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EXCLUSIVITY SUMMARY  

 
NDA # 202107     SUPPL # N/A         HFD # 510 

Trade Name   Korlym 
 
Generic Name   mifepristone 300 mg Tablets 
     
Applicant Name   CORCEPT       
 
Approval Date, If Known   February 16, 2012       
 
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) 

 
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:              

           
      

 
 
 
d)  Did the applicant request exclusivity? 
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   YES  NO  
 
If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 
 

7 
 

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? 
    
      N/A 
 
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). 

 
      
NDA# 020687 Mifeprex (mifepristone) Tablets 
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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.)   

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

NDA#             

NDA#             

 
 
IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.)  
IF “YES,” GO TO PART III. 
 
 
PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS 
 
To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."   
 
 
1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation.  

   YES  NO  
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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  

 
     If yes, explain:                                          
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(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: 
C1073-400 (efficacy) 
C1073-415 (safety), long-term extension study 

 
                     

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  

 
 
 
 

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

 
C1073-400 (efficacy) 
C1073-415 (safety), long-term extension study 

 
 
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 # 076480  YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 IND # 076480  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? 

 
 
N/A 
 
 
Investigation #1   ! 

! 
YES       !  NO     
Explain:    !  Explain:  
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 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:   
 

N/A 
 
 
================================================================= 
                                                       
Name of person completing form:  Jena M. Weber                     
Title:  Project Manager 
Date:  February 9, 2012 
 
                                                       
Name of Office/Division Director signing form:  Mary Parks, M.D. 
Title:  Division Director, DMEP 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
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3) Reliance on information regarding another product (whether a previously approved product 
or from published literature) must be scientifically appropriate.  An applicant needs to 
provide a scientific “bridge” to demonstrate the relationship of the referenced and proposed 
products.  Describe how the applicant bridged the proposed product to the referenced 
product(s).  (Example: BA/BE studies). 

 
This 505(b)(2) application for (mifepristone) relies in part on the nonclinical 
fertility and teratogenicity data in the Mifeprex® label (NDA 2068, mifepristone, 
Population Council).  The nonclinical toxicology studies conducted under IND 76480 are 
considered sufficient to bridge the nonclinical findings in the Mifeprex® label to . 

 
RELIANCE ON PUBLISHED LITERATURE 

 
4) (a) Regardless of whether the applicant has explicitly stated a reliance on published literature 

to support their application, is reliance on published literature necessary to support the 
approval of the proposed drug product (i.e., the application cannot be approved without the 
published literature)? 

 
 
                                                                                                                   YES        NO 

If “NO,” proceed to question #5. 
 

(b) Does any of the published literature necessary to support approval identify a specific (e.g., 
brand name) listed drug product?  

                                                                                                                   YES        NO 
If “NO”, proceed to question #5. 

If “YES”, list the listed drug(s) identified by name and answer question #4(c).   
 

(c) Are the drug product(s) listed in (b) identified by the applicant as the listed drug(s)? 
                                                                                                                   YES        NO 

 
 

 
RELIANCE ON LISTED DRUG(S) 

 
Reliance on published literature which identifies a specific approved (listed) drug constitutes 

reliance on that listed drug.  Please answer questions #5-9 accordingly. 
 

5) Regardless of whether the applicant has explicitly referenced the listed drug(s), does the 
application rely on the finding of safety and effectiveness for one or more listed drugs 
(approved drugs) to support the approval of the proposed drug product (i.e., the application 
cannot be approved without this reliance)? 

If “NO,” proceed to question #10. 
                                                                                                                   YES        NO 

Reference ID: 3088147
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6) Name of listed drug(s) relied upon, and the NDA/ANDA #(s).  Please indicate if the applicant 

explicitly identified the product as being relied upon (see note below):  
 

Name of Drug NDA/ANDA # Did applicant 
specify reliance on 
the product? (Y/N) 

Mifeprex (mifepristone) Tablets NDA 20687 Y 

 
Applicants should specify reliance on the 356h, in the cover letter, and/or with their patent 

certification/statement.  If you believe there is reliance on a listed product that has not been 
explicitly identified as such by the applicant, please contact the (b)(2) review staff in the 

Immediate Office, Office of New Drugs. 
 
7) If this is a (b)(2) supplement to an original (b)(2) application, does the supplement rely upon 

the same listed drug(s) as the original (b)(2) application? 
                                                                                           N/A             YES        NO 

If this application is a (b)(2) supplement to an original (b)(1) application or not a supplemental 
application, answer “N/A”. 

If “NO”, please contact the (b)(2) review staff in the Immediate Office, Office of New Drugs. 
 

8)   Were any of the listed drug(s) relied upon for this application: 
a) Approved in a 505(b)(2) application? 

                                                                                                                   YES        NO 
If “YES”, please list which drug(s). 

 
Name of drug(s) approved in a 505(b)(2) application:       

 
b) Approved by the DESI process? 

                                                                                                                   YES        NO 
If “YES”, please list which drug(s). 

Name of drug(s) approved via the DESI process:       
 

c) Described in a monograph? 
                                                                                                                   YES        NO 

If “YES”, please list which drug(s). 
 

Name of drug(s) described in a monograph:       
 

d) Discontinued from marketing? 
                                                                                                                   YES        NO 

If “YES”, please list which drug(s) and answer question d) i. below.   
If “NO”, proceed to question #9. 

