity Pharmaceuticals, LLC
120 North Main Street
Suite 400
New City, New York 10956

ATTENTION: Seymour Fein, M.D.
Chief Medical Officer

Dear Dr. Fein:

Please refer to your New Drug Application (NDA) dated and received February 4, 2016, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Desmopressin, 
Nasal Spray, 7.5 mcg/mL and 15 mcg/mL.

We also refer to your correspondence, dated and received March 14, 2016, requesting review of 
your proposed proprietary name, Noctiva.  

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

If any of the proposed product characteristics as stated in your March 14, 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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NDA 201656
Page 2

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Shawnetta Jackson, Safety Regulatory Project Manager 
in the Office of Surveillance and Epidemiology, at (301) 796-4952.  For any other information 
regarding this application, contact Nenita Crisostomo, Regulatory Project Manager in the Office 
of New Drugs, at (301) 796-0875.  

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 DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  May 5, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Information Request, Biostatistics – Placebo Lead-In Period

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LLC via 
email on April 27, 2016, regarding dataset of the mean nocturic episodes in the placebo lead-in 
period.

____
From: Crisostomo, Nenita 
Sent: Wednesday, April 27, 2016 12:03 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Cc: Maria Cheng (mcheng@serenitypharma.com); Seymour Fein (sfein@serenitypharma.com)
Subject: NDA201656 NOCTIVA (desmopressin): Statistical Information Request

Hello Linda,

Below is another Information Request from our Biostatistics Team.  Please submit the 
information on or before May 2, 2016.

 Please provide a dataset of the mean nocturic episodes in the placebo lead-in period by 
subject for ITT population. This applies to both studies DB3 and DB4. 

Thank you,

Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  May 5, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Information Request, Biostatistics – Placebo Lead-In Period

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LLC via 
email on April 27, 2016, regarding dataset of the mean nocturic episodes in the placebo lead-in 
period.

____
From: Crisostomo, Nenita 
Sent: Wednesday, April 27, 2016 12:03 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Cc: Maria Cheng (mcheng@serenitypharma.com); Seymour Fein (sfein@serenitypharma.com)
Subject: NDA201656 NOCTIVA (desmopressin): Statistical Information Request

Hello Linda,

Below is another Information Request from our Biostatistics Team.  Please submit the 
information on or before May 2, 2016.

 Please provide a dataset of the mean nocturic episodes in the placebo lead-in period by 
subject for ITT population. This applies to both studies DB3 and DB4. 

Thank you,

Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  May 5, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Clinical Information Request – Diagnosis of nocturnal polyuria

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LLC via 
email on May 3, 2016, regarding the diagnosis of nocturnal polyuria.

From: Crisostomo, Nenita 
Sent: Tuesday, May 03, 2016 4:27 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Cc: Maria Cheng (mcheng@serenitypharma.com); Seymour Fein (sfein@serenitypharma.com)
Subject: NDA 201656 desmopressin: Clinical Information Request - Diagnosis

Hi Linda,

The request below is from the Clinical Team:

 Clarify how you made the diagnosis of nocturnal polyuria.  
 Specifically, did you calculate volume of urine excreted at night from the 24-hour 

fractionated urine collected during screening to make the determination that etiology of 
nocturia was nocturnal polyuria?

Please submit your response to the NDA on or before close of business of May 5, 2016.  If you 
have any questions, please feel free to contact me.

Best Regards,
--nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  April 25, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Information Request, Biostatistics – Type I Error Control 

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LLC via 
email on April 25, 2016, regarding the Type I error control.

_____________________________________________
From: Crisostomo, Nenita 
Sent: Monday, April 25, 2016 3:24 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Cc: Seymour Fein (sfein@serenitypharma.com); Maria Cheng (mcheng@serenitypharma.com)
Subject: NDA201656 NOCTIVA (desmopressin): Statistical Information Request

Hi Linda,

Below is an Information Request from the Biostatistics Team.  Please submit your response on or before close of 
business on April 28, 2016.

Your overall type I error control is not clear to the reviewer. For example, if the highest dose showed statistical 
significance on the first primary endpoint using mITT population, was your next test conducted on the next 
highest dose on the same endpoint using mITT population OR on the highest dose using ITT population? 
Please clarify the exact order of the testing with respect to the three doses and two analysis populations (mITT 
and ITT).

If you have any questions, please feel free to contact me.

