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EXCLUSIVITY SUMMARY  

 
NDA # 203505     SUPPL #          HFD # 580 

Trade Name   Osphena 
 
Generic Name   ospemifene 
     
Applicant Name   Shionogi Inc.       
 
Approval Date, If Known   February 26, 2013       
 
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 
 

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement? 
                                           YES  NO  
 
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8 
 
      505(b)(1) 

 
c)  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:              

           
      

 
 
 

Reference ID: 3267297



 

 
 

Page 2 

d)  Did the applicant request exclusivity? 
   YES  NO  

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

      
 

e) 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 to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
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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?  

   
   YES  NO  
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     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  

   
Investigation #2      YES  NO  
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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 #  067216  YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 IND # 067216  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:  George Lyght, Pharm.D                     
Title:  Sr. Regulatory Health Project Manager 
Date:  Feb 26, 2013 
 
                                                       
Name of Office/Division Director signing form:  Victoria Kusiak, M.D. 
Title:  Deputy Director, ODE III 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12 
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PEDIATRIC PAGE 
(Complete for all filed original applications and efficacy supplements) 

NDA/BLA#: 203505 Supplement Number:       NDA Supplement Type (e.g. SE5): 
      

Division Name:Division of 
Reproductive and Urologic 
Products 

PDUFA Goal Date: Feb 26, 
2013 

Stamp Date: 4/26/2012 

Proprietary Name:  Osphena 

Established/Generic Name:  ospemifene 

Dosage Form:  Tablets 

Applicant/Sponsor:  Shionogi Inc. 

Indication(s) previously approved (please complete this question for supplements and Type 6 NDAs only):  
(1) The treatment of vulvar and vaginal atrophy 
(2)       
(3)       
(4)       

Pediatric use for each pediatric subpopulation must be addressed for each indication covered by current 
application under review.  A Pediatric Page must be completed for each indication.   

Number of indications for this pending application(s):1  
(Attach a completed Pediatric Page for each indication in current application.) 

Indication: The treatment of vulvar and vaginal atrophy 

Q1: Is this application in response to a PREA PMR? Yes   Continue 

        No    Please proceed to Question 2. 

 If Yes, NDA/BLA#:       Supplement #:      PMR #:      

 Does the division agree that this is a complete response to the PMR? 

  Yes. Please proceed to Section D. 

 No.  Please proceed to Question 2 and complete the Pediatric Page, as applicable. 

Q2: Does this application provide for (If yes, please check all categories that apply and proceed to the next 
question): 

(a) NEW  active ingredient(s) (includes new combination);  indication(s);  dosage form;  dosing 
regimen; or  route of administration?*  

(b)  No. PREA does not apply. Skip to signature block. 

* Note for CDER: SE5, SE6, and SE7 submissions may also trigger PREA.  

Q3: Does this indication have orphan designation? 

  Yes.  PREA does not apply.  Skip to signature block. 

  No.  Please proceed to the next question. 
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IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda hhs.gov) OR AT 301-796-0700. 

 
 

Q4: Is there a full waiver for all pediatric age groups for this indication (check one)?  

  Yes: (Complete Section A.) 

  No: Please check all that apply: 

  Partial Waiver for selected pediatric subpopulations (Complete Sections B) 

  Deferred for some or all pediatric subpopulations (Complete Sections C) 

  Completed for some or all pediatric subpopulations (Complete Sections D)  

  Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E) 

  Extrapolation in One or More Pediatric Age Groups (Complete Section F) 

 (Please note that Section F may be used alone or in addition to Sections C, D, and/or E.) 

Section A: Fully Waived Studies (for all pediatric age groups) 

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected) 

  Necessary studies would be impossible or highly impracticable because: 

 Disease/condition does not exist in children 

 Too few children with disease/condition to study 

 Other (e.g., patients geographically dispersed):       

 Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric 
patients AND is not likely to be used in a substantial number of pediatric patients. 

 Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if 
studies are fully waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if 
studies are fully waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective and unsafe in all pediatric 
subpopulations (Note: if studies are fully waived on this ground, this information must be included in 
the labeling.) 

 Justification attached. 

If studies are fully waived, then pediatric information is complete for this indication.  If there is another 
indication, please complete another Pediatric Page for each indication. Otherwise, this Pediatric Page is 
complete and should be signed.  
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IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda hhs.gov) OR AT 301-796-0700. 

