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EXCLUSIVITY SUMMARY 

NDA # 208470  SUPPL #       HFD #      

Trade Name   INTRAROSA™

Generic Name   prasterone

Applicant Name   Endoceutics Inc.    

Approval Date, If Known   November 16, 2016 

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" 
to one or more of the following questions about the submission.

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
                                    YES NO 

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8

505(b)(2)

b)  Did it require the review of clinical data other than to support a safety claim or change 
in labeling related to safety?  (If it required review only of bioavailability or 
bioequivalence data, answer "no.")

  YES NO 

If your answer is "no" because you believe the study is a bioavailability study and, 
therefore, not eligible for exclusivity, EXPLAIN why it is a bioavailability study, 
including your reasons for disagreeing with any arguments made by the applicant that the 
study was not simply a bioavailability study.   

     

If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:             
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c)  Did the applicant request exclusivity?
 YES NO 

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

5

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

      If the answer to the above question in YES, is this approval a result of the studies submitted 
in response to the Pediatric Written Request?
   
          

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY 
TO THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.  

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

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

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

1.  Single active ingredient product.

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

                   YES NO 

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

NDA#           

NDA#           

2.  Combination product.  

If the product contains more than one active moiety(as defined in Part II, #1), has FDA 
previously approved an application under section 505 containing any one of the active moieties 
in the drug product?  If, for example, the combination contains one never-before-approved active 
moiety and one previously approved active moiety, answer "yes."  (An active moiety that is 
marketed under an OTC monograph, but that was never approved under an NDA, is considered 
not previously approved.)  

 YES NO 

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

NDA#           

NDA#           

NDA#           

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO 
THE SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary 
should only be answered “NO” for original approvals of new molecular entities.) 
IF “YES,” GO TO PART III.

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of 
new clinical investigations (other than bioavailability studies) essential to the approval of the 
application and conducted or sponsored by the applicant."  This section should be completed 
only if the answer to PART II, Question 1 or 2 was "yes."  

1.  Does the application contain reports of clinical investigations?  (The Agency interprets 
"clinical investigations" to mean investigations conducted on humans other than bioavailability 
studies.)  If the application contains clinical investigations only by virtue of a right of reference 
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to clinical investigations in another application, answer "yes," then skip to question 3(a).  If the 
answer to 3(a) is "yes" for any investigation referred to in another application, do not complete 
remainder of summary for that investigation. 

 YES NO 

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8. 

2.  A clinical investigation is "essential to the approval" if the Agency could not have approved 
the application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical 
trials, such as bioavailability data, would be sufficient to provide a basis for approval as an 
ANDA or 505(b)(2) application because of what is already known about a previously approved 
product), or 2) there are published reports of studies (other than those conducted or sponsored by 
the applicant) or other publicly available data that independently would have been sufficient to 
support approval of the application, without reference to the clinical investigation submitted in 
the application.

(a) In light of previously approved applications, is a clinical investigation (either 
conducted by the applicant or available from some other source, including the published 
literature) necessary to support approval of the application or supplement?

 YES NO 

If "no," state the basis for your conclusion that a clinical trial is not necessary for 
approval AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

     
                                                 
(b) Did the applicant submit a list of published studies relevant to the safety and 
effectiveness of this drug product and a statement that the publicly available data would 
not independently support approval of the application?

 YES NO 

(1) If the answer to 2(b) is "yes," do you personally know of any reason to 
disagree with the applicant's conclusion?  If not applicable, answer NO.

 
  YES NO 

     If yes, explain:                                     

                                                             

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted 
or sponsored by the applicant or other publicly available data that  could 
independently demonstrate the safety and effectiveness of this drug product? 
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 YES NO 

     If yes, explain:                                         

                                                             

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical 
investigations submitted in the application that are essential to the approval:

     

                    
Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.  

3.  In addition to being essential, investigations must be "new" to support exclusivity.  The 
agency interprets "new clinical investigation" to mean an investigation that 1) has not been relied 
on by the agency to demonstrate the effectiveness of a previously approved drug for any 
indication and 2) does not duplicate the results of another investigation that was relied on by the 
agency to demonstrate the effectiveness of a previously approved drug product, i.e., does not 
redemonstrate something the agency considers to have been demonstrated in an already approved 
application.  

a) For each investigation identified as "essential to the approval," has the investigation 
been relied on by the agency to demonstrate the effectiveness of a previously approved 
drug product?  (If the investigation was relied on only to support the safety of a 
previously approved drug, answer "no.")