Best Regards,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 201656
FILING COMMUNICATION -

FILING REVIEW ISSUES IDENTIFIED

Serenity Pharmaceuticals, LLC
Attention:  Seymour Fein, M.D.
Chief Medical Officer
120 N. Main Street, Suite 400
New City, NY  10956

Dear Dr. Fein:

Please refer to your New Drug Application (NDA) dated and received February 4, 2016, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA), 
for NOCTIVA™ (desmopressin) nasal spray, 7.5 mcg/mL and 15 mcg/mL.  

We also refer to your amendments dated February 19, March 14 and 21, and April 12, 2016.

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 
December 4, 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 November 2, 2016. This 
date conforms to the 21st Century Review timeline for your application.  

We acknowledge receipt of your October 7, 2015, submission to your corresponding IND 
(076667). The objective of that submission was to address concerns raised by FDA at the 
August 18, 2015, Type C Guidance meeting regarding the apparent benefit/risk profile of your 
product. Specifically, the FDA noted that preliminary review of the data in the briefing package 
for your August 18, 2015, meeting suggested a similar benefit/risk profile to that of Nocdurna, 
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which an advisory committee recently found to be unfavorable. You did not await our response 
to your October 7, 2015, submission before submitting your NDA. We also note that you did not 
have a Pre-NDA meeting prior to NDA submission.

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

Clinical

1) Whether you have provided adequate evidence of clinical benefit with your product is an 
important review issue. The absolute reduction in nocturia frequency with your drug 
compared to placebo appears small. In addition, with respect to the responder co-primary 
efficacy endpoint, the 7.5 mcg dose was statistically significant only in the modified intent-
to-treat (mITT) population of study DB4. 

Whether the INTU instrument provides adequate support that the treatment effects are 
clinically meaningful will be an important review issue. We note that you failed to show a 
statistically significant difference in the INTU total score in the mITT population (for the 
1.5 mcg dose) and in either the mITT or intent-to-treat (ITT) population (for the 0.75 mcg 
dose). The clinical meaningfulness of the magnitude of the difference between treatment and 
placebo groups in the INTU total score and nighttime and daytime domain scores will also be 
a review issue.

2) The mITT population was the primary efficacy analysis population for both trials.  The 
discrepant efficacy results for the mITT and ITT populations will be a review issue.

3) Nocturia is a symptom of many diverse conditions. We have concerns with your proposed 
indication of treatment of nocturia,” which is broad and does not take into consideration the 
underlying cause of the nocturia. 

4) The effect of gender and underlying etiology of nocturia on product efficacy will be review 
issues.

5) You propose a target patient population of adults . However, your pivotal 
trials only enrolled patients 50 years of age or older. These trials do not appear to support use 
of your product in adults under 50 years of age.   

6) Hyponatremia appears to be an important risk with your product. The incidence and severity 
of hyponatremia will be a review issue.

Clinical Pharmacology

1) The appropriateness of your proposed dosing regimen for the elderly population will be a 
review issue.

2) The proposed regimen for patients with renal impairment including the contraindication for 
patients with a calculated glomerular filtration rate (GFR) below 50 mL/min/1.73 m2 will be 
a review issue.   

3) You propose that the initial dose of 0.75 mcg can be titrated to 1.5 mcg based on individual 
patient efficacy and tolerability. However, there is no specific guidance on when dose 
escalation is warranted. In addition, the pivotal phase 3 studies (Study DB3 and DB4) used 

Reference ID: 3918272

(b) (4)



NDA 201656
Page 3

fixed doses of study medication and did not use a titration scheme. This will be a review 
issue. 

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 also have the following requests for information.

Biostatistics

1) In the study protocol and statistical analysis plan for DB3, you pre-specified that the 
“missing data will be imputed as being equal to the data that are available”. Clarify what this 
means.

2) Submit the statistical programs for conducting the efficacy analyses.

3) Provide analysis results for efficacy endpoints by race for DB3 and DB4.

Environmental Assessment:

You submitted a claim of categorical exclusion from an environmental assessment, but did not 
provide an explicit statement that, to your knowledge, no extraordinary circumstances exist, as 
required by 21 CFR 25.15 and described in 21 CFR 25.21. This statement is required if an 
exclusion will continue to be claimed.