Name of drug(s) discontinued from marketing:       
 

i) Were the products discontinued for reasons related to safety or effectiveness? 
                                                                                                                   YES        NO 

(Information regarding whether a drug has been discontinued from marketing for 
reasons of safety or effectiveness may be available in the Orange Book.  Refer to 
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section 1.11 for an explanation, and section 6.1 for the list of discontinued drugs.  If 
a determination of the reason for discontinuation has not been published in the 
Federal Register (and noted in the Orange Book), you will need to research the 
archive file and/or consult with the review team.  Do not rely solely on any 
statements made by the sponsor.) 

 
9) Describe the change from the listed drug(s) relied upon to support this (b)(2) application (for 

example, “This  application provides for a new indication, otitis media” or “This application 
provides for a change in dosage form, from capsule to solution”). 

 
This application provides for a new indication, to reduce the effects of hypercorisolism 
in patients with endogenous Cushing’s syndrome, and a new dosage strength. 

 
The purpose of the following two questions is to determine if there is an approved drug product 
that is equivalent or very similar to the product proposed for approval that should be referenced 
as a listed drug in the pending application. 
 
The assessment of pharmaceutical equivalence for a recombinant or biologically-derived product 
and/or protein or peptide product is complex. If you answered YES to question #1, proceed to 
question #12; if you answered NO to question #1, proceed to question #10 below.  
 
10) (a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) 

application that is already approved (via an NDA or ANDA)?  
        

(Pharmaceutical equivalents are drug products in identical dosage forms that:  (1) contain 
identical amounts of the identical active drug ingredient, i.e., the same salt or ester of the 
same therapeutic moiety, or, in the case of modified release dosage forms that require a 
reservoir or overage or such forms as prefilled syringes where residual volume may vary, 
that deliver identical amounts of the active drug ingredient over the identical dosing period; 
(2) do not necessarily contain the same inactive ingredients; and (3) meet the identical 
compendial or other applicable standard of identity, strength, quality, and purity, including 
potency and, where applicable, content uniformity, disintegration times, and/or dissolution 
rates. (21 CFR 320.1(c)).  

  
Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
equivalent must also be a combination of the same drugs. 
 

                                                                                                                   YES        NO 
 

 If “NO” to (a) proceed to question #11. 
If “YES” to (a), answer (b) and (c) then proceed to question #12.  

  
(b) Is the pharmaceutical equivalent approved for the same indication for which the 
505(b)(2) application is seeking approval? 

                                                                                                                   YES         NO 
           
 

(c)  Is the listed drug(s) referenced by the application a pharmaceutical equivalent? 
                                                                                                                         YES         NO 
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If “YES” to (c) and there are no additional pharmaceutical equivalents listed, proceed to 
question #12. 
If “NO” or if there are additional pharmaceutical equivalents that are not referenced by the 
application, list the NDA pharmaceutical equivalent(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved approved generics are 
listed in the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, 
Office of New Drugs. 
 
Pharmaceutical equivalent(s):       
 
 

11) (a) Is there a pharmaceutical alternative(s) already approved (via an NDA or ANDA)? 
 

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its 
precursor, but not necessarily in the same amount or dosage form or as the same salt or ester. Each 
such drug product individually meets either the identical or its own respective compendial or other 
applicable standard of identity, strength, quality, and purity, including potency and, where applicable, 
content uniformity, disintegration times and/or dissolution rates.  (21 CFR 320.1(d))  Different dosage 
forms and strengths within a product line by a single manufacturer are thus pharmaceutical 
alternatives, as are extended-release products when compared with immediate- or standard-release 
formulations of the same active ingredient.)     
 
Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
alternative must also be a combination of the same drugs. 

 
                                                                                                                YES        NO 

If “NO”, proceed to question #12.   
 

(b)  Is the pharmaceutical alternative approved for the same indication for which the 
505(b)(2) application is seeking approval? 
                                                                                                                         YES         NO 

  
(c)  Is the approved pharmaceutical alternative(s) referenced as the listed drug(s)? 

                                                                                                                   YES        NO 
              

If “YES” and there are no additional pharmaceutical alternatives listed, proceed to question 
#12. 
 
If “NO” or if there are additional pharmaceutical alternatives that are not referenced by the 
application, list the NDA pharmaceutical alternative(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved generics are listed in 
the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of 
New Drugs. 

 
Pharmaceutical alternative(s): Mifeprex (mifepristone) Tablets 
 

PATENT CERTIFICATION/STATEMENTS 
 

12) List the patent numbers of all unexpired patents listed in the Orange Book for the listed 
drug(s) for which our finding of safety and effectiveness is relied upon to support approval 
of the (b)(2) product. 
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Listed drug/Patent number(s):        
 

                                           No patents listed  proceed to question #14   
   

13) Did the applicant address (with an appropriate certification or statement) all of the 
unexpired patents listed in the Orange Book for the listed drug(s) relied upon to support 
approval of the (b)(2) product? 

 
                                                                                                                     YES       NO 

If “NO”, list which patents (and which listed drugs) were not addressed by the applicant. 
 
Listed drug/Patent number(s):        
 
 

14) Which of the following patent certifications does the application contain?  (Check all that 
apply and identify the patents to which each type of certification was made, as 
appropriate.) 

 
  No patent certifications are required (e.g., because application is based solely on 

published literature that does not cite a specific innovator product) 
 

  21 CFR 314.50(i)(1)(i)(A)(1):  The patent information has not been submitted to 
FDA. (Paragraph I certification) 

 
 
  21 CFR 314.50(i)(1)(i)(A)(2):  The patent has expired. (Paragraph II certification) 

  
Patent number(s):  4626531, 4447424, 4386085 

 
  21 CFR 314.50(i)(1)(i)(A)(3):  The date on which the patent will expire. (Paragraph 

III certification) 
  

Patent number(s):          Expiry date(s):       
 
  21 CFR 314.50(i)(1)(i)(A)(4):  The patent is invalid, unenforceable, or will not be 

infringed by the manufacture, use, or sale of the drug product for which the 
application is submitted. (Paragraph IV certification). If Paragraph IV certification 
was submitted, proceed to question #15.   