Investigation #1    YES NO 

Investigation #2    YES NO 

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

     

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

Investigation #1 YES NO 
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Investigation #2 YES NO 

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

     

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the 
application or supplement that is essential to the approval (i.e., the investigations listed in 
#2(c), less any that are not "new"):

     

4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored 
by" the applicant if, before or during the conduct of the investigation, 1) the applicant was the 
sponsor of the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or 
its predecessor in interest) provided substantial support for the study.  Ordinarily, substantial 
support will mean providing 50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !
!

IND #      YES  !  NO     
!  Explain: 

                               
             

Investigation #2 !
!

IND #      YES   !  NO    
!  Explain: 

                                    
   

                                                            
(b) For each investigation not carried out under an IND or for which the applicant was 
not identified as the sponsor, did the applicant certify that it or the applicant's predecessor 
in interest provided substantial support for the study?
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Investigation #1 !
!

YES   !  NO    
Explain: !  Explain: 

             

Investigation #2 !
!

YES    !  NO    
Explain: !  Explain:
          

   

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe 
that the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to 
the drug are purchased (not just studies on the drug), the applicant may be considered to 
have sponsored or conducted the studies sponsored or conducted by its predecessor in 
interest.)

YES NO 

If yes, explain:  

     

=================================================================
                                                      
Name of person completing form:  Kim Shiley                    
Title:  Regulatory Health Project Manager
Date:  11-16-2016
                                                      
Name of Division Director signing form:  Audrey Gassman
Title:  Deputy Director

Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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11/16/2016
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Version: 2/12/16

ACTION PACKAGE CHECKLIST 

APPLICATION INFORMATION1

NDA #   208470
BLA #        

NDA Supplement #        
BLA Supplement #        

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

Proprietary Name:   INTRAROSA™
Established/Proper Name:  prasterone
Dosage Form:          vaginal inserts

Applicant:  Endoceutics Inc.
Agent for Applicant (if applicable):  Accenture, LLP, Attn:  Raj 
Bandaru, Ph.D.

RPM:  Kim Shiley Division:  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: 10-20-16

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 11-16-2016   AP          TA       CR    

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

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

  Received

 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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 Clinical Reviews

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

 Clinical review(s) (indicate date for each review) 11-16-16

 Social scientist review(s) (if OTC drug) (indicate date for each review)   None         
 Financial Disclosure reviews(s) or location/date if addressed in another review
                                                           OR
        If no financial disclosure information was required, check here  and include a            
        review/memo explaining why not (indicate date of review/memo)

See clinical review, page 26-27

     

 Clinical reviews from immunology and other clinical areas/divisions/Centers (indicate 
date of each review)5   None         

 Controlled Substance Staff review(s) and Scheduling Recommendation (indicate date of 
each review)   N/A    12-18-15

 Risk Management
 REMS Documents and REMS Supporting Document (indicate date(s) of 

submission(s))
 REMS Memo(s) and letter(s) (indicate date(s))
 Risk management review(s) and recommendations (including those by OSE and 

CSS) (indicate date of each review and indicate location/date if incorporated 
into another review)

     

     

  None        

 OSI Clinical Inspection Review Summary(ies) (include copies of OSI letters to 
investigators)   None requested  7-8-16

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)   None          

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)   None    7-1-2016

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)   None    10-24-16

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

5 For Part 3 combination products, all reviews from the reviewing Center(s) should be entered into the official archive (for further 
instructions, see “Section 508 Compliant Documents:  Process for Regulatory Project Managers” located in the CST electronic 
repository).  
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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

  Done
(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

  Done

 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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If you have any questions, please contact Kim Shiley, R.N., B.S.N., Regulatory Project Manager, 
at (301) 796-2117.

Sincerely,

{See appended electronic signature page}

Shelley R. Slaughter, M.D., Ph.D.
Clinical Team Leader 
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

NDA 208470
ADVICE/INFORMATION REQUEST

EndoCeutics Inc.
Attention:  Fernand Labrie, M.D., Ph.D.
c/o U.S. Agent, Accenture, LLP
Raj Bandaru, Ph.D.
Global Regulatory Affairs
1160 W. Swedesford Road, Building One
Berwyn, PA 19312

Dear Dr. Labrie:

We refer to your New Drug Application (NDA) dated October 16, 2015, received October 16, 
2015, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for 
prasterone.

We also refer to your July 22, 2016, submission containing your response to our July 18, 2016, 
Information Request letter.  