Engineering:

1) Within the NDA, we are unable to locate the biocompatibility test reports and results on the 
final finished mechanical multi-dose nasal pump spray. Submit this information promptly if 
it is not already included in the NDA. If this information is included in the NDA, identify its 
location.  If you are relying on data in a master file, identify the master file number and 
location of the data.

2) Clarify if the  mechanical multi-dose nasal pump spray has been used in other 
combination product applications.  If so, identify the names of the marketed products.

Manufacturing Process – Combination Product:

Combination products are subject to 21 CFR Part 4 Current Good Manufacturing Practice 
Requirements for Combination Products accessible at 
https://www.federalregister.gov/articles/2013/01/22/2013-01068/current-good-manufacturing-
practice-requirements-for-combination-products

1) Provide a detailed summary of your company’s management structure with executive 
responsibility for staff who manage, perform, and assess work affecting quality of the 
product and related controls to ensure that the firm’s quality policies are appropriately 
implemented and followed and the product is appropriately designed and manufactured in 
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conformance with Current Good Manufacturing Practice (CGMP) requirements, including 
quality system requirements as per 21 CFR 820.20. 

2) Provide a detailed summary of your company’s design control system as per 21 CFR 820.30 
for the device constituent part and combination product.  Although you provided some design 
information, it does not appear that all the items associated with design controls were 
addressed.  The design control information should include initial design, planning and 
development, design input, design output, design review, design transfer, design verification, 
design validation that meets the proposed intended use of the final combination product, 
design changes, and design history file. For changes made to the device constituent part of 
the combination product, the impact of the design changes on the overall combination 
product performance should be considered and documented. All the design control activities 
must be documented in the Design History File (DHF) and subjected for design reviews.  In 
addition, provide the location of the DHF for the facility inspection determination.

3) Provide a detailed summary of information pertaining to the Purchasing Control as per 
21 CFR 820.50 to demonstrate controls and documentation for components, products, or 
services (example sterilization) received at the sponsor’s facility for use in the manufacture 
of the combination product. The summary should include the applicant’s evaluation process 
of their suppliers that meet the manufacturing acceptance criteria of the combination product 
specifications. Notification of changes by the suppliers should be considered in your 
Purchasing/Supplier agreement as changes to incoming specification can impact the safety 
and effectiveness of the final combination product. If you have considered supplier 
evaluation as per 21 CFR 211.84 Testing and approval or rejection of components, drug 
product containers, and closures, this information may be leveraged to augment the 
requirements for 21 CFR 820.50 and 21 CFR Part 4.

4) Provide a detailed summary of information related to Corrective and Preventive Actions 
(CAPA) as per the requirement of 21 CFR 820.100. CAPA procedures are used to determine 
the cause of problems and non-conformances, and the appropriate measures used to correct 
and prevent such problems and non-conformances from recurring. The CAPA system must 
account for investigations into failures in the device constituent. CAPA activities for the 
analysis of sources of quality data to identify existing and potential cause of 
nonconformances, related investigations, and actions considered to correct and prevent 
recurrences of problems and non-conformances, including the verification or validation of 
the actions should be documented under the firm’s CAPA System as described in 
21 CFR 820.100. 

Microbiology:

1) On page 11 of the proposed labeling, the following storage instructions (PATIENT) are 
provided:   

”. We note that the drug product formulation does not contain an antimicrobial 
preservative and that the drug product is intended to deliver multiple doses over a  month 
period.  Provide data demonstrating that the drug product meets USP<51>acceptance criteria 
for a category 2 product over the duration of the in-use period.    

2) Non-sterile aqueous drug products may potentially be contaminated with organisms in the 
Burkholderia cepacia complex (BCC).  BCC strains have a well-documented ability to 
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ferment a wide variety of substrates and are known to proliferate in the presence of many 
traditional preservative systems.  Thus, despite the presence of otherwise adequate 
preservative systems, BCC strains can survive and even proliferate in product during storage.  
For a recent review of FDA’s perspective on BCC please see PDA J Pharm Sci Tech 2011; 
65(5): 535-43.

In order to control for the presence of BCC in your product you should consider the 
following:

a. Identify potential sources for introduction of BCC during the manufacturing process and 
describe the steps to minimize the risk of BCC organisms in the final drug product.  We 
recommend that potential sources are examined and sampled as process controls.  These 
may include raw materials and the manufacturing environment.  A risk assessment for 
this species in the product and raw materials is recommended to develop sampling 
procedures and acceptance criteria.  

b. Provide test methods and acceptance criteria to demonstrate the drug product is free of 
BCC.  Your test method should be validated and a discussion of those methods should be 
provided.  Test method validation should address multiple strains of the species and cells 
should be acclimated to the conditions in the manufacturing environment (e.g., 
temperature) before testing.  

