
MIFEPREX™ (mifepristone) Tablets, 200 mg
For Oral Administration Only

If Mifeprex* results in incomplete abortion, surgical intervention may be necessary.
Prescribers should determine in advance whether they will provide such care themselves
or through other providers.  Prescribers should also give patients clear instructions on
whom to call and what to do in the event of an emergency following administration of
Mifeprex.

Prescribers should make sure that patients receive and have an opportunity to discuss the
Medication Guide and the PATIENT AGREEMENT.

DESCRIPTION

Mifeprex tablets each contain 200 mg of mifepristone, a synthetic steroid with
antiprogestational effects.  The tablets are light yellow in color, cylindrical and biconvex,
and are intended for oral administration only.  The tablets include the inactive ingredients
colloidal silica anhydrous, corn starch, povidone, microcrystalline cellulose, and
magnesium stearate.

Mifepristone is a substituted 19-nor steroid compound chemically designated as 11ß-[p-
(Dimethylamino)phenyl]-17ß-hydroxy-17-(1-propynyl)estra-4,9-dien-3-one.  Its
empirical formula is C29H35NO2.  Its structural formula is:

The compound is a yellow powder with a molecular weight of 429.6 and a melting point
of 191-196°C.  It is very soluble in methanol, chloroform and acetone and poorly soluble
in water, hexane and isopropyl ether.

* Mifeprex is a trademark of Danco Laboratories, LLC.
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CLINICAL PHARMACOLOGY

Pharmacodynamic Activity

The anti-progestational activity of mifepristone results from competitive interaction with
progesterone at progesterone-receptor sites.  Based on studies with various oral doses in
several animal species (mouse, rat, rabbit and monkey), the compound inhibits the
activity of endogenous or exogenous progesterone.  The termination of pregnancy results.

Doses of 1 mg/kg or greater of mifepristone have been shown to antagonize the
endometrial and myometrial effects of progesterone in women.  During pregnancy, the
compound sensitizes the myometrium to the contraction-inducing activity of
prostaglandins.

Mifepristone also exhibits antiglucocorticoid and weak antiandrogenic activity.  The
activity of the glucocorticoid dexamethasone in rats was inhibited following doses of 10
to 25 mg/kg of mifepristone.  Doses of 4.5 mg/kg or greater in human beings resulted in a
compensatory elevation of adrenocorticotropic hormone (ACTH) and cortisol.
Antiandrogenic activity was observed in rats following repeated administration of doses
from 10 to 100 mg/kg.

Pharmacokinetics and Metabolism

Absorption

Following oral administration of a single dose of 600 mg, mifepristone is rapidly
absorbed, with a peak plasma concentration of 1.98 mg/l occurring approximately 90
minutes after ingestion.  The absolute bioavailability of a 20 mg oral dose is 69%.

Distribution

Mifepristone is 98% bound to plasma proteins, albumin and α1-acid glycoprotein.
Binding to the latter protein is saturable, and the drug displays nonlinear kinetics with
respect to plasma concentration and clearance.  Following a distribution phase,
elimination of mifepristone is slow at first (50% eliminated between 12 and 72 hours) and
then becomes more rapid with a terminal elimination half-life of 18 hours.
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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.

Special Populations

The effects of age, hepatic disease and renal disease on the safety, efficacy and
pharmacokinetics of mifepristone have not been investigated.

Clinical Studies

Safety and efficacy data from the U.S. clinical trials and from two French trials of
mifepristone are reported below.  The U.S. trials provide safety data on 859 women and
efficacy data on 827 women with gestation durations of 49 days or less (dated from the
first day of the last menstrual period).  In the two French clinical trials, safety evaluable
data are available for 1800 women, while efficacy information is available for 1681 of
these women.  Success was defined as the complete expulsion of the products of
conception without the need for surgical intervention.  The overall rates of success and
failure, shown by reason for failure, for the U.S. and French studies appear in Table 1.

In the U.S. trials, 92.1% of the 827 subjects had a complete medical abortion, as shown in
Table 1.  In 52 women (6.3%) expulsion occurred within two days, and resulted from the
action of mifepristone (600 mg) alone, unaided by misoprostol, an analog of
prostaglandin E2.  All other women without an apparent expulsion took a 400 µg dose of
misoprostol two days after taking mifepristone.  Many women (44.1%) in the U.S. trials
expelled the products of conception within four hours after taking misoprostol and 62.8%
experienced expulsion within 24 hours after the misoprostol administration.  There were
65 women (7.9%) who received surgical interventions:  13 (1.6%) were medically
indicated interventions during the study period, mostly for excessive bleeding; five
(0.6%) interventions occurred at the patient’s request; 39 women (4.7%) had incomplete
abortions at the end of the study protocol; and eight (1.0%) had ongoing pregnancies at
the end of the study protocol.

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Women who participated in the U.S. trials reflect the racial and ethnic composition of
American women.  The majority of women (71.4%) were Caucasian, while 11.3% were
African American, 10.9% were East Asian, and 4.7% were Hispanic.  A small percentage
(1.7%) belonged to other racial or ethnic groups.  Women aged 18 to 45 were enrolled in
the trials.  Nearly two-thirds (66.0%) of the women were under 30 years old with a mean
age of 27 years.

In the French trials, complete medical abortion occurred in 95.5% of the 1681 subjects, as
shown in Table 1.  In 89 women (5.3%), complete abortion occurred within two days of
taking mifepristone (600 mg).  About half of the women (50.3%) in the French trials
expelled the products of conception during the first four hours immediately following
administration of misoprostol and 72.3% experienced expulsion within 24 hours after
taking misoprostol.  In total, 4.5% of women in the French trials ultimately received
surgical intervention for excessive bleeding, incomplete abortions, or ongoing
pregnancies at the end of the protocol.
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Table 1

Outcome Following
Treatment with Mifepristone and Misoprostol in the U.S. and French Trials

U.S. Trials French Trials

N % N %

Complete medical abortion 762 92.1 1605 95.5

Timing of expulsion

Before second visit 52 (6.3) 89 (5.3)

During second visit
– less than 4 hrs after misoprostol 365 (44.1) 846 (50.3)

After second visit
– greater than 4 hrs but less than 24 hrs

after misoprostol 155 (18.7) 370 (22.0)
– greater than 24 hrs after misoprostol 68 (8.2) 145 (8.6)

Time of expulsion unknown 122 (14.8) 155 (9.2)

Surgical intervention 65 7.9 76 4.5

Reason for surgery

Medically necessary interventions during
the study period 13 (1.6) NA (NA)

Patient request 5 (0.6) NA (NA)
Treatment of bleeding during study NA (NA) 6 (0.3)
Incomplete expulsion at study end 39 (4.7) 48 (2.9)
Ongoing pregnancy at study end 8 (1.0) 22 (1.3)

Total 827 100 1681 100

Note:  Mifepristone 600 mg oral was administered on Day 1, misoprostol 400 µg oral
was given on Day 3 (second visit).
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