We have the following comments:

 Section 13.1 of labeling will include the following information on carcinogenicity:

Long-term studies in animals to evaluate carcinogenic potential have not been 
conducted with prasterone. Two metabolites of prasterone, estradiol and 
testosterone, are carcinogenic in animals.

 We consider your application under the 505(b)(2) regulatory pathway because the 
labeling includes information about estradiol and testosterone that is based on submitted 
literature and your scientific justification for use of such literature. Submit a Form FDA 
356h indicating that your NDA is a 505(b)(2) (see Box #17). 

 Be aware that a 505(b)(2) application that relies for approval on published literature 
which does not specifically describe a brand name product(s), is not considered as relying 
on FDA’s finding of safety and/or effectiveness for a listed drug(s).
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If you have any questions, please contact Kim Shiley, R.N., B.S.N., Regulatory Project Manager, 
at (301) 796-2117.

Sincerely,

{See appended electronic signature page}

Shelley R. Slaughter, M.D., Ph.D.
Clinical Team Leader 
Division of Bone, Reproductive, and Urologic Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research
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PeRC Meeting Minutes 
July 6, 2016 

 
 
PeRC Members Attending: 
Lynne Yao 
Meshaun Payne  
Gettie Audain 
Robert “Skip” Nelson 
Barbara Buch  
Rosemary Addy 
Wiley Chambers 
Jackie Yancy 
Thomas Smith 
George Greeley  
Yeruk Mulugeta 
Freda Cooner 
Maura O’Leary  
Calipotriene) 
Gilbert Burkhart 
Gerri Baer 
John Alexander 
Peter Starke 
Julia Pinto  
Hari Sachs 
Daiva Shetty 
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Agenda 

 
NDA 

208470 
Intratosa (prasterone) Full Waiver with 
Agreed iPSP DBRUP Kimberly Shiley 

Treatment of moderate to severe 
dyspareunia, a symptom of 
vulvovaginal atrophy due to 
menopause 

 
 

 

Reference ID: 3963932

NON-RESPONSIVE

NON-RESPONSIVE

NON-RESPONSIVE
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Intratosa (prasterone) Full Waiver with Agreed iPSP 
• Indication: Treatment of moderate to severe dyspareunia, a symptom of vulvovaginal 

atrophy due to menopause 
• PeRC Recommendations: 

o The PeRC concurred with the sponsor’s plan for a full waiver. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208470
ADVICE/INFORMATION REQUEST

EndoCeutics Inc.
Attention:  Fernand Labrie, M.D., Ph.D.
c/o U.S. Agent, Accenture, LLP
Raj Bandaru, Ph.D.
Global Regulatory Affairs
1160 W. Swedesford Road, Building One
Berwyn, PA 19312

Dear Dr. Labrie:

We refer to your New Drug Application (NDA) dated October 16, 2015, received October 16, 
2015, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for 
prasterone.

We also refer to your June 20, 2016, submission containing your proposed labeling for Section 
13.1 in response to our June 3, 2016, Information Request letter. 

As stated in our June 3, 2016, letter, with use of your product, prasterone is converted to 
estradiol and testosterone in the vagina, raising the local concentration of these hormones. 
Postmenopausal estrogen therapy is considered to be carcinogenic in humans (IARC 
Monographs on the Evaluation of Carcinogenic Risks to Humans 72: 399-503, 1999) and 
testosterone is considered an animal and presumptive human carcinogen (IARC Monographs on 
the Evaluation of Carcinogenic Risks to Humans 21:519-547, 1979).  Therefore, the possible risk 
for reproductive tract tumors should be communicated in labeling.  We are recommending that 
Section 13.1 include the following information on carcinogenicity:

Long-term studies in animals to evaluate carcinogenic potential have not been conducted 
with prasterone.  Two metabolites of prasterone, estradiol and testosterone, are 
carcinogenic in animals.  

With this labeling recommendation, your application would be considered under the 505(b)(2) 
regulatory pathway, if you do not own or have a right of reference to data or literature which 
show estradiol and testosterone are carcinogenic in animals.  If you accept this recommendation, 
you would need to submit a scientific rationale to support that reliance upon the literature is 
appropriate for your product.  Alternatively for a 505(b)(2) application, you could rely on FDA’s 
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finding of safety and effectiveness for a listed drug(s), provided you establish a “bridge” between 
your product and each listed drug to demonstrate that such reliance is scientifically justified.  