As there are currently no compendial methods for detection of BCC, we have provided 
suggestions for a potential validation approach and some points to consider when designing 
your validation studies.  However, any validated method capable of detecting BCC 
organisms would be adequate.  It is currently sufficient to precondition representative 
strain(s) of BCC in water and/or your drug product without preservatives to demonstrate that 
your proposed method is capable of detecting small numbers of BCC.  Your submission 
should describe the preconditioning step (time, temperature, and solution(s) used), the total 
number of inoculated organisms, and the detailed test method to include growth medium and 
incubation conditions.  It is essential that sufficient preconditioning of the organisms occurs 
during these method validation studies to insure that the proposed recovery methods are 
adequate to recover organisms potentially present in the environment.

For more information, we refer you to Envir Microbiol 2011; 13(1):1-12 and J. Appl 
Microbiol 1997; 83(3):322-6.

3) Reference is made to the FDA Response to Question 7 for the March 10, 2014, Meeting 
Minutes for the associated IND 076667, where it was stated that the microbial enumeration 
test would be acceptable for the drug product at release and shelf-life “in the event you 
choose not to assess microbiological quality using the USP<71>sterility test”. Furthermore, 
the specification provided in Section P.5.1 of your NDA indicates that the sterility test will 
be performed for release and stability; however, the stability data provided in Section P.8.3, 
includes microbial enumeration testing performed as per USP<61> and <62>. Thus, confirm 
that, as stated in Section P.5.1, the sterility test is the method that will be used to test the 
microbial quality of the drug product during its shelf-life. Alternatively, provide a revised 
stability protocol indicating the preferred method to assess the microbiological attributes of 
the drug product at shelf-life.
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Division of Medication Error and Prevention Analysis:

1) Submit a comprehensive use-related risk analysis and justification for not conducting a 
human factors validation study.  

Clinical:

1) Your product is intended to increase water resorption from the kidney at night. It is unclear 
whether this will in turn lead to an increase in water delivery to the bladder the next morning 
after the effects of your medication wane. If this were to occur, the increase in water delivery 
could potentially exacerbate symptoms of the underlying condition, such as incontinence, 
urgency, or frequency in patients with overactive bladder, and urinary retention in patients 
with benign prostatic hyperplasia. Are there any data that address this concern?

Other:

1) As part of the FDA Safety and Innovation Act (FDASIA) of 2012, information on 
demographic subgroups in clinical trials for newly-approved drugs and biologics will be 
made publicly available on www.fda.gov/drugtrialssnapshot.

The website will include information on study design, results of efficacy and safety studies, 
and whether there were any differences in efficacy and side effects within sex, race, and age 
subgroups. The website is not intended to replace or replicate the package insert, and will 
contain the following:

 Information written in consumer-friendly language
 “MORE INFORMATION” sections that provide more technical, data-heavy information
 Information that focuses on subgroup data and analyses
 Links to the package insert for the product and to the FDA reviews at Drugs@FDA

To ensure we have the needed information in a readily accessible format in the event that 
your drug is approved, we request that you populate the following tables.
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Table 1. Baseline Demographics, Pooled  DB3 and BD4
Treatment Group(s)

Demographic 
Parameters

7.5 µg/mL
(N=XX)
n (%)*

10 µg/mL
(N=XX)
n (%)*

15 µg/mL
(N=XX)
n (%)*

Placebo
(N=XX)
n (%)*

Total 
(N=XX)
n (%)

Sex      
  Male      
  Female      
Age      
  Mean years (SD)      
  Median (years)      
  Min, Max (years)      
Age Group      
<65 years      
  ≥65 years      
Race      
  White      
  Black or African 
American      
  Asian      
  Hispanic      
  Other      

              Source:
             *Percentages are calculated based on the total number of subjects in the respective arm.

