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Division of Metabolism and Endocrinology Products 

 

NDA: 202107 

Applicant: Corcept Therapeutics 

Stamp Date: 18-APR-2011 

PDUFA Date: 18-FEB-2012 

Proposed Proprietary Name:  

Established Name: Mifepristone 

Dosage form and strength: Immediate release tablet 

300 mg 

Route of Administration: Oral administration 

Indications: Treatment of hypercortisolism associated with 

Cushing’s Syndrome 

 

 

CMC Lead: Su (Suong) Tran, ONDQA 

 

ONDQA Fileability: Yes 

 

Are there comments for the 74-day letter? Yes. 

• 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 the same and are the final formulation for the 

commercial product. 

• Submit the master batch records for the drug product manufacture per 21 CFR 314.54(a)(1)(i).  
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CONSULTS/ CMC 
RELATED REVIEWS 

COMMENT 

CBER Not applicable  
CDRH Not applicable  
EA The categorical exclusion claim will be assessed by Primary 

Reviewer. 
Compliance (DMPQ) EER was sent to Compliance by ONDQA PM (K. Sharma) on 02-

MAY-2011. 
Methods Validation Validation may be requested of FDA labs after test methods are 

finalized. 
Microbiology Not applicable. The product is a solid oral dosage form.  
OBP Not applicable 
ONDQA Biopharm Review of all dissolution/drug release-related information. (Reviewer: 

M. Hughes) 
OSE Labeling consult request will be sent as part of DMEP’s request. 
Pharm/Tox Not applicable  (Impurities and degradants limits are within ICH 

qualification thresholds for the maximum daily dose.) 
QbD Not applicable 
 
This is a paper NDA, filed as a 505(b)(2) application, with the listed drug (LD) being Mifeprex 
(mifepristone) Tablets (different applicant). The new NDA is relying on FDA’s findings of safety for the 
LD. 

Note to chemists: the reference to the RLD is for the reliance on FDA’s findings of safety and/or 
effectiveness only, not for any CMC purpose.  

 
Reference is made to the DMF  for the CMC information on the drug substance. 
 
The product will be packaged in 28-count and 280-count bottles with desiccant. The product is stored at 
room temperature. 

 

Maximum daily dose is 1200 mg mifepristone. 
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Review comments:  

Reference is made to the DMF  for all CMC information on the drug substance. The primary 

reviewer will review any new information in the DMF submitted after the most recent review.  

Manufacturing site. One drug substance batch (53041S002) was manufactured at the commercial site 

. This batch was used in the safety and efficacy 

study C-1073-400 and other clinical studies (C-1073-415, C-1073-425, C-1073-26, and C-1073-19). 

 

Specification. The drug substance specification is included in the NDA and copied on the next pages.  

• Chirality of the compound is controlled by Specific Rotation, which will be evaluated by the 

reviewer for its adequacy.  

• There is only one major identified impurity,  which would not 

be a qualification issue if it is indeed a metabolite as claimed by the applicant (This issue will be 

conveyed to the PharmTox and ClinPharm teams at the filing meeting). 
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Review comments: 

• Limits on degradation products. The applicant states that no degradant has been found above 

the limit of  and proposed this limit on an unknown degradant, which complies with ICH 

identification and qualification thresholds for the maximum daily exposure of 1200 mg 

mifepristone. The reviewer will evaluate the test method used in degradant testing to confirm that 

it is adequately stability-indicating. 

• Dissolution. Review of all dissolution/drug release-related information will be conducted by the 

ONDQA Biopharm team. 

• Chirality and polymorphism. The drug product specification does not include testing for 

polymorph  

. There is no testing for chirality. The omission will be evaluated by the reviewer, taking 

into account all available information in the drug substance DMF on the stability of the chiral 

configuration and  of the drug substance. The reviewer will consult with the 

Biopharm reviewer  

. 

• Microbial limits. Tests are per USP <61> and <62> and the proposed limits are consistent with 

those approved for other products that are solid oral dosage forms  

 

 which is consistent with those approved for other 

products that are solid oral dosage forms with the same microbial limits. The reviewer may 

choose to confirm with the Microbiology team if needed. 

 

Container closure systems for product distribution 
The product will be packaged in 28-count and 280-count bottles . 

 

Review comments:  

• Safety of the packaging components. The reviewer will verify that all components comply with 

applicable U.S. indirect food additives regulations.  

• Suitability of the packaging components. The applicant states that the 280-count stability 

batches were packaged in the proposed commercial bottles and closures,  that is 

equivalent to the commercial one, and the 28-count stability batches were packaged with bottles, 
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closures, and  that are equivalent to the commercial system. The information will be 

evaluated as part of the stability evaluation by the reviewer. 

• DMFs. The reviewer will review information in the NDA and DMFs per internal policy on the 

review of container closure systems for solid oral drug products. 

 

Stability of the drug product 

Review comments: 

As discussed earlier in this review, product batches 10B13, 10B14, 10B15 were used in the pivotal 

efficacy study and each batch was packaged in both 28-count bottles and 280-count bottles as primary 

stability batches. They were manufactured at the commercial facility using a process claimed to be similar 

to the commercial process (to be verified by the reviewer) and at a scale of  the commercial scale. The 

280-count stability batches were packaged in the proposed commercial bottles and closures,  

 that is equivalent to the commercial one, and the 28-count stability batches were packaged with 

bottles, closures, and  that are equivalent to the commercial system (to be verified by the 

reviewer). 

The applicant submitted 9-month data for the primary stability batches at 25 °C/60% RH and 6-month 

data at 40 °C/75% RH). Supportive data include 24-month data for clinical batches that have the 

commercial formulation and were produced with the same process, scale, and packaging as the primary 

stability batches. The supportive batches were manufactured at a different site (not commercial site). The 

Pre-NDA discussion included an agreement on the bracketing design for packaging sizes, but it does not 

appear that the stability data in the NDA has any bracketing (to be verified by the reviewer). The primary 

reviewer will determine the final expiry based on all available data and per ICH Q1E Evaluation of 

Stability Data. Photostability data are provided per ICH to show that the product is not light-sensitive (to 

be evaluated by the reviewer).  
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