If you still want your application to be considered under the 505(b)(1) regulatory pathway, you 
should: 1) submit data from carcinogenicity studies on prasterone or estrogen and testosterone 
that you have conducted; or 2) submit published literature documenting the relevant 
carcinogenicity of prasterone or estrogen and testosterone to which you own or have a right to 
refer.

Note that approval under the 505(b)(2) pathway does not preclude granting of 5-year new drug 
exclusivity for a new chemical entity.  We are requesting that you respond no later than July 22, 
2016, to inform of us of your final choice of the above alternative regulatory pathways.  Failure 
to meet the criteria noted for the selected approach will influence approvability. 

If you have any questions, please contact Kim Shiley, R.N., B.S.N., Regulatory Project Manager, 
at (301) 796-2117.

Sincerely,

{See appended electronic signature page}

Shelley R. Slaughter, M.D., Ph.D.
Clinical Team Leader 
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

NDA 208470
ADVICE/INFORMATION REQUEST

EndoCeutics Inc.
Attention:  Fernand Labrie, M.D., Ph.D.
c/o U.S. Agent, Accenture, LLP
Raj Bandaru, Ph.D.
Global Regulatory Affairs
1160 W. Swedesford Road, Building One
Berwyn, PA 19312

Dear Dr. Labrie:

Please refer to your New Drug Application (NDA) dated October 16, 2015, received October 16, 
2015, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for 
prasterone.

We have the following comments regarding your combination device-drug product:

1. Your proposed to-be-marketed device component of your combination device-drug 
product is different from that used in the phase 3 clinical trials.  

2. Provide evidence to support that the use of the to-be-marketed device is not expected to 
lead to an increase in vaginal morbidity (irritation, superficial tears, lacerations, 
hematoma, vaginal bleeding, etc.).

If you have any questions, please contact Kim Shiley, R.N., B.S.N., Regulatory Project Manager, 
at (301) 796-2117.

Sincerely,

{See appended electronic signature page}

Shelley R. Slaughter, M.D., Ph.D.
Clinical Team Leader 
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

NDA 208470

INFORMATION REQUEST

EndoCeutics Inc.
Attn: Fernand Labrie, M.D., Ph.D.
c/o U.S. Agent, Accenture, LLP
Raj Bandaru, Ph.D., Global Regulatory Affairs
1160 W. Swedesford Road, Building One
Berwyn, PA 19312

Dear Dr. Labrie:

Please refer to your New Drug Application (NDA) dated October 16, 2015, received October 16, 
2015, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for 
prasterone.

We have the following comments regarding your clinical amendment to protocol ERC-237, 
entitled “Protocol for Second and Third Readings of End-of-Study Endometrial Biopsies from 
Postmenopausal Women with Vulvovaginal Atrophy (VVA) for Studies ERC-210, ERC-230, 
ERC-231 and ERC-234”, submitted June 1, 2016:

1. We concur with the selection of  as the third reader. Provide  
 with the slide sets obtained from the re-cut of paraffin blocks, including the 

slides sets that were previously read by .  Prior to providing slides to 
, remove completely any markings previously made on the slides.

2. Provide the actual endometrial biopsy reports from each of the three independent 
pathologists  as well as 
the individual subject data listings.
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If you have any questions, please contact Kim Shiley, R.N., B.S.N., Regulatory Project Manager, 
at (301) 796-2117.

Sincerely,

{See appended electronic signature page}

Shelley R. Slaughter, M.D., Ph.D.
Clinical Team Leader 
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

NDA 208470
ADVICE/INFORMATION REQUEST

EndoCeutics Inc.
Attention:  Fernand Labrie, M.D., Ph.D.
c/o U.S. Agent, Accenture, LLP
Raj Bandaru, Ph.D.
Global Regulatory Affairs
1160 W. Swedesford Road, Building One
Berwyn, PA 19312

Dear Dr. Labrie:

Please refer to your New Drug Application (NDA) dated and received October 16, 2015, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for prasterone.

Section 505 of the Act describes three types of new drug applications: 

1. an application that contains full reports of investigations of safety and effectiveness - 
section 505(b)(1); 

2. an application that contains full reports of investigations of safety and effectiveness but 
where at least some of the information required for approval comes from studies not 
conducted by or  for the applicant and for which the applicant has not obtained a right of 
reference - section 505(b)(2);

3. an application that contains information to show that the proposed product is identical in 
active ingredients, dosage form, strength, route of administration, labeling, quality, 
performance characteristics, and intended use, among other things, to a previously 
approved product - section 505(j). 

You have submitted this application as a 505(b)(1) application.  

