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Mifeprex
®
 is prescribed for women in early pregnancy (through 70 days gestation for the new 

regimen). However, the PK data of 200 mg mifepristone is available only from the study 

(87/517  conducted in the healthy male subjects. For using the PK data from male 

population as new labeling information of Mifeprex
®
, it should be proved that there is no 

pharmacokinetic difference between male and female. However, in the developmental program 

of Mifeprex
®
, the effect of sex on the disposition of mifepristone has not been addressed. The 

Clinical Pharmacology review for the NDA approval of 300 mg mifepristone (Korlym
TM

, NDA 

202107) indicated for endogenous Cushing’s syndrome described that sex did not affect PK of 

mifepristone (http://www.accessdata.fda.gov/drugsatfda_docs/nda/2012/202107Orig1s000Clin 

PharmR.pdf). Based on this information, the PK data of 200 mg mifepristone in the male 

subjects provided by the 87/517  study can be considered for new PK information of single 

dose administration of 200 mg mifepristone in the new label. 

   

 

2.2.4 What is the effect of CYP3A4 inducers on the disposition of mifepristone? 

 

 Mifepristone is a CYP3A4 substrate. The in vitro study demonstrated that CYP3A inhibitors 

and CYP3A4 antibodies inhibit major metabolic pathways of mifepristone by 65 to 82%. 

Given the major contribution of CYP3A4 in the metabolism of mifepristone, it is anticipated 

that the exposure to mifepristone can be significantly reduced in the users of strong CYP3A4 

inducers such as rifampin and carbamazepine. However, the Sponsor did not conduct any in 

vivo studies to evaluate the effect of CYP3A4 inducers on the PK of Mifeprex
®
. In addition, 

the currently proposed dose of mifepristone, 200 mg, is one-third dose of the approved dose 

(600mg).  

 In the current submission, the Sponsor proposed the labeling language in relation to the use of 

CYP3A4 inducers:   

 ”.  

 

 

2.2.5 What is the clinical relevance of decreased exposure to mifepristone? 

 

 Although concomitant use of CYP3A4 inducers is anticipated to have a significant effect on 

the disposition of mifepristone, the change in the exposure to mifepristone in relation to the 

CYP3A4 inducers has not been reported and evaluated. While 100 mg mifepristone regimen 

combined with misoprostol has been demonstrated to be an effective alternative to 200 or 600 

mg for the termination of pregnancy in the literatures (Creinin et al. 2001), the effective lowest 

therapeutic margin of mifepristone for termination of pregnancy has been not characterized 

clearly (Creinin MD, Pymar HC, Schwartz JL. Mifepristone 100 mg in abortion regimens. Obstet 

Gynecol. 2001;98:434-9). 

 The use of misoprostol in the regimen also contributes to efficacy for inducing termination of 

pregnancy. In addition, it has not been reported that CYP3A4 inducers decrease the exposure 
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drug displays nonlinear kinetics with respect to plasma concen-
tration and clearance.  

 
 

 

Elimination 

Metabolism 

Metabolism of mifepristone is primarily via pathways involving N-
demethylation and terminal hydroxylation of the 17-propynyl chain. 
In vitro studies have shown that CYP450 3A4 is primarily 

responsible for the metabolism. The three major metabolites 
identified in humans are: (1) RU 42 633, the most widely found in 
plasma, is the N-monodemethylated metabolite; (2) RU 42 848, 
which results from the loss of two methyl groups from the 4-
dimethylaminophenyl in position 11ß; and (3) RU 42 698, which 
results from terminal hydroxylation of the 17-propynyl chain. 

Excretion 

By 11 days after a 600 mg dose of tritiated compound, 83% of the 
drug has been accounted for by the feces and 9% by the urine. 
Serum levels are undetectable by 11 days. 

 

2. Insert the single dose PK data (200mg) 

using  20236-12 formulation from 

87/517  study. State that the study was 

conducted in the male subjects. 
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