 
 

Section B: Partially Waived Studies (for selected pediatric subpopulations) 

Check subpopulation(s) and reason for which studies are being partially waived (fill in applicable criteria 
below): 

Note: If Neonate includes premature infants, list minimum and maximum age in “gestational age” (in weeks).  

  Reason (see below for further detail): 

 minimum maximum 
Not 

feasible# 

Not meaningful 
therapeutic 

benefit* 

Ineffective or 
unsafe† 

Formulation 
failed∆ 

 Neonate 
   wk.    
mo. 

   wk.    
mo. 

    

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

Are the indicated age ranges (above) based on weight (kg)?   No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief 
justification): 

# Not feasible: 

 Necessary studies would be impossible or highly impracticable because:  

 Disease/condition does not exist in children 

 Too few children with disease/condition to study 

 Other (e.g., patients geographically dispersed):       

* Not meaningful therapeutic benefit: 

 Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric 
patients in this/these pediatric subpopulation(s) AND  is not likely to be used in a substantial number of 
pediatric patients in this/these pediatric subpopulation(s). 

† Ineffective or unsafe: 

 Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if 
studies are partially waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if 
studies are partially waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective and unsafe in all pediatric subpopulations 
(Note: if studies are partially waived on this ground, this information must be included in the labeling.) 

∆ Formulation failed: 

 Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for 
this/these pediatric subpopulation(s) have failed. (Note: A partial waiver on this ground may only cover 
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this 
ground must submit documentation detailing why a pediatric formulation cannot be developed.  This 
submission will be posted on FDA's website if waiver is granted.) 

 Justification attached. 

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding 
study plans that have been deferred (if so, proceed to Sections C and complete the PeRC Pediatric Plan 
Template); (2) submitted studies that have been completed (if so, proceed to Section D and complete the 
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the 
drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4) 
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additional studies in other age groups that are not needed because efficacy is being extrapolated (if so, 
proceed to Section F). Note that more than one of these options may apply for this indication to cover all of the 
pediatric subpopulations.  
 

Section C: Deferred Studies (for selected pediatric subpopulations).  

Check pediatric subpopulation(s) for which pediatric studies are being deferred (and fill in applicable reason 
below): 

Reason for Deferral 
Applicant 

Certification
† Deferrals (for each or all age groups): 

Population minimum maximum 

Ready 
for 

Approva
l in 

Adults 

Need 
Additional 

Adult Safety or 
Efficacy Data 

Other 
Appropriate 

Reason 
(specify 
below)* 

Received 

 Neonate 
   wk.    
mo. 

   wk.    
mo. 

    

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 
All Pediatric 
Populations 

0 yr. 0 mo. 16 yr. 11 mo.     

 Date studies are due (mm/dd/yy):       

Are the indicated age ranges (above) based on weight (kg)?   No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

* Other Reason:       

† Note: Studies may only be deferred if an applicant submits a certification of grounds for deferring the studies, 
a description of the planned or ongoing studies, evidence that the studies are being conducted or will be 
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies. 
 If studies are deferred, on an annual basis applicant must submit information detailing the progress made in 
conducting the studies or, if no progress has been made, evidence and documentation that such studies will 
be conducted with due diligence and at the earliest possible time. This requirement should be communicated 
to the applicant in an appropriate manner (e.g., in an approval letter that specifies a required study as a post-
marketing commitment.) 

If all of the pediatric subpopulations have been covered through partial waivers and deferrals, Pediatric Page is 
complete and should be signed.  If not, complete the rest of the Pediatric Page as applicable. 
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Section D: Completed Studies (for some or all pediatric subpopulations).  
 

Pediatric subpopulation(s) in which studies have been completed (check below): 

Population minimum maximum 
PeRC Pediatric Assessment form 

attached?. 

 Neonate    wk.    mo.    wk.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. Yes  No  

Are the indicated age ranges (above) based on weight (kg)?  No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

Note: If there are no further pediatric subpopulations to cover based on partial waivers, deferrals and/or 
completed studies, Pediatric Page is complete and should be signed.  If not, complete the rest of the Pediatric 
Page as applicable. 

 

Section E: Drug Appropriately Labeled (for some or all pediatric subpopulations):  
 

Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is 
appropriately labeled for the indication being reviewed: 

Population minimum maximum 

 Neonate    wk.    mo.    wk.    mo. 

 Other    yr.    mo.    yr.    mo. 

 Other    yr.    mo.    yr.    mo. 