We disagree with your statement that estradiol and testosterone are not applicable to prasterone.  
With use of your product, prasterone is converted to estradiol and testosterone in the vagina, 
raising the local concentration of these hormones.  Postmenopausal estrogen therapy is 
considered to be carcinogenic in humans (IARC Monographs on the Evaluation of Carcinogenic 
Risks to Humans 72: 399-503, 1999) and testosterone is considered an animal and presumptive 
human carcinogen (IARC Monographs on the Evaluation of Carcinogenic Risks to Humans 21: 
519-547, 1979). Thus, there is a possible increased risk for reproductive tract tumors that should 
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be communicated in the labeling.  To inform safety for product labeling, we propose that the 
carcinogenicity portion of section 13.1 read as follows:

Long-term studies in animals to evaluate carcinogenic potential have not been conducted 
with prasterone.  Two metabolites of prasterone, estradiol and testosterone, are 
carcinogenic in animals.  Systemic levels of estradiol and testosterone are not increased 
with intravaginal prasterone.

If you own or have the right of reference to data or literature which show estradiol and 
testosterone are carcinogenic in animals, submit them to the NDA.  If you do not own or have a 
right of reference to such data or literature, then your application is considered to be a 505(b)(2) 
NDA. 

We request your response to this letter by June 20, 2016.

If you have any questions, please contact Kim Shiley, R.N., B.S.N., Regulatory Project Manager, 
at (301) 796-2117.

Sincerely,

{See appended electronic signature page}

Shelley R. Slaughter, M.D., Ph.D.
Clinical Team Leader
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

NDA 208470

INFORMATION REQUEST

EndoCeutics Inc.
Attention:  Fernand Labrie, M.D., Ph.D.
c/o U.S. Agent, Accenture, LLP
Raj Bandaru, Ph.D.
Global Regulatory Affairs
1160 W. Swedesford Road, Building One
Berwyn, PA 19312

Dear Dr. Labrie:

Please refer to your New Drug Application (NDA) dated October 16, 2015, received October 16, 
2015, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for 
prasterone.

We have the following comments regarding your safety protocol for ERC-237 entitled “Protocol 
for Second and Third Readings of End-of-Study Endometrial Biopsies from Postmenopausal 
Women with Vulvovaginal Atrophy (VVA) for Studies ERC-210, ERC-230, ERC-231 and ERC-
234” submitted on May 6, 2016:

1. With one exception, we generally concur with your proposal to conduct a re-read of the 
end-of trial endometrial biopsies specifically for 12-Week Trials ERC-210, ERC-231, 
and ERC-234 and 52-Week Trial ERC-230, as outlined in the above protocol.

2. We do not agree with the selection of five pathologists  
 to participate as the “third reader” for the re-read of the slide set. Designate a 

single pathologist with expertise in gynecologic pathology to participate as the “third 
reader.” Additionally, provide the actual endometrial biopsy reports from each of the 
three independent pathologists as well as the individual subject data listings.

Reference ID: 3931803
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If you have any questions, please contact Kim Shiley, R.N., B.S.N., Regulatory Project Manager, 
at (301) 796-2117.

Sincerely,

{See appended electronic signature page}

Shelley R. Slaughter, M.D., Ph.D.
Clinical Team Leader
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

NDA 208470
INFORMATION REQUEST

EndoCeutics Inc.
Attention:  Fernand Labrie, M.D., Ph.D.
c/o U.S. Agent, Accenture, LLP
Raj Bandaru, Ph.D.
Global Regulatory Affairs
1160 W. Swedesford Road, Building One
Berwyn, PA 19312

Dear Dr. Labrie:

Please refer to your New Drug Application (NDA) dated October 16, 2015, received October 16, 
2015, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for 
prasterone.

We have the following comments regarding endometrial assessments for ERC-210, ERC-231, 
ERC-234 and ERC-230:

1. Your evaluation of the endometrial biopsies conducted for assessment of the 
endometrium of participating women at Week 12 for trials ERC-210, ERC-231, and 
ERC-234 and Week 52 for ERC-230, were not conducted according to the Agency’s 
2003 draft Guidance for Industry, entitled “Estrogen and Estrogen/Progestin Drug 
Products to Treat Vasomotor Symptoms and Vulvar and Vaginal Atrophy Symptoms – 
Recommendations for Clinical Evaluation.”  Specifically you did not have three 
independent pathologists evaluate and provide an adequate endometrial histological 
diagnosis.