 Table 2  Subgroup Analysis of Each Co-primary Endpoint,  Pooled  DB3 and BD4
7.5 µg/mL 10 µg/mL 15 µg/mL

Subgroup
(N=xx) (N=xx) (N=xx)

Endpoint    
Sex    
  Male xx (xx, xx) xx (xx, xx) xx (xx, xx)
  Female xx (xx, xx) xx (xx, xx) xx (xx, xx)
Age Group    
  <65 years xx (xx, xx) xx (xx, xx) xx (xx, xx)
  ≥65 years xx (xx, xx) xx (xx, xx) xx (xx, xx)
Race    
  White xx (xx, xx) xx (xx, xx) xx (xx, xx)
  Black or African American xx (xx, xx) xx (xx, xx) xx (xx, xx)
  Asian xx (xx, xx) xx (xx, xx) xx (xx, xx)
  Hispanic xx (xx, xx) xx (xx, xx) xx (xx, xx)
  Other xx (xx, xx) xx (xx, xx) xx (xx, xx)

                Source:
             xx (xx, xx) is the treatment effect vs. placebo and the 95% CI.
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Table 3 Subgroup Analysis of Adverse Events, Pooled  DB3 and BD4

7.5 µg/mL
(N=xxx)

10 µg/mL
(N=xxx)

15 µg/mL
(N=xxx)

placebo
(N=xxx)Subgroup

x (%)** Total, n x (%)** Total, n x (%)** Total, n x (%)** Total, n
Any TEAEs         
Sex         
  Male         
  Female         
Age Group         
  <65 years         
  ≥65 years         
Race         
  White         
  Black or African 
American         
  Asian         
  Hispanic         
  Other         
Source:
** Percentages are calculated based on the number of subjects in the subgroup per arm.

         
         Provide a separate table in the same format as Table 3 for hyponatremia.

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 Pregnancy and Lactation Labeling Final Rule 
websites, which include: 

 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 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 nonclinical pharmacology/toxicology sections of the label should include human dose 
multiples that are based on nasal cavity surface area.

2) The Highlights section is about one inch longer than ½ a page.  The length of Highlights 
must be one-half page or less unless a waiver has been granted.

Reference ID: 3918272



NDA 201656
Page 10

3) The section and subsection headings in the Table of Contents (TOC) must match the section 
and subsection headings in the full PI.

 Section 5.5 should be:  Concomitant Use of Systemic or Inhaled Pulmonary 
Corticosteroids May Increase the Risk of Hyponatremia

 Section 8. 2 Lactation is not listed in the TOC.

 Section 8.3 Nursing Mothers in the TOC does not appear in the Full PI. 

We request that you resubmit labeling (in Microsoft Word format) that addresses these issues by 
May 9, 2016.  The resubmitted labeling will be used for further labeling discussions if 
deficiencies do not preclude approval.  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), Medication Guide, and 
Instructions for Use.  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).

Do not submit launch materials until you have received our proposed revisions to the PI, 
Medication Guide, and Instructions for Use, and you believe the labeling is close to the final 
version.  
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For more information regarding OPDP submissions, 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 reference the waiver granted on August 10, 2015, for the pediatric 
study requirement for this application.

If you have any questions, please call Nenita Crisostomo, Regulatory Health Project Manager, at 
(301) 796-0875.

Sincerely,

{See appended electronic signature page}

Hylton V. Joffe, M.D., M.M.Sc.
Director
Division of Bone, Reproductive and Urologic Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  April 12, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Information Request – Narratives of Adverse Event dropouts 

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LLC via 
email on March 30, 2016, regarding the narratives of the AE dropouts from all of their 
supporting studies.

From: Crisostomo, Nenita 
Sent: Wednesday, March 30, 2016 2:15 PM
To: 'Linda Cheng'
Cc: Maria Cheng; Seymour Fein
Subject: RE: NDA 201656 Desmopressin: Clinical Information Request

Hello Linda,

Please submit the data in the narrative format for all the studies.  The narratives should be 
appended to the study reports and include Studies OL1, ELD, DB1, DB2, DB3, DB3 A2, and DB4. 