 Other    yr.    mo.    yr.    mo. 

 Other    yr.    mo.    yr.    mo. 

 All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. 

Are the indicated age ranges (above) based on weight (kg)?  No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

If all pediatric subpopulations have been covered based on partial waivers, deferrals, completed studies, 
and/or existing appropriate labeling, this Pediatric Page is complete and should be signed.  If not, complete the 
rest of the Pediatric Page as applicable. 

 

Section F: Extrapolation from Other Adult and/or Pediatric Studies (for deferred and/or completed studies) 

Note: Pediatric efficacy can be extrapolated from adequate and well-controlled studies in adults and/or other 
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the 
product are sufficiently similar between the reference population and the pediatric subpopulation for which 
information will be extrapolated.  Extrapolation of efficacy from studies in adults and/or other children usually 
requires supplementation with other information obtained from the target pediatric subpopulation, such as 
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pharmacokinetic and safety studies.  Under the statute, safety cannot be extrapolated. 

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be 
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations: 

Extrapolated from: 

Population minimum maximum 
Adult Studies? 

Other Pediatric 
Studies? 

 Neonate    wk.    mo.    wk.    mo.   

 Other    yr.    mo.    yr.    mo.   

 Other    yr.    mo.    yr.    mo.   

 Other    yr.    mo.    yr.    mo.   

 Other    yr.    mo.    yr.    mo.   

 
All Pediatric 
Subpopulations 

0 yr. 0 mo. 16 yr. 11 mo.   

Are the indicated age ranges (above) based on weight (kg)?  No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

Note: If extrapolating data from either adult or pediatric studies, a description of the scientific data supporting 
the extrapolation must be included in any pertinent reviews for the application. 

If there are additional indications, please complete the attachment for each one of those indications.  
Otherwise, this Pediatric Page is complete and should be signed and entered into DFS or DARRTS as 
appropriate after clearance by PeRC. 

This page was completed by: 
 
{See appended electronic signature page} 
___________________________________ 
Regulatory Project Manager 
 
(Revised: 6/2008) 
 
NOTE:  If you have no other indications for this application, you may delete the attachments from this 
document. 
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• [505(b)(2) applications]  For each paragraph IV certification, based on the 

questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.   

 
Answer the following questions for each paragraph IV certification: 

 
(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 

notice of certification? 
 

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))). 

 
 If “Yes,” skip to question (4) below.  If “No,” continue with question (2). 

 
(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.   
 
If “No,” continue with question (3). 
 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant?  

 
(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))). 

  
If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.    

 
(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).   
 
If “No,” continue with question (5). 

 
 
 

 
 
 
 
 
 
 

  Yes          No         
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
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Appendix to Action Package Checklist 
 
An NDA or NDA supplemental application is likely to be a 505(b)(2) application if: 

(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written 
right of reference to the underlying data.   If published literature is cited in the NDA but is not necessary for 
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application. 

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the 
applicant does not own or have right to reference the data supporting that approval. 

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the 
safety or effectiveness of the particular drug for which the applicant is seeking approval.  (Note, however, that this 
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for 
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.) 

  
Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug 
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR 
330.11); new dosage forms; new indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2). 
   
An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the 
approval of the change proposed in the supplement.  For example, if the supplemental application is for a new indication, 
the supplement is a 505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of 
reference to the data/studies). 

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of 
safety and effectiveness for the original application or previously approved supplements is needed to support the 
change.  For example, this would likely be the case with respect to safety considerations if the dose(s) was/were 
the same as (or lower than) the original application. 

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for 
approval of the supplement, the application does not rely for approval on published literature based on data to 
which the applicant does not have a right of reference). 

 
An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to 
support our previous finding of safety and efficacy in the approval of the original application (or earlier 
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own.   For example, if the change were for a new indication AND a higher 
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose.  If the 
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously 
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).  

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the 
applicant does not own or have a right to reference.  If published literature is cited in the supplement but is not 
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement. 

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.  
 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s 
ADRA. 
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NDA 203505 INFORMATION REQUEST 

 
 
 
From: Chen, Ting [mailto:tchen@shionogi.com]  
Sent: Friday, February 15, 2013 9:09 AM 
To: Lyght, George 
Subject: RE: Updated Osphena labeling 

Dear George, 
 
Yes, Got it. Many thanks, 
 
Best regards, 
 
Ting 
 
 
From: Lyght, George [mailto:George.Lyght@fda.hhs.gov]  
Sent: Friday, February 15, 2013 8:46 AM 
To: Chen, Ting 
Subject: Updated Osphena labeling 
 
  
Hi Ting, 
  
We have updated the labeling and request that you use this version to re-submit. Please reply that you 
have received this version. 
  