With one exception, a single pathologist, , made the histological 
diagnosis for all endometrial samples obtained in the above trials as well as trial ERC-
238.  The exception involved the read of some of the baseline endometrial biopsies from 
ERC-210.   read these slides. 

2. Per the protocol for ERC-230, “endometrial biopsy will be evaluated based on the 
Guidance for Industry “Estrogen and Estrogen/Progestin Drug Product to Treat 
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Vasomotor Symptoms and Vulvar and Vaginal Atrophy Symptoms – Recommendations 
for Clinical Evaluations as follows:”

 “The endometrial tissue obtained by endometrial biopsy at screening, during the 
conduct of the study, and at the end-of-study be processed in the same manner by 
a central laboratory.”

 “A single pathologist reader (any one of the three blinded pathologists) initially 
assess the slides from the endometrial biopsies obtained at screening or because of 
participant bleeding while on study drug (safety reading).”

 “Three independent expert pathologists, blinded to treatment group and to each 
other’s readings, determine the diagnosis for endometrial biopsy slides during the 
conduct of the study for all women who have an end-of-study biopsy or because 
of participant bleeding while on study drug safety reading.”

3. The protocols for ERC-231 and ERC-234 contain language similar to that noted in item 2 
above.

4. Failure to have three independent and blinded pathologists read the end-of-trial 
endometrial biopsies constitutes inadequate and insufficient endometrial assessment for 
your product. 

To remedy the above situation, each endometrial biopsy for which endometrial tissue was 
obtained will need to be re-read by two additional independent and blinded pathologists.  
These pathologists should be located at different institutions and have no common fiduciary 
or reporting responsibilities. To conduct the re-read, adhere to the following:

 If possible, recut the block of tissue at the same level as that for the previous slide 
set to obtain new sets of slides for the re-read.

 If a recut is not possible because of insufficient tissue, the original slides may be 
re-used, but these should not contain any markings from the previous read.  If 
there is insufficient tissue to perform a re-cut, you must state this in writing.

 A re-read of the original slides should be performed only under the specific 
circumstances noted in the preceding bullet.

 Slides should not be ordered by time or participant identifier and should be 
randomized without any other prior grouping.

 Known positive controls for endometrial hyperplasia (simple hyperplasia without 
atypia, simple hyperplasia with atypia, complex without atypia, and complex with 
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atypia) and endometrial carcinoma should be included in the slide set provided to 
each additional blinded pathologist.

 Known negative-controls of atrophic, inactive, proliferative (inactive, active and 
disordered), secretory and menstrual endometrium should be included in the slide 
set provided to each additional blinded pathologist.

 The two selected additional pathologists should be regarded and recognized as 
experts in gynecologic pathology.

 Provide to the Agency, the curricula vitae for the additional participating 
pathologists.

 The additional two blinded pathologist, should not be informed that they are 
conducting a re-evaluation of a previously determined histological diagnosis.

 The additional two blinded pathologists should have no connections 
(either by training or institution of practice) with 

 There should be no meetings or any other communications between the 
two additional pathologists or between either or both of the two additional 
pathologists and .

 Follow, as recommended in the draft 2003 Guidance for Industry, standard 
criteria for histologic diagnosis as provided in Blaustein’s pathology text 
(Pathology of the Female Genital Tract).  For your convenience these are 
provided below:

Histologic Characteristics of the Endometrium:

0.   No tissue

1.   Tissue insufficient for diagnosis

2.   Atrophic

3.   Inactive

4.   Proliferative
a. Weakly proliferative 
b. Active proliferative
c. Disordered proliferative

5.   Secretory
a. Cyclic type
b. Progestational type (including stromal decidualization)

Reference ID: 3909332
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6.  Menstrual type

7.   Simple hyperplasia without atypia

8.   Simple hyperplasia with atypia

9.   Complex hyperplasia without atypia

10. Complex hyperplasia with atypia

11. Carcinoma (specify type)

 Include all additional and exploratory comments from the two additional blinded 
pathologists in addition to their diagnoses in line listings.

5. Provide the Agency with a safety protocol for conduct of the re-read of each endometrial 
biopsy for which endometrial tissue was obtained.  Incorporate all of the elements 
required for assessing endometrial histology from the 2003 guidance into the protocol 
provided to the Agency.

6. Provide the Agency with a time frame for completion of your proposed re-read of slides 
as described above.

7. Failure to adequately assess endometrial safety is an approvability issue.

If you have any questions, please contact Kim Shiley, R.N., B.S.N., Regulatory Project Manager, 
at (301) 796-2117.