 
  21 CFR 314.50(i)(3):  Statement that applicant has a licensing agreement with the 

NDA holder/patent owner (must also submit certification under 21 CFR 
314.50(i)(1)(i)(A)(4) above). If the applicant has a licensing agreement with the 
NDA holder/patent owner, proceed to question #15. 

 
  21 CFR 314.50(i)(1)(ii):  No relevant patents. 

   
 

  21 CFR 314.50(i)(1)(iii):  The patent on the listed drug is a method of use patent 
and the labeling for the drug product for which the applicant is seeking approval 
does not include any indications that are covered by the use patent as described in 
the corresponding use code in the Orange Book.  Applicant must provide a 
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statement that the method of use patent does not claim any of the proposed 
indications. (Section viii statement) 

  
 Patent number(s):        
 Method(s) of Use/Code(s): 
 

15) Complete the following checklist ONLY for applications containing Paragraph IV 
certification and/or applications in which the applicant and patent holder have a licensing 
agreement: 

 
(a) Patent number(s):        
(b) Did the applicant submit a signed certification stating that the NDA holder and patent 

owner(s) were notified that this b(2) application was filed [21 CFR 314.52(b)]? 
                                                                                       YES        NO 

If “NO”, please contact the applicant and request the signed certification. 
 

(c) Did the applicant submit documentation showing that the NDA holder and patent 
owner(s) received the notification [21 CFR 314.52(e)]? This is generally provided in the 
form of a registered mail receipt.  

                                                                                       YES        NO 
If “NO”, please contact the applicant and request the documentation. 

 
(d) What is/are the date(s) on the registered mail receipt(s) (i.e., the date(s) the NDA holder 

and patent owner(s) received notification): 
 

Date(s):       
 

(e) Has the applicant been sued for patent infringement within 45-days of receipt of the 
notification listed above?  

 
Note that you may need to call the applicant (after 45 days of receipt of the notification) 
to verify this information UNLESS the applicant provided a written statement from the 
notified patent owner(s) that it consents to an immediate effective date of approval. 

 
YES NO  Patent owner(s) consent(s) to an immediate effective date of 

approval 
 

JMarchick AC 2/14/TBourcier 2/15/12 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 202107  
 MEETING MINUTES 
 
CORCEPT Therapeutics 
Attention: Luana Staiger 
Regulatory Affairs 
149 Commonwealth Drive 
Menlo Park, CA  94025 
 
Dear Ms. Staiger: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the  
Federal Food, Drug, and Cosmetic Act for Korlym (mifepristone) 300 mg Tablets. 
 
We also refer to the telecon between representatives of your firm and the FDA on  
December 13, 2011. The purpose of the meeting was to discuss your proposed REMS (including 
Medication Guide, Communication Plan, ETASU, Implementation System, and Timetable for 
Submission of Assessments). 
 
A copy of the official minutes of the telecon is enclosed for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, please call me at 301-796-1306. 
 

Sincerely, 
 
{See appended electronic signature page} 

 
      Jena M. Weber 
      Regulatory Project Manager 
      Division of Metabolism & Endocrinology Products 

Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
 

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

 
MEMORANDUM OF MEETING MINUTES 

 
Meeting Type: B 
Meeting Category: Proposed REMS  
 
Meeting Date and Time: Tuesday December 13, 2011 
Meeting Location: White Oak Campus (T-con) 
 
Application Number: 202107 
Product Name: Korlym (mifepristone) 300 mg Tablets 
Indication: Cushing’s Syndrome 
Applicant Name: CORCEPT 
 
Meeting Chair: Amy Egan, M.D.  
Meeting Recorder: Jena Weber, PM 
 
FDA Participants: 
 
Mary Parks, M.D. – Division Director 
Amy Egan, M.D. – Deputy Director for Safety 
John Bishai, Ph.D. – Project Manager, Safety 
Dragos Roman, M.D. – Team Leader, Clinical 
Marina Zemskova, M.D. – Clinical Reviewer 
Cynthia LaCivita, OSE, DRISK 
Claudia Karwoski, OSE, DRISK 
Suzanne Berkman Robottom, OSE, DRISK 
Jena Weber, BS - Project Manager 
 
CORCEPT Participants: 
 
Tania Bekerman, Manager, Regulatory Affairs 
Lorene Campbell, Project Director 
Bernadette DeArrmond, M.D., MPH, Post-Marketing & Safety  
Coleman Gross, M.D., Medical Director  
Johanna Hunt, Program Director 
Steven Lo, VP, Commercial Operations 
Robert Roe, M.D., President, Corcept 
Luana Staiger, Regulatory Affairs 
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c. All patients must be registered into the program and document that they understand the risks 
of treatment with Korlym. Female patients of child bearing potential must have a negative 
pregnancy test prior to receiving Korlym.  Does the Agency agree  

 
FDA Response: N/A; a REMS is not necessary for the use of Korlym in the Cushing’s 
population.  Reference comments made to Question 1.  
 
We do agree with your proposal to distribute Korlym solely to a “limited number of 
specialty pharmacies”.  We anticipate that Korlym would be shipped from these 
specialty pharmacies directly to patients or hospitals.  This should prove more 
convenient for patients and will facilitate monitoring the use of Korlym to ensure that 
it is being used in the indicated population. 
 

FDA Response: N/A; a REMS is not needed for the use of Korlym in the Cushing’s 
population. See reply to Question 1.  
 