Thanks. 
  
Regards,  
George 
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NDA 203505  
  LABELING PMR/PMC DISCUSSION COMMENTS 
 
Shionogi Inc. 
Attention: Ting Chen, M.S. 
Director, Regulatory Affairs 
300 Campus Drive 
Florham Park, NJ 07932 
 
 
Dear Ms. Chen: 
 
Please refer to your April 26, 2012, New Drug Application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for Osphena oral tablets 60 mg. 
 
We also refer to our July 9, 2012, letter in which we notified you of our target date of January 8, 
2013, for communicating labeling changes and/or postmarketing requirements/commitments in 
accordance with the “PDUFA REAUTHORIZATION PERFORMANCE GOALS AND 
PROCEDURES – FISCAL YEARS 2008 THROUGH 2012.” 
 
On April 26, 2012, we received your proposed labeling submission to this application, and have 
proposed revisions that are included as an enclosure. We will be sending other proposed changes 
as we continue our review. Additionally, we have the following comments: 
 
We recommend that you implement the following revisions -  
 

A. General Comments for Container Labels and Carton Labeling 

1. Ensure the established name is presented in a font and prominence that is  
½ the size of the proprietary name, taking into account all pertinent factors 
including typography, layout, contrast and other printing features so that it is in 
accordance with 21 CFR 201.10(g)(2). 

2. Remove the word  from the dosage form statement (  to be 
consistent with the presentation of the dosage form presentation in the insert 
labeling.  The revised presentation would appear as: 
 
Osphena 
(ospemifene) tablets 
60 mg 

B. Container Label (100 count) 
1.   To improve readability, revise the proprietary name to title case, with only the 

first letter capitalized, ‘Osphena’.  Words set in upper and lower case form 
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recognizable shapes, making them easier to read than the rectangular shape that is 
formed by words set in all capital letters. 

2.   Decrease the prominence of the company logo on the principal display panel to 
ensure it does not compete with the proprietary name and product strength.  
Additionally, reducing the prominence of the company logo will allow for more 
space to be used for prominent display of the warning statement ‘For oral use 
only’. 

C. Blister Carton Labeling (15-count sample and 30-count trade) 

1. 30-count trade only:  include the statement ‘Two blister cards of 15 tablets each’ 
under the quantity statement to improve clarity.  The revised presentation may 
appear as follows: 
 
’30 tablets 
(Two blister cards of 15 tablets)’ 

2. Revise the statement  to 
read as follows to improve the clarity of the statement:  ‘Take one tablet orally 
(by mouth) once daily with food’.  Additionally, ensure this statement appears on 
all blister labels. 

3. Delete or reduce the prominence of the graphic that appears above the proprietary 
name as well as across the blister carton labeling.  As currently presented, the 
graphic distracts attention from the proprietary name, established name, product 
strength, and newly added warning statement ‘For oral use only’. 

 
If you have any questions, call George Lyght, Pharm.D., Sr. Regulatory Health Project Manager, 
at (301) 796-0948. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Margaret Kober, R.Ph, M.P.A. 
Chief, Project Management Staff 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

ENCLOSURE: Labeling 
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Executive CAC 
Date of Meeting: November 27, 2012 
 
Committee:  David Jacobson-Kram, Ph.D., OND IO, Chair 

Abby Jacobs, Ph.D., OND IO, Member 
Paul Brown, Ph.D., OND IO, Member 
Lynnda Reid, Ph.D., DRUP, Alternate Member 
Jeffrey Bray, Ph.D., DRUP, Reviewer 
Alex Jordan, Ph.D., DRUP Team Leader 

 
Author of Draft: Jeffrey Bray, Ph.D. 
 
The following information reflects a brief summary of the Committee discussion and its 
recommendations.  
 
NDA #203-505 
Drug Name: Ospemifene 
Sponsor: Shionogi, Inc. 
 
Background: Ospemifene is a mixed estrogen agonist/antagonist (SERM) developed for 
treatment of vulvar and vaginal atrophy in postmenopausal women. The carcinogenicity study 
protocols were concurred with by eCAC on October 19, 2006.  Ospemifene was considered to be 
non-genotoxic based on a battery of in vitro and in vivo studies.   
 