Sincerely,

{See appended electronic signature page}

Shelley R. Slaughter, M.D., Ph.D.
Clinical Team Leader
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 

 
 
NDA 208470 INFORMATION REQUEST 
From: jann.a.kochel@accenture.com [mailto:jann.a.kochel@accenture.com]  
Sent: Tuesday, March 15, 2016 11:04 AM 
To: Shiley, Kimberly 
Subject: RE: NDA 208470, labeling revisions needed in 2 weeks 
Hi Kim- 
 
Thank you for the email.  I have forwarded it to EndoCeutics. 
 
Kind Regards, 
 
Jann 
From: Shiley, Kimberly [mailto:Kimberly.Shiley@fda.hhs.gov]  
Sent: Tuesday, March 15, 2016 10:59 AM 
To: Kochel, Jann A. <jann.a.kochel@accenture.com> 
Subject: NDA 208470, labeling revisions needed in 2 weeks 
Importance: High 
 
Greetings Jann, 
 
Draft labeling for NDA 208470 is attached.  These are only high level comments and they 
do not convey any conclusions regarding the approvability of your product. 
 
Provide revised labeling that  responds to these comments and any other labeling 
comments (i.e. 74-day letter) by formally submitting revised labeling to the application no 
later than March 31, 2016.  Provide a Word clean version and a redlined, track-changes 
version. 
 
Provide confirmed receipt of this email. 
 

Kim Shiley, RN, BSN 
Regulatory Health Project Manager 
Division of Bone, Reproductive, and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
Bldg 22, Room 5377 
office:  301-796-2117  
fax:  301-796-9897 
kimberly.shiley@fda.hhs.gov 

 
 
This message is for the designated recipient only and may contain privileged, proprietary, or otherwise confidential information. If you have 
received it in error, please notify the sender immediately and delete the original. Any other use of the e-mail by you is proh bited. Where 
allowed by local law, electronic communications with Accenture and its affiliates, including e-mail and instant messaging (including content), 
may be scanned by our systems for the purposes of information security and assessment of internal compliance with Accenture policy.  
______________________________________________________________________________________ 
 
www.accenture.com 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 208470 

INFORMATION REQUEST 
From: jann.a.kochel@accenture.com [mailto:jann.a.kochel@accenture.com]  
Sent: Wednesday, February 03, 2016 3:25 PM 
To: Shiley, Kimberly 
Subject: RE: NDA 208470, ClinPharm Information Request 
 
Hi Kim, 
  
The data files in the xpt format for the serum concentrations of DHEA and its metabolites in the Studies ERC-213, 
ERC-231 and ERC-238 were submitted in the initial NDA package (sequence 0000). 
  
Please find a summary table below indicating the location of those files for the serum concentrations: 
  
Study 
ID 

RAW DATASETS Analysis DATASETS 
Location  Dataset Description Location  Dataset Description 

ERC-
213 

m5/datasets/erc-
213/tabulations/legacy/ 

STEROIDS.xpt All Steroids 
(DHEA and its 
metabolites – 
FREE, 
Glucuronidated 
and Sulfated) 

Not provided in the NDA package (sequence 0000) 

ERC-
231 

m5/datasets/erc-
231/tabulations/legacy/ 

AD17G.xpt Androstane-3α, 
17β-diol 17-
glucuronide 

m5/datasets/erc-
231/analysis/legacy/datasets/ 

adsters.xpt DHEA and all 
its metabolites 
(FREE, 
Glucuronidated 
and Sulfated) 

ADTG.xpt Androsterone 
glucuronide 

DHEA.xpt DHEA and its 
FREE 
Metabolites (5-
diol, 4-dione, 
testo, DHT, E1 
and E2) 

SULFATE3.xpt Sulfated 
metabolites  
(DHEA-
Sulfate and 
Estrone-
Sulfate) 

ERC-
238 

m5/datasets/erc-
238/tabulations/legacy/ 

STEROIDS.xpt All Steroids 
(DHEA and its 
metabolites -
FREE, 
Glucuronidated 
and Sulfated) 

m5/datasets/erc-
238/analysis/legacy/datasets/ 

adsters.xpt DHEA and all 
its Metabolites 
(FREE, 
Glucuronidated 
and Sulfated) 
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For the PK study ERC-213, the analysis dataset in the xpt format containing the calculated values of the 
pharmacokinetic parameters (AUC, Cmax) from serum steroid concentrations has not been included in the NDA 
package. 
  