FDA Response: N/A; a REMS is not necessary for the use of Korlym in the Cushing’s 
population.  Refer to comments made to Question 1.  
 

FDA Response: N/A; a REMS is not required for the use of Korlym in the Cushing’s 
population.  See comments made in response to Question 1.  
 

FDA Response: N/A; a REMS is not needed for the use of Korlym in the Cushing’s 
population. See Question 1.  
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Executive CAC 
Date of Meeting: December 13, 2011 
 
Committee: David Jacobson-Kram, Ph.D., OND IO, Chair 

Abby Jacobs, Ph.D., OND IO, Member 
Paul Brown, Ph.D., OND IO, Member 
Todd Bourcier, Ph.D., DMEP, Team Leader 
Patricia Brundage, Ph.D., DMEP, Presenting Reviewer 

 
Author of Draft: Patricia Brundage and Todd Bourcier 
 
The following information reflects a brief summary of the Committee discussion 
and its recommendations.  
 
NDA #: 202107 
Drug Name: Mifepristone 
Sponsor: Corcept Therapeutics 
 
Background: 
This is a 505(b)(2) application for mifepristone (Korlym®), a glucocorticoid and 
progesterone receptor antagonist. The proposed indication is for the treatment of the 
clinical and metabolic effects of hypercortisolism in patients with endogenous Cushing’s 
syndrome. Mifepristone is approved for the acute indication of pregnancy termination 
(single dose administration) under NDA 20687 (Danco Laboratories/Population Council). 
 
Rat Carcinogenicity Study  
Carcinogenic assessment in Sprague Dawley rats was initiated at doses of 0 (vehicle 
control), 0 (vehicle control), 5, 25, and 125 mg/kg, in accordance with the Committee’s 
dosing recommendations. The vehicle was 0.25% carboxymethylcellulose and 0.2% Tween 
80 in sterile water for injection, USP. Drug exposure (mifepristone and its 3 major active 
metabolites) in the high dose males and females were 0.6X and 1X, respectively, the 
exposure at the MRHD of 1200 mg/day. Dosing was limited by toxicity. Hepatocellular 
adenomas, as well as thyroid follicular cell adenomas, carcinomas, and pooled 
adenomas/carcinomas increased in high dose females. Hyperplasia (thyroid only) and 
hypertrophy were also noted in the liver and thyroid, mainly in the mid and high dose 
groups. The sponsor attributes the hepatocellular and follicular cell tumors to a 
rat-specific chronic induction of enzyme activity in the liver and subsequent increase in 
thyroid hormone metabolism resulting in thyroid hyperplasia and eventually neoplasia. 
However, the sponsor did not conduct any mechanistic studies to assess thyroid function 
or hepatic enzyme activity. Although mifepristone has been shown to cause CYP3A 
induction, chronic mifepristone treatment has caused elevations in serum TSH and 
transient decreases in T4 in Cushing’s patients as well as in patients with meningioma. 
The incidence of mammary adenomas/adenocarcinomas was significantly increased in 
mid dose females by pair-wise comparisons and by trend when the high dose group is left 
out of the trend analysis. 
 

Reference ID: 3060319



Mouse Carcinogenicity Study  
Carcinogenic assessment in CD-1 mice was initiated at doses of 0 (vehicle control), 12.5, 
65, and 125 mg/kg for male mice and 0 (vehicle control), 25, 100, and 300 in female 
mice. The vehicle was 0.25% carboxymethylcellulose and 0.2% Tween 80 in sterile water for 
injection, USP. This was in accordance with the Committee’s dosing recommendations. 
Due to the high incidence of mortality in females at 300 mg/kg (main group), the dose 
level was decreased to 200 mg/kg at Week 36, and subsequently decreased to 125 mg/kg 
at Week 54. Drug exposure (mifepristone and its 3 major active metabolites) in the high 
dose males and females was less than clinical exposure at the MRHD of 1200 mg/day. 
There were no drug-related, statistically significant tumors found in males or females. 
 
Executive CAC Recommendations and Conclusions: 
 
Rat: 
 

• The Committee agreed that the study was adequate, noting prior Exec CAC 
concurrence with the protocol. 

 
• The Committee concurred that hepatocellular adenomas and thyroid follicular cell 

adenomas, carcinomas, and combined adenomas/carcinomas in female rats were 
drug related.  It’s not clear to what extent these might be related to liver enzyme 
induction.  The relevance to humans cannot be excluded.   

 
• The Committee noted that the absence of an increased incidence of mammary 

adenomas/ adenocarcinomas in high dose females, despite the statistically 
significant increase in the mid dose group, might be related to the decreased body 
weight of the high dose female group. 

 
Mouse: 
 

• The Committee agreed that the study was adequate, although dosing was limited 
by toxicity, noting prior Exec CAC concurrence with the protocol. 

 
• The Committee concurred that there were no drug-related neoplasms.   

 
                                                
David Jacobson-Kram, Ph.D. 
Chair, Executive CAC 
 
cc:\ 
/NDA 202107, DMEP 
/Todd Bourcier, DMEP 
/Patricia Brundage, DMEP 
/Jena Weber, DMEP 
/ASeifried, OND IO 
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Meeting Date:  November 3, 2011 
Time:  8 am – 9 am 
Location:  Room 6335 (bldg 51) 
 
Attendees:  Janet Woodcock, Jane Axelrad, Terry Toigo, John Jenkins, Gerald DalPan, 
Claudia Karwoski, Mwango Kashoki, Cynthia LaCivita, Kristin Everett, Carla 
Cartwright, Amy Egan, Lee Lemley, Marina Zemskova, Curt Rosebraugh, Suzanne 
Robottom, Mary Gross 
 
Subject: REMS with ETASU for Korlym (Mifepristone) to Treat Cushing’s Syndrome –
Meeting Summary 
 
Background  
The purpose of the meeting was to discuss whether it is necessary to require a REMS 
with ETASU for approval of Korlym (whose indication is to treat endogenous Cushing’s 
syndrome) in order to maintain the integrity of the current Mifeprex REMS program.  By 
approving Korlym without an ETASU, we discussed that Korlym might be used off-label 
to terminate a pregnancy or misused or diverted in order to terminate a pregnancy without 
proper healthcare provider supervision.   The PDUFA date for this drug is February 17, 
2012.   
 