Rat Carcinogenicity Study  
Han Wistar rats (50/sex/group) were dosed with 10, 50, and 300 mg/kg/d in corn oil, with the 
high dose based on MFD.  Dual control groups were used, each with 50 /sex/group.  Markedly 
lower body weight was observed in all treated groups relative to controls for males and for 
females.  Survival was significantly increased in all treated groups compared to control ranging 
from 86% to 96% for males compared to 68% and 74% for controls and 82% to 92% for females 
compared to 72% and 58% for controls.  Exposure based on AUC at termination did not achieve 
very high multiples of the clinical exposure at the proposed dose (30%, 60%, and 125%), but this 
was expected. 
 
There were significantly increased incidences of neoplasms in liver and thymus compared to 
control and above historical control incidence rates.   In general, neoplastic findings are 
consistent with the known pharmacologic effects of a mixed estrogen agonist/antagonist on cell 
types that express the estrogen receptor.   
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Liver and Thymus Neoplastic Findings in Rats at Necropsy during the 2-Year Oral 
Ospemifene Carcinogenicity Study 

 
 

 
(Excerpted from Applicant’s package) 

 
Mouse Carcinogenicity Study  
CD-1 mice (51/sex/group) were dosed with 100, 400, and 1500 mg/kg/d in corn oil, with the 
high dose based on MFD. Dual control groups were used, each with 51/sex/group.  No 
significant treatment-related effect on body weight or survival was noted in females, except a 
lower relative body weight at the mid dose.  The exposure based on AUC at termination did not 
achieve very high multiples of the clinical exposure at the proposed dose (2x, 4x, and 5x).  
However, this appears to be caused by a time-dependent decrease in exposure at all doses 
between weeks 13 and 52. 
 
Female mice had significant treatment-related increases in adrenal and ovary neoplasms; the 
ovary neoplasms were without a dose relationship.  The incidences of adrenal and ovarian 
neoplasms were above maximum historical control rates for female CD-1 mice.  Liver and 
pituitary neoplasms showed a statistical increase compared to concurrent controls, but were 
within historical control incident rates.  In general, neoplastic findings are consistent with the 
known pharmacologic effects of a mixed estrogen agonist/antagonist on cell types that express 
the estrogen receptor.   
 
Males were terminated early (by week 24) with eCAC concurrence.  Treatment-related morbidity 
due to urogenital swelling (inguinal hernias) was observed at all dose groups.  This was 
determined to be an age-related phenomenon with younger males more susceptible to this effect. 
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Table - Adrenal and Ovary Neoplastic Findings in Female Mice at Necropsy during a 2-
Year Oral Ospemifene Carcinogenicity Study 

 

 
(Excerpted from Applicant’s package) 

 
Executive CAC Recommendations and Conclusions: 
 
Rat: 
 
The Committee agreed that the study was acceptable, noting prior Exec CAC concurrence with 
the protocol. 
 
The following were considered to be drug-related neoplasms in rats:   
 

• Liver – benign and malignant hepatocellular neoplasms in females. 
• Thymus – benign thymoma in both sexes and malignant thymoma in females. 
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Mouse:   
  
The Committee agreed that the study in females was adequate, noting prior Exec CAC 
agreement with the protocol.  
 
The following neoplasms were considered to be drug related in female mice:   
 

• Ovary- benign and malignant tubulostromal tumors, sex-cord stromal tumors, granulosa-
cell tumors, and luteal tumors  

• Adrenal- subcapsular adenomas at the mid dose and high dose, cortical adenomas and 
carcinomas in females at the high dose.  

                                                 
David Jacobson-Kram, Ph.D. 
Chair, Executive CAC 
 
cc:\ 
/Division File, DRUP 
/Alex Jordan, DRUP 
/Jeffrey Bray, DRUP 
/George Lyght, DRUP 
/ASeifried, OND IO 
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NDA 203505 
 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Shionogi Inc. 
300 Campus Drive 
Florham Park, NJ 07932 
 
 
ATTENTION:  Ting Chen, M.S. 
    Director, Regulatory Affairs 
 
Dear Ms. Chen: 
 
Please refer to your New Drug Application (NDA) dated April 25, 2012, and received April 26, 
2012, submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act for 
Ospemifene Tablets 60 mg. 
 
We also refer to your correspondence, dated and received on June 20, 2012, requesting review of 
your proposed proprietary name, Osphena.  We have completed our review of the proposed 
proprietary name Osphena, and have concluded that it is acceptable.  
 