The analysis dataset for ERC-213 steroid concentrations and PK parameters will be provided by mid-next week 
under Sequence 0005 of NDA 208470 along with the additional information requested by the Agency in the filing 
communication dated 28-DEC-2015. 
  
Thanks, 
Jann 
  
  
From: Shiley, Kimberly [mailto:Kimberly.Shiley@fda.hhs.gov]  
Sent: Wednesday, February 03, 2016 8:10 AM 
To: Kochel, Jann A. <jann.a.kochel@accenture.com> 
Subject: NDA 208470, ClinPharm Information Request 
  
Hi Jann, 
  
Provide the following: 
  
- data files in the xpt format for the serum concentrations of DHEA and its metabolites and 
(or) their pharmacokinetic parameters in the Study ERC-213, ERC-231 and ERC-238.   
- If already submitted, indicate the location of those files in the NDA package. 
  
Confirm receipt please. 
  
Kim Shiley, RN, BSN 
Regulatory Health Project Manager 
Division of Bone, Reproductive, and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
Bldg 22, Room 5377 
office:  301-796-2117  
fax:  301-796-9897 
kimberly.shiley@fda.hhs.gov  
  
 

 
 
This message is for the designated recipient only and may contain privileged, proprietary, or otherwise confidential information. If you have 
received it in error, please notify the sender immediately and delete the original. Any other use of the e-mail by you is proh bited. Where 
allowed by local law, electronic communications with Accenture and its affiliates, including e-mail and instant messaging (including content), 
may be scanned by our systems for the purposes of information security and assessment of internal compliance with Accenture policy.  
______________________________________________________________________________________ 
 
www.accenture.com 
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 208470
PROPRIETARY NAME REQUEST 
CONDITIONALLY ACCEPTABLE 

Endoceutics, Inc.
c/o Accenture, LLP
1160 W. Swedesford Road
Building One
Berwyn, PA 19312

ATTENTION: Jann A. Kochel
U.S. Agent

Dear Ms. Kochel:

Please refer to your New Drug Application (NDA) dated and received October 16, 2015, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Prasterone 
Vaginal Insert, 6.5 mg.

We also refer to your correspondence, dated and received October 16, 2015, requesting review of 
your proposed proprietary name, Intrarosa.  

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

If any of the proposed product characteristics as stated in your October 16, 2015, submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 

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

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

 PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2013 through 
2017, 
(http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM27
0412.pdf)
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact 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 Kimberly Shiley, Regulatory Project Manager in the Office of 
New Drugs, at 301-796-2117.  

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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NDA 208470 

INFORMATION REQUEST 
 

 
 
From: jann.a.kochel@accenture.com [mailto:jann.a.kochel@accenture.com]  
Sent: Thursday, December 03, 2015 12:22 PM 
To: Shiley, Kimberly 
Subject: RE: question re: NDA 208470 
 
Hi Kim, 
 
I have checked with EndoCeutics and they own the data for the published literatures that they have submitted under 
Module 2 to support the pharmacology section of the preclinical package of NDA 208470. Occasionally, 
EndoCeutics is referring to other publications from the public domain to compare their own data with the published 
data from other researchers but all graphs, tables and detailed data described under the pharmacology summary of 
their NDA 208470 were obtained from studies conducted by or for EndoCeutics.  
 
Thank you, 
 
Jann 
 
From: Shiley, Kimberly [mailto:Kimberly.Shiley@fda.hhs.gov]  
Sent: Thursday, December 03, 2015 10:39 AM 
To: Kochel, Jann A. <jann.a.kochel@accenture.com> 
Subject: question re: NDA 208470 
Importance: High 
 
Greetings Jann, 
 
Could you present and obtain the following information from Dr. Labrie and respond 
directly to this email? 
 
Dr. Labrie: 
 
We have the following questions for you regarding NDA 208470 for prasterone vaginal 

: 
 
Do you own the data for the published literature that you submitted to support the 
pharmacology section of your preclinical package?  If the answer to this question is no, do 
you have the right-of-reference to this data?  If the answer to this question is yes, provide the 
documentation of right-of-reference. 
 
We request that you respond to our questions and provide the applicable documentation by 
close-of-business, December 4, 2015. 
 
Thank you, 
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Kim Shiley, RN, BSN 
Regulatory Health Project Manager 
Division of Bone, Reproductive, and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
Bldg 22, Room 5377 
office:  301-796-2117  
fax:  301-796-9897 
kimberly.shiley@fda.hhs.gov  
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