Endogenous Cushing’s syndrome is a serious multisystem disorder that results from 
overproduction of cortisol by the adrenal glands.  Treatment requires highly specialized 
care in tertiary care centers. The disease is associated with a decreased quality of life and 
increased mortality. Orphan designation was granted on July 5, 2007 for the treatment of 
signs and symptoms of endogenous Cushing’s syndrome.   
 
The prevalence of Cushing’s syndrome in the U.S. is ~20,000 patients, one-quarter of 
whom, or ~5,000 patients, would qualify for treatment with Korlym.  The number of 
prescribers who would prescribe Korlym is also limited; there are only 35 
endocrinologists in the U.S. who are recommended by the Cushing’s Support and 
Research Foundation for the treatment and care of Cushing’s syndrome patients. The 
starting dose for Korlym is 300 mg once daily by mouth with a maximum dose of 1200 
mg daily.  It is packaged in bottles containing 28 or 280 tablets.  DMEP and DRISK 
agreed that a REMS is not necessary to ensure that the benefits of Korlym outweigh the 
risks for the treatment of patients with Cushing’s syndrome.  
 
Action Item 
Dr. Woodcock agreed that a REMS with ETASU is not warranted. CDER staff will 
contact the sponsor to discuss the need to set up a voluntary limited distribution system.  
A drug utilization study will be required as a PMR in order to ensure the drug is being 
used in the indicated patient population.  Dr. Woodcock will update Dr. Stephen 
Spielberg in the Commissioner’s Office on the CDER plan. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

NDA 202107 
 MEETING REQUEST GRANTED 
 
 
CORCEPT Therapeutics 
Attention: Luana Staiger 
Regulatory Affairs 
149 Commonwealth Drive 
Menlo Park, CA  94025 
 
Dear Ms. Staiger: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Korlym (mifepristone) 300 mg Tablets. 
 
We also refer to your October 17, 2011, correspondence requesting a Type B meeting to discuss 
your proposed REMS (including Medication Guide, communication plan, ETASU, 
implementation system, and timetable for submission of assessments.)  Based on the statement of 
purpose, objectives, and proposed agenda, we consider this meeting to be a “Type B” meeting.  
 
The teleconference is scheduled as follows: 

 
Date: Tues December 13, 2011 (EST) 
Time: 1 – 2 pm 
Phone Arrangements:  1-888-381-9324 
  Pass code: 1916970 
 
Tentative CDER participants: Mary Parks, M.D. – Division Director 
   Amy Egan, M.D. – Deputy Director for Safety 
   John Bishai, Ph.D. – Project Manager, Safety 
   Dragos Roman, M.D. – Team Leader, Clinical 
   Marina Zemskova, M.D. – Clinical Reviewer 
   Cynthia LaCivita, OSE, DRISK 
   Claudia Karwoski, OSE, DRISK 
   Suzanne Berkman Robottom, OSE, DRISK 
   Jena Weber, BS - Project Manager 

 
Please e-mail me any updates to your attendees at Jena.Weber@fda.hha.gov, at least one week 
prior to the meeting.  
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Submit background information for the meeting (three paper copies or one electronic copy to the 
application and 7 desk copies to me) at least three weeks prior to the meeting.  If the materials 
presented in the information package are inadequate to prepare for the meeting or if we do not 
receive the package by November 30, 2011, we may cancel or reschedule the meeting. 
 
Submit the 7 desk copies to the following address: 
 
If sending via USPS, please send to: 
 

Jena Weber 
Food and Drug Administration 
Center for Drug Evaluation and 
Research 
White Oak Building 22 Room: 3364 
10903 New Hampshire Avenue 
Silver Spring, Maryland 20993 

 

If sending via any carrier other than USPS 
(e.g., UPS, DHL), please send to: 
 

Jena Weber 
Food and Drug Administration 
Center for Drug Evaluation and 
Research 
White Oak Building 22, Room: 3364 
10903 New Hampshire Avenue 
Silver Spring, Maryland 20903 

 
 
If you have any questions, please call me at 301-796-1306. 
 

Sincerely, 
 
{See appended electronic signature page} 

 
      Jena M. Weber 
      Regulatory Project Manager 
      Division of Metabolism & Endocrinology Products 

Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

 

 
NDA 202107 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Corcept Therapeutics 
149 Commonwealth Drive 
Menlo Park, CA 94025 
 
Attention: Luana Staiger 
                 Director Regulatory Affairs 
 
Dear Ms. Staiger: 
 
Please refer to your New Drug Application (NDA) dated April, 15, 2011, and received  
April 18, 2011, submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act 
for Mifepristone Tablets, 300 mg. 
 
We also refer to your July 27, 2011, correspondence, received July 28, 2011, requesting review 
of your proposed proprietary name, Korlym. We have completed our review of the proposed 
proprietary name, Korlym and have concluded that it is acceptable.  
 
The proposed proprietary name, Korlym, 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. 
 