Thank you,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  April 12, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Clinical Information Request – Protocol Deviations

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LLC via 
email on April 12, 2016, regarding protocol deviations.
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From: Crisostomo, Nenita 
Sent: Tuesday, April 12, 2016 5:15 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Cc: Seymour Fein (sfein@serenitypharma.com)
Subject: FW: NDA 201656 NOCTIVA (desmopressin): Clinical Information Request

Hi Linda,

To clarify the request, we are seeking for number of patients for each category.  Please see the 
revised table immediately below:

N(%) Protocol Deviations
SER120 1.5 ug SER120 1.0 ug SER120 0.75 ug Placebo

Study DB3
Total N
Non-compliance
Entry criteria
Prohibited 
medications
Visit outside visit 
window
Missing visit
Missing visit 
procedures
Study DB4
Total N
Non-compliance
Entry criteria
Prohibited 
medications
Visit outside visit 
window
Missing visit
Missing visit 
procedures

Thank you so much,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
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Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  March 16, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Information Request – DMEPA
                Regarding Human Factors

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LL via 
email on March 16, 2016, regarding human factors.

From: Crisostomo, Nenita [mailto:Nenita.Crisostomo@fda.hhs.gov] 
Sent: Monday, March 21, 2016 2:29 PM
To: Linda Cheng
Cc: Maria Cheng; Seymour Fein; Ron Nardi; Samuel Herschkowitz (docsam122@gmail.com) 
(docsam122@gmail.com)
Subject: RE: TC with FDA on Human Factor Risk Management

Hi Linda,

I just confirmed with the reviewer that this is not a Filing issue. We’ll wait until we hear from 
DMEPA and let you know further.  Thank you so much, Linda for the follow-up.

Regards,
nita

From: Linda Cheng [mailto:lcheng@serenitypharma.com] 
Sent: Monday, March 21, 2016 1:52 PM
To: Crisostomo, Nenita
Cc: Maria Cheng; Seymour Fein; Ron Nardi; Samuel Herschkowitz (docsam122@gmail.com) 
(docsam122@gmail.com)
Subject: RE: TC with FDA on Human Factor Risk Management

Dear Nita:
 
Thanks for getting back to me.  We are preparing additional materials based on our extensive clinical in-
use program which we think will be fully responsive to the request from DMEPA.  However, we are 
unclear as to whether this issue is a NDA filing matter or a review matter.  The original NDA submitted 
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on February 4, 2016 contains human factor information under Section 3.2.P.2.4.4.  If needed for filing, 
we are happy to submit the supplemental information/material as an NDA amendment whenever it is 
needed for that purpose.  If, however, this is a NDA review issue and you would prefer that we have a 
discussion with DMEPA first, please let us know.
 
To date, we have over 2,000 patients with human factor experience using the  pump in the SER120 
clinical program with no issue on compliance and risk of misuse.  In addition, the pump which is 
manufactured by  the leading maker of nasal spray pumps, has been on the market for 10 years 
and used for a variety of products worldwide.  
 
Regards,
 
Linda 
 
Linda Cheng
V-P, Project Management
Serenity Pharmaceuticals, LLC
120 North Main Street
Suite 400
New City, New York  10956
 
Phone: 845-639-6760, Ext. 11
Fax:     845-639-1703
 
lcheng@serenitypharma.com
 
This transmission may contain proprietary or confidential information belonging to Serenity 
Pharmaceuticals, LLC and is only for review and use by the intended recipient.  Access by anyone else is 
unauthorized.  Any unauthorized reader is hereby notified that any review, use, dissemination, disclosure 
or copying of this information, or any act or omission taken in reliance on it, is prohibited and may be 
unlawful.  If you received this transmission in error, please notify the sender immediately.  Thank you.
 
 
-----Original Appointment-----
From: Crisostomo, Nenita [mailto:Nenita.Crisostomo@fda.hhs.gov] 
Sent: Monday, March 21, 2016 1:04 PM
To: Linda Cheng
Subject: Declined: TC with FDA on Human Factor Risk Management
When: Monday, March 21, 2016 2:30 PM-3:30 PM (UTC-05:00) Eastern Time (US & Canada).
Where: 
 
 
Hi Linda,
As per previous email, I will get back with you on the new date/time of the call. One of the key 
DMEPA Team members will not be available this week. The March 24 due date will be re-
assessed.
Thanks,
Nita
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Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph: 301-796-0875
 

From: Linda Cheng [mailto:lcheng@serenitypharma.com] 
Sent: Saturday, March 19, 2016 6:35 PM
To: Crisostomo, Nenita
Cc: Maria Cheng
Subject: Re: NDA 201656 desmopressin Nasal Spray: DMEPA Information Request - use-related risk 
analysis

Dear Nita:

I would like to give you a call on Monday to discuss.  Will you be at 11 am?