The proposed proprietary name, Osphena, will be re-reviewed 90 days prior to the approval of 
the NDA.  If we find the name unacceptable following the re-review, we will notify you.  (See 
the Guidance for Industry, Contents of a Complete Submission for the Evaluation of Proprietary 
Names, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM075068.pdf and “PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 
2008 through 2012”.) 
 
If any of the proposed product characteristics as stated in your June 20, 2012 submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Marcus Cato, Safety Regulatory Project Manager in the 
Office of Surveillance and Epidemiology, at (301) 796-3903.  For any other information 
regarding this application, contact the Office of New Drugs (OND) Regulatory Project Manager, 
George Lyght at (301) 796-0948.   
 

Sincerely, 
 
{See appended electronic signature page}  
       
Carol Holquist, 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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INFORMATION REQUEST 
 
 
Date: August 17, 2012 
NDA 203505            
Applicant: Shionogi Inc. 
Regulatory Agent:  Ting Chen, M.S. 
FDA requestor:  Jeffrey Bray 
Type: Phone call and email  
 
Dear Ms. Chen, 
  
We have the following Information Request. 
  
Provide the conducting laboratory Historical Control data for neoplasm 
types and incidences observed in mouse and rat 2-year carcinogenicity 
studies. 
  
Thank you, 
  
Maria Wasilik 
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NDA 203505 INFORMATION REQUEST 

 
Shionogi Inc. 
Attention: Ting Chen, M.S. 
Director, Regulatory Affairs 
300 Campus Drive 
Florham Park, NJ 07932 
 
 
Dear Ms. Chen: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for ospemifene oral tablets 60 mg.  
 
We are reviewing your submission and have the following comments and information requests.  
We request a written response within 2 weeks in order to continue our evaluation of your NDA. 
 

• Submit the results from the renal impairment study using the new classification scheme 
of renal impairment as described in FDA’s Draft Guidance for Industry Pharmacokinetics 
in Patients with Impaired Renal Function - Study Design, Data Analysis, and Impact on 
Dosing and Labeling (March 2010). 

 
• Submit the population PK (PPK) and PPK/PD datasets and their corresponding analysis 

codes: 
 

• All datasets used for model development and PPK/PD analyses should be submitted 
as a SAS transport files (*.xpt). A description of each data item should be provided in 
a define.pdf file. Any data point and/or subjects that have been excluded from the 
analysis should be flagged and maintained in the datasets. The flag of exclusion 
should be clearly explained in the define.pdf file. 

 
• Model codes or control streams and output listings should be provided for all major 

model building steps, e.g., base structural model, covariates models, final model, and 
validation model. These files should be submitted as ASCII text files with *.txt 
extension (e.g.: myfile_ctl.txt, myfile_out.txt). 

 
• If applicable, a model development decision tree and/or table which gives an 

overview of modeling steps. 
 
As we continue to review the application, we may have additional information requests. 
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If you have any questions, call George Lyght, R.Ph., PharmD, Sr. Regulatory Project Manager, 
at (301) 796-0948. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Margaret M. Kober, R.Ph., M.P.A. 
Chief Project Management Staff 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 203505 
 METHODS VALIDATION  
 MATERIALS RECEIVED 
Shionogi, Inc. 
Attention: Ting Chen 
300 Campus Drive 
Florham Park, NJ  07932 
 
 
Dear Ting Chen: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for  (ospemifene) tablets, 60 mg and to our June 
26, 2012, letter requesting sample materials for methods validation testing. 
 
We acknowledge receipt on July 31, 2012, of the sample materials and documentation that you 
sent to the Division of Pharmaceutical Analysis (DPA) in St. Louis. 
 
If you have questions, you may contact me by telephone (314-539-3815), FAX (314-539-2113), 
or email (Michael.Trehy@fda.hhs.gov). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Michael L. Trehy 
MVP Coordinator 
Division of Pharmaceutical Analysis, HFD-920 
Office of Testing and Research 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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NDA 203505 
 FILING COMMUNICATION 
 
Shionogi Inc. 
Attention: Ting Chen, M.S. 
Director, Regulatory Affairs 
300 Campus Drive 
Florham Park, NJ 07932 
 
 
Dear Ms. Chen: 
 
Please refer to your New Drug Application (NDA) dated April 26, 2012, received April 26, 
2012, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for 
ospemifene oral tablets 60 mg. 
 