If any of the proposed product characteristics as stated in your July 27, 2011, submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Ermias Zerislassie Safety Regulatory Project Manager 
in the Office of Surveillance and Epidemiology, at (301) 796-0097.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager 
Jena Weber at (301) 796-1306.   
 

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   
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 0202107 INFORMATION REQUEST 
 
CERTIFIED MAIL 
RETURN RECEIPT REQUESTED 
 
CORCEPT Therapeutics 
Attention: Luana Staiger 
Regulatory Affairs 
149 Commonwealth Drive 
Menlo Park, CA  94025 
 
Dear Ms. Staiger: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Mifepristone 300 mg Tablets. 
 
FDA investigators have identified significant violations to the bioavailability and bioequivalence 
requirements of Title 21, Code of Federal Regulation, Part 320 in bioanalytical studies conducted 
by Cetero Research in Houston, Texas (Cetero).1 The pervasiveness and egregious nature of the 
violative practices by Cetero has led FDA to have significant concerns that the bioanalytical data 
generated at Cetero from April 1, 2005 to June 15, 2010, as part of studies submitted to FDA in 
New Drug Applications (NDA) and Supplemental New Drug Applications (sNDA) are 
unreliable. FDA has reached this conclusion for three reasons: (1) the widespread falsification of 
dates and times in laboratory records for subject sample extractions, (2) the apparent 
manipulation of equilibration or “prep” run samples to meet pre-determined acceptance criteria, 
and (3) lack of documentation regarding equilibration or “prep” runs that prevented Cetero and 
the Agency from determining the extent and impact of these violations.   
 
Serious questions remain about the validity of any data generated in studies by Cetero Research 
in Houston, Texas during this time period. In view of these findings, FDA is informing holders 
of approved and pending NDAs of these issues. 
 
The impact of the data from these studies (which may include bioequivalence, bioavailability, 
drug-drug interaction, specific population, and others) cannot be assessed without knowing the 
details regarding the study and how the data in question were considered in the overall 
development and approval of your drug product. At this time, the Office of New Drugs is 
searching available documentation to determine which NDAs are impacted by the above 
findings. 

                                                           
1 These violations include studies conducted by Bioassay Laboratories and BA Research International specific to the 
Houston, Texas facility.  
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To further expedite this process, we ask that you inform us if you have submitted any studies 
conducted by Cetero Research in Houston, Texas during the time period of concern  
(April 1, 2005 to June 15, 2010). Please submit information on each of the studies, including 
supplement number (if appropriate), study name/protocol number, and date of submission. With 
respect to those studies, you will need to do one of the following: (a) re-assay samples if 
available and supported by stability data, (b) repeat the studies, or (c) provide a rationale if you 
feel that no further action is warranted.  
 
Please respond to this query within 30 days from the date of this letter. 
 
This information should be submitted as correspondence to your NDA. In addition, please 
provide a desk copy to: 
 

Office of New Drugs 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Bldg. 22, Room 6300 
Silver Spring, MD 20993-0002 

 
If you have any questions, please call Jena Weber, Regulatory Project Manager, at  
301-796-1306. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Mary H. Parks, M.D. 
Director 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

 
NDA 202107 

PROPRIETARY NAME REQUEST  
UNACCEPTABLE 

Corcept Therapeutics 
149 Commonwealth Drive 
Menlo Park, CA 94025 
 
Attention: Luana Staiger 
                 Director Regulatory Affairs 
 
Dear Ms. Staiger: 
 
Please refer to your New Drug Application (NDA) dated April, 15, 2011, and received  
April 18, 2011, submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act 
for Mifepristone Tablets, 300 mg. 
 
We also refer to your April 19, 2011, correspondence, received April 21, 2011, requesting 
review of your proposed proprietary name, . We have completed our review of this 
proposed proprietary name and have concluded that this name is unacceptable for the following 
reasons: 
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We note that you have proposed an alternate proprietary name in your submission dated  
April 19, 2011. In order to initiate the review of the alternate proprietary name, Korlym, submit a 
new complete request for proprietary name review.  The review of this alternate name will not be 
initiated until the new submission is received. 
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Ermias Zerislassie, Safety Regulatory Project Manager 
in the Office of Surveillance and Epidemiology, at (301) 796-0097.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager 
Jena Weber at (301) 796-1306.   
 

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   
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Drug Evaluation OODP 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: June 28, 2011   

To: Luana Staiger 
Regulatory Affairs 

  From: Jena Weber 
Project Manager 

Company: CORCEPT Therapeutics    Division of Metabolism & Endocrinology 
Products 

Fax number: 650-327-3218   Fax number: 301-796-9712 

Phone number: 650-678-7230   Phone number: 301-796-1306 

Subject: Reference NDA 202107, initial submission dated April 15, 2011. 

Total no. of pages including cover: 4 

Comments:  Reference attached pages and request from DSI for additional information to conduct clinical 
inspections on 2 sites. Please respond in writing to your NDA file as appropriate.  

 

Document to be mailed:   YES   NO 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM 
IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE 
LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, 
please notify us immediately by telephone at (301) 796-2330.  Thank you. 
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For C1073-400 entitled “An Open-label Study of the Efficacy and Safety of CORLUX® 
(mifepristone) in the Treatment of the Signs and Symptoms of Endogenous Cushing’s 
Syndrome” please provide the following: 
 

1. Original protocol and all amendments 
2. A sample annotated Case Report Form 
3. Please state the location and format of the source documents containing the primary 

efficacy (glucose measurements for the oral glucose tolerance tests and blood pressure 
readings) and safety endpoints. Specifically, are the data available at the clinical site and 
in what format? If not at the clinical site, please describe the location and format for the 
primary efficacy data. 