Linda

_____________________________________________
From: Crisostomo, Nenita 
Sent: Saturday, March 19, 2016 9:55 AM
To: Linda Cheng (lcheng@serenitypharma.com)
Cc: Maria Cheng (mcheng@serenitypharma.com)
Subject: NDA 201656 desmopressin Nasal Spray: DMEPA Information Request - use-related risk analysis

Hi Linda,

Please refer to your NDA 201656 submitted under section 505(b) on February 4, 2016 for 
desmopressin nasal spray. Please also refer to the meeting held with representatives of your firm 
and the FDA on August 18, 2015. We understand that you are planning to use desmopressin 
nasal spray to treat nocturia in adults who wake up 2 or more times per night to void.  However, 
we note that you have not submitted a comprehensive use-related risk analysis or your plans for a 
Human Factors (HF) validation study per Agency request at the August 18, 2015 meeting. If you 
have determined that an HF validation study is not needed for your product, submit your use-
related risk analysis and justification for not conducting the HF validation study to the Agency 
for review under the NDA.  

We request a response no later than 12Noon, Thursday, March 24, 2016.  For our immediate 
review, please email to me your response while enroute for official submission.

If you have any questions, please contact me.

Thank you,
Nita
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Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  March 16, 2016

TO:  Memo to File

THROUGH:  

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Information Request – Clinical Pharmacology

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LL via 
email on March 16, 2016.

From: Crisostomo, Nenita 
Sent: Wednesday, March 16, 2016 1:08 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA 201656 NOCTIVA (desmopressin): Clinical Pharmacology Information Request

Hi Linda,

We are currently reviewing your NDA.  Listed below are requests from our Clinical 
Pharmacology Team. Please submit your response, as soon as possible, or on/before close of 
business on March 21, 2016.  For our immediate review, please email your response to me while 
enroute for submission.   

1) We request that you submit the following information
- The data file in the xpt format of the serum concentrations and PK parameters of 

desmopressin in the PK studies (at least, dataset for the study DB3 and the pooled PK 
analysis)

- If the Sponsor already submitted them, indicate the location of those files in the NDA 
package.

2) The proposed label in 12.3 Pharmacokinetics describes that desmopressin did not show 
any effect on any of the 9 CYP 450 subtypes. 
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Indicate the location of the supporting study report in the NDA package.

If you have any questions, please feel free to contact me.

Thank you,
Nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  March 16, 2016

TO:  Memo to File

FROM:  Nenita Crisostomo – Regulatory Health Project Manager

SUBJECT:  Information Request – Debarment Statement

APPLICATION/DRUG:  NDA 201656 NOCTIVA (desmopressin) nasal spray

This Memo is to document the Information Request sent to Serenity Pharmaceuticals, LL via 
email on March 16, 2016, regarding the debarment statement.

From: Crisostomo, Nenita 
Sent: Wednesday, March 16, 2016 4:54 PM
To: Linda Cheng (lcheng@serenitypharma.com)
Subject: NDA 201656 desmopressin: Debarment Certification

Hello Linda,

The Debarment Certification is incorrectly worded. 

Debarment Certification should use wording in FD&C Act Section 306(k)(1) i.e.,“[Name of 
applicant] hereby certifies that it did not and will not use in any capacity the services of any 
person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in connection 
with this application.” Applicant may not use wording such as, “To the best of my knowledge…”

Please re-submit the certification with the correct wording.

Thanks,
nita

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Center for Drug Evaluation and Research
Ph:  301-796-0875
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 201656
NDA ACKNOWLEDGMENT

Serenity Pharmaceuticals, LLC
Attention:  Seymour Fein, M.D. 
Chief Medical Officer
120 N. Main Street, Suite 400
New City, NY  10956

Dear Dr. Fein:

We have received your New Drug Application (NDA) submitted to section 505(b)(2) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following:

Name of Drug Product: NOCTIVA (desmopressin) nasal spray

Date of Application: February 4, 2016

Date of Receipt: February 4, 2016

Our Reference Number: NDA 201656

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 April 4, 2016, 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:
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NDA201656
Page 2

Food and Drug Administration
Center for Drug Evaluation and Research
Division of Bone, Reproductive and Urologic 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 me at (301) 796-0875.

Sincerely,

{See appended electronic signature page}

Nenita Crisostomo, R.N.
Regulatory Health Project Manager
Division of Bone, Reproductive and Urologic Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research
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