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 February 26, 
2013. 
 
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, 
midcycle, team and wrap-up meetings).  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 January 8, 2013. 
 
During our filing review of your application, we identified the following potential review issues: 
 
Clinical:  

 
The primary efficacy analyses reported in the individual final study reports for 12-week Study 
15-50310 and 12-week Study 15-50821 are not based on subjects who met all three baseline 
inclusion criteria: vaginal pH greater than 5, less than 5% superficial cells on a vaginal smear, 
and a most bothersome moderate to severe vaginal symptom.  We will make our determination 
of efficacy based on demonstration of statistically significant improvement vs. placebo in the 
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recommended co-primary endpoints [most bothersome moderate to severe symptom (e.g. vaginal 
dryness and dyspareunia), vaginal pH and superficial and parbasal vaginal cells) for those 
subjects who met the three baseline criteria for a trial of treatment of the symptoms of vulvar and 
vaginal atrophy.  The analyses reported in the application in the “Summary of Clinical Efficacy” 
document and the “Integrated Summary of Efficacy” document, however, appear to be based on 
subjects meeting all three of the recommended baseline inclusion criteria.  The analyses 
presented in all documents should be consistent and, as stated, should be based on those subjects 
meeting all three of the recommended baseline inclusion criteria [a most bothersome moderate to 
severe vaginal symptom (consistent with the symptom to be analyzed), vaginal pH greater than 5 
and less than 5% superficial cells on a vaginal smear]. 
 
Submit an addendum to the final study reports for Study 15-50310 and Study 15-50821 with the 
correct primary analyses (including only subjects who meet all three recommended baseline 
inclusion criteria) that are consistent with those presented in the “Summary of Clinical Efficacy” 
and the “Integrated Summary of Efficacy.” 

 
Biopharmaceutical: 
 

1. There is insufficient data to support the adequacy of the proposed dissolution method 
(e.g. selected dissolution medium and surfactant are not justified). Include the dissolution 
method report supporting the selection of the proposed dissolution test. The dissolution 
report should include the following information:   

 
a. Detailed description of the dissolution test being proposed for the evaluation of 

your product and the developmental parameters supporting the proposed 
dissolution method as the optimal test for your product (i.e., selection of the 
equipment/apparatus, in vitro dissolution/release media, agitation/rotation speed, 
pH, assay, sink conditions, etc.). The testing conditions used for each test should 
be clearly specified. The dissolution profile should be complete and cover at least 

of drug release of the label amount or whenever a plateau (i.e., no increase 
over 3 consecutive time-points) is reached.  We recommend use of at least twelve 
samples per testing variable. 

 
b. Data to support the discriminating ability of the selected method. In general, the 

testing conducted to demonstrate the discriminating ability of the selected 
dissolution method should compare the dissolution profiles of the reference 
(target) product vs. the test products that are intentionally manufactured with 
meaningful variations for the most relevant critical manufacturing variables (i.e., 
± 10-20% change to the specification-ranges of these variables). In addition, if 
available, submit data showing that the selected dissolution method is able to 
reject batches that are not bioequivalent. 

 
2. Provide complete dissolution profile data (raw data and mean values) from the pivotal 

clinical and primary stability batches supporting the selection of the dissolution 
acceptance criterion (i.e., specification-sampling time point and specification value) for 
your proposed product.  
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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. 
 
During our preliminary review of your submitted labeling, we have identified the following 
labeling format issues: 
 

1. The labeling for review should not include a header. 
2. The labeling for review should only include approved proprietary and established drug 

names. 
3. At the beginning of Section 17: 

 
Patient Counseling Information 

 Use the following statement - 
• “See FDA-approved patient labeling (Patient Information)" 

 
We request that you resubmit labeling that addresses these issues by July 30, 2012. The 
resubmitted labeling will be used for further labeling discussions. 
 
Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
 
PROMOTIONAL MATERIAL 
 
You may request advisory comments on proposed introductory advertising and promotional 
labeling.   Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI), and patient PI (as applicable).  
Submit consumer-directed, professional-directed, and television advertisement materials 
separately and send each submission to: 
 

Food and Drug Administration  
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion (OPDP) 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
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Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), and patient PI (as applicable), and you believe the labeling is close to the final 
version.   
 
For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200. 
 