 
Please provide line listings in pdf format for the following two sites.  
 
Site 7: Dr. David Schteingart 
University of Michigan Medical Center Division of Endocrinology;  
5570 MSRB II Spc 5678  
1150 W Medical Center Drive Ann Arbor, MI 48109-0678 
 
Site 8: Dr. Maria Grama Fleseriu 
Oregon Health Sciences University  
Dept of Endo/Pituitary Unit 3515 SW  
US Veterans Hospital Road;  
BTE472 Portland, OR 97239 
 
Please provide the listings electronically on CDs. Please provide the listings as one CD and a 
duplicate for each site, a total of four CDs. For each CD please include a copy of the protocol, 
amendments and annotated case report form on the CD. This package should be sent directly to: 
 
Susan Leibenhaut, M.D. 
Medical Officer 
FDA/CDER/Office of Compliance 
Office of Scientific Investigations 
Division of Good Clinical Practice Compliance 
Good Clinical Practice Assessment Branch 
10903 New Hampshire Avenue 
Building 51, Room 5366 
Silver Spring, MD 20993 
Phone 301-796-3626  Fax 301-847-8748 
susan.leibenhaut@fda.hhs.gov 
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Request for Subject Level Data Listings by Site 
 
For the two sites listed above, please provide the following line listings that have been submitted 
in paper form in your NDA: 

 
a. Listing 16.2.1.0: Enrolled population 
b. Listing 16.2.1.1: Subject Disposition: Safety Population 
c. Listing 16.2.2: Listing of Study Completion by Visit: Safety Population 
d. Listing 16.2.2.1: Listing of Screen Failure 
e. Listing 16.2.2.2: Protocol Deviations 
f. Listing 16.2.4.1: Subject Demographic and Baseline Characteristics: Safety Population 
g. Listing 16.2.4.2.2: Listing of Past Cushing’s Disease History: Safety Population 
h. Listing 16.2.4.4.1: Listing of Prior Medications: Safety Population 
i. Listing 16.2.4.4.2: Listing of Concomitant Medications: Safety Population 
j. Listing 16.2.4.5.1: Listing of Anti -Diabetic Concomitant Medications: Safety Population 
k. Listing 16.2.4.5.2: Listing of Anti-Hypertension Concomitant Medications: Safety 

Population 
l. Listing 16.2.5.1: Listing of Drug Administration: Safety Population 
m. Listing 16.2.6.1.1: Listing of Plasma Glucose Concentration Data from 2-hour oGTT: C-DM 

Cohort: ITT/Safety Population  
n. Listing 16.2.6.1.3 Listing of Deviation of Plasma Glucose Sampling Time: C-DM Cohort: 

ITT/Safety Population 
o. Listing 16.2.6.2.1: Listing of Individual Blood pressure Data: C-HT and C-DM: ITT/Safety 

Population 
p. Listing 16.2.7.2: Listing of All Adverse Events: Safety Population 
q. Listing 16.2.7.3: Listing of Subjects Withdrawn Due to AEs: Safety Population 
r. Listing 16.2.7.4: Listing of Deaths or SAEs: Safety Population 
s. Listing 16.2.7.5: Listing of Treatment-Emergent Adverse Events by Dose Levels: Safety 

Population 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
NDA 202107 
 FILING COMMUNICATION 
 
 
CORCEPT Therapeutics 
Attention: Luana Staiger 
Regulatory Affairs 
149 Commonwealth Drive 
Menlo Park, CA  94025 
 
Dear Ms. Staiger: 
 
Please refer to your New Drug Application (NDA) dated April 15, 2011, received  
April 18, 2011, submitted pursuant to section 505(b)(2) of the Federal Food, Drug,  
and Cosmetic Act, for mifepristone 300 mg tablets.  
 
We also refer to your submission dated April 25, 2011. 
 
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 17, 2012. 
 
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).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by January 27, 2012. 
 
At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review. 
 
We also request that you address the following comments and requests in writing to your NDA 
file: 
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Chemistry, Manufacturing and Controls 
 

1. Please confirm that the formulations coded “E2” in the Clinical Summary (section 2.7.1), 
and “C2” in the Quality Summary (sec2.3.P.2), are identical and that they are the final 
formulation used in the commercial product. 

 
2. Submit the master batch records for the drug product manufacture per 21 CFR 

314.54(a)(1)(i).  
 
Biopharmaceutics 

 
We acknowledge that you included the dissolution method validation report that was requested 
in the pre-NDA meeting from October 26, 2010. However, this report includes the validation of 
the analytical method and the quality testing of the dissolution methodology (i.e., robustness, 
etc.), but does not contain the dissolution information collected during the development of the 
proposed dissolution test, and how you concluded that this test is the optimal method for the 
evaluation of your product. Therefore, please provide the dissolution method development report 
outlining the experiments performed and all data collected by  to support revising the 

 dissolution method. This report should clearly outline the following information: 
 

1. Complete mifepristone pH solubility over the pH range of 1 to 7.5 (both numerical and 
graphed data), including a description of the buffers and conditions used to determine 
equilibrium solubility. Solution pH data measured before and after the product should be 
summarized. 

 
2.  Please specify the developmental parameters (i.e., selection of equipment/apparatus, in 

vitro dissolution/release media, agitation/rotation speed, pH, assay, sink conditions, etc.) 
used to select the dissolution method. Testing conditions used for each test and complete 
dissolution profile data (individual, mean, SD, profiles) should be submitted. 

 
3.  Testing conducted to demonstrate the discriminating capability of the proposed method to 

manufacturing changes should be stated. 
 