REQUIRED PEDIATRIC ASSESSMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
We acknowledge receipt of your request for a full waiver of pediatric studies for this application.  
Once we have reviewed your request, we will notify you if the full waiver request is denied and a 
pediatric drug development plan is required. 
 
If you have any questions, call George Lyght, R.Ph., PharmD, Sr. Regulatory Health Project 
Manager, at (301) 796-0948. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Audrey Gassman, M.D. 
Acting Deputy Director 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 203505 
 PROPRIETARY NAME 

REQUEST WITHDRAWN 
Shionogi Inc. 
300 Campus Drive 
Florham Park, NJ 07932 
 
Attention:  Ting Chen, M.S. 
        Director Regulatory Affairs 
 
Dear Ms. Chen: 
 
Please refer to your New Drug Application (NDA) dated April 25, 2012, received April 26, 
2012, submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act for 
Ospemifene Tablets 60 mg.  
 
Please also refer to your correspondence, dated and received April 26, 2012, requesting review 
of the proposed proprietary name  for this drug product. 
 
We acknowledge your correspondence dated and received June 20, 2012 notifying us that you 
are withdrawing your April 26, 2012 request for a review of the proposed proprietary name 

.  This proposed proprietary name request is considered withdrawn as of June 20, 2012.   
 
We also acknowledge your new request for review of a proposed proprietary name in your 
correspondence dated and received June 20, 2012. 
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, call Maria Wasilik, Safety Regulatory Project Manager in the 
Office of Surveillance and Epidemiology, at (301) 796-0567.  For any other information 
regarding this application, contact the Office of New Drugs (OND) Regulatory Project Manager, 
George Lyght at 301-796-0948. 

Sincerely, 
 
{See appended electronic signature page}  

       
Carol Holquist, 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 

Reference ID: 3153437
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NDA 203505 
 REQUEST FOR METHODS  
 VALIDATION MATERIALS 
Shionogi, Inc. 
Attention: Ting Chen 
300 Campus Drive 
Florham Park, NJ  07932 
 
 
Dear Ting Chen: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for  (ospemifene) tablets, 60 mg. 
 
We will be performing methods validation studies on (ospemifene) tablets, 60 mg, and 
Ospemifene drug substance as described in NDA 203505.   
 
In order to perform the necessary testing, we request the following sample materials and 
equipments: 
 

Method, current version 
Drug substance assay and related substances/impurities 
Drug product assay, purity, and dissolution method 

 
Samples and Reference Standards 

  100  (ospemifene) tablets, 60 mg 
  500 mg Ospemifene reference standard 
     200 mg Ospemifene drug substance (FC-1271a) 
  50   mg Impurity A  
 
  
 
 
 
 
 

Equipment  
1 Waters Symmetry C18, 4.6 x 150 mm, 3.5 µm column 
1 Waters Symmetry C18, 3.9 x 150 mm, 5 µm column  
  
 

Reference ID: 3151252
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Please include the MSDSs and the Certificates of Analysis for the samples and reference 
materials. 
 
Forward these materials via express or overnight mail to: 
 

Food and Drug Administration 
Division of Pharmaceutical Analysis 
Attn: Michael L. Trehy 
1114 Market Street, Room 1002 
St. Louis, MO  63101 

 
Please notify me upon receipt of this letter.  If you have questions, you may contact me by 
telephone (314-539-3815), FAX (314-539-2113), or email (Michael.Trehy@fda.hhs.gov). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Michael L. Trehy 
MVP coordinator 
Division of Pharmaceutical Analysis, HFD-920 
Office of Testing and Research 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 

Reference ID: 3151252
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NDA 203505  
NDA ACKNOWLEDGMENT 

 
Shionogi Inc. 
Attention: Ting Chen, M.S. 
Director, Regulatory Affairs 
300 Campus Drive 
Florham Park, NJ 07932 
 
 
Dear Ms. Chen: 
 
We have received your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: ospemifene oral tablets 60mg 
 
Date of Application: April 26, 2012 
 
Date of Receipt: April 26, 2012 
 
Our Reference Number:  NDA 203505 
 
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 June 25, 2012, in 
accordance with 21 CFR 314.101(a). 
 
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: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Reproductive and Urologic Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

 
If you have any questions, call George Lyght, R.Ph., Sr. Regulatory Project Manager, at  
(301) 796-0948. 
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Sincerely, 
 
{See appended electronic signature page} 
 
Margaret M. Kober, R.Ph., M.P.A. 
Chief, Project Management Staff 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

Reference ID: 3131608
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