Clinical Pharmacology 

 
Based on study reports for study C-1073-400 and study C-1074-415 it is noted that 
mifepristone plasma levels were analyzed in patients. Provide the pharmacokinetic 
datasets from these studies in SAS transport format. Also include data that was used for 
covariate analysis (e.g., co-medication of ketoconazole). If you have submitted the 
datasets, please identify the location. 
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Biometrics 

1. Please submit the parameter code for the Diastolic Blood pressure (SAS variable name for 
the primary efficacy variable for the C-HT cohort). 

 
2. If you have submitted a subgroup analyses on Age, Gender, and Race, you should 

identify the location. If not, please provide these results as soon as possible.  
 
Clinical 
 
Submit or indicate where the following information about the patients enrolled in study  
C-1073-400 can be located: 
 

1. Previous medical treatment of hypercortisolemia in patients with all causes of Cushing’s 
syndrome: 
-how many patients were naïve to medical treatment prior to study enrollment; 
-the number of patients and which patients were treated medically and were subsequently 
“washed out” of treatment prior to enrollment; 
- if subjects were previously treated medically, indicate what antiglucocorticoid drugs 
were administered, in general, and by patient indicating the duration of medical 
treatment; 
- if patients were treated medically in the past, indicate the number of patients and which 
of them failed drug therapy. 

 
2. Previous radiation treatment of patients with Cushing’s disease: 

 
- specify the time period that elapsed for each patient since the last date of radiation 

treatment (years/months/days), and the beginning of study drug therapy. 
 

3. Baseline urinary free cortisol information by patient and descriptive statistics for the  
entire cohort. 

 
If you have not already done so, you must submit the content of labeling 21 CFR 314.50(l)(1)(i)] 
in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  The 
content of labeling must be in the Prescribing Information (physician labeling rule) format. 
 
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. 
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If you have any questions, please call Ms. Jena Weber, Regulatory Project Manager, at 
301-796-1306. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Mary H. Parks, M.D. 
Director 
Division of Metabolism & Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research. 
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 Food and Drug Administration 
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NDA 202107  

NDA ACKNOWLEDGMENT 
 
 

CORCEPT Therapeutics 
Attention: Luana Staiger 
Regulatory Affairs 
149 Commonwealth Drive 
Menlo Park, CA  94025 
 
Dear Ms. Staiger: 
 
We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: Mifepristone 300 mg Tablets  
 
Date of Application: April 15, 2011 
 
Date of Receipt: April 18, 2011 
 
Our Reference Number:  NDA 202107 
 
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 17, 2011, in 
accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 
 
You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904). 
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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 Metabolism and Endocrinology Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
If you have any questions, please call me at 301-796-1306. 
 

Sincerely, 
 
{See appended electronic signature page} 

 
      Jena M. Weber 
      Regulatory Project Manager 
      Division of Metabolism & Endocrinology Products 

Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

 
IND 076480 
 

PROPRIETARY NAME REQUEST  
 UNACCEPTABLE 

 
Corcept Therapeutics 
149 Commonwealth Drive 
Menlo Park, CA 94025 
 
Attention:  Bonnie Horner 
  Director Regulatory Affairs 
 
Dear Ms. Horner: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for Mifepristone Tablets, 300 mg. 
 
We also refer to your August 5, 2010, correspondence, received August 6, 2010, requesting 
review of your proposed proprietary name, Corlux.  We have completed our review of this 
proposed proprietary name and have concluded that this name is unacceptable for the following 
reasons.  
 
1. The proposed proprietary name Corlux is orthographically similar to the currently 

marketed product Cortef.  The orthographic similarity between the names, Corlux and 
Cortef stems from the fact that both names begin with the letters “Cor,” share an upstroke 
letter in the fourth position and the remaining letters appear similar when scripted. 
Additionally, both names have 6 letters which gives them a similar shape and appearance 
when scripted. 

  
In addition to their orthographic similarities, the proposed product and Cortef share 
overlapping product characteristics including dosage form, route of administration, 
numerical overlap in dose (30 mg vs. 300 mg), and frequency of administration. The 
overlapping product characteristics provide little means to prevent a medication error 
should the names Corlux and Cortef be confused by a pharmacist or other healthcare 
provider a written prescription or medication order. 
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2. The proposed proprietary name Corlux is orthographically similar to the currently 

marketed product Avelox. The orthographic similarity between the names Corlux and 
Avelox stems from the fact that the beginning letters ‘A’ and ‘C’ and ending letters ‘lox’ 
and ‘lux’ appear similar when scripted.  Additionally, both names have 6 letters which 
gives them a similar shape and appearance when scripted. 

         
  
     
 In addition to their orthographic similarities, the proposed product and Avelox  share 

overlapping product characteristics including dosage form, route of administration, 
overlapping dose, frequency of administration and are available in a single strength.  
When writing prescriptions, prescribers may often omit the strength of products that are 
only available in a single strength.  The overlaps in product characteristics provide little 
means to prevent a medication error should the names Avelox and Corlux be confused by 
a pharmacist or other healthcare provider reading a written prescription or medication 
order.  

 
We note that you have not proposed an alternate proprietary name for review.  If you  
intend to have a proprietary name for this product, we recommend that you submit a  
new request for a proposed proprietary name review.  (See the Guidance for Industry,  
Complete Submission for the Evaluation of Proprietary Names, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM075068.pdf 
and “PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2008 through 2012”.) 
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Margarita Tossa, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-4053.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager 
Jena Weber at (301) 796-1306.   
 

Sincerely, 
 
      {See appended electronic signature page}  
       

Denise P. Toyer, PharmD. 
Deputy Director 
Division of Medication Error Prevention and Analysis 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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