Effects of the antiprogesterone RU 486 in normal women

I. Single-dose administration in the midluteal phase
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The response to a single oral dose of the antiprogesterone RU 486 was studied in the midluteal phase in
26 normal women. Each subject received a dose between 50 and 800 mg RU 486 on days 6 to 8 after the
luteinizing hormone surge and blood samples were taken over the following 48 hours. Another group of
five patients received a single oral dose of 200 mg RU 486 and blood sampling was extended for 14 days.
Menses were induced in all women but one within 3 days after RU 486 administration. Two distinct patient
populations emerged. In nine of the subjects. there was a single bleeding episode and the treatment cycle
was significantly shorter (p < 0.05) than the following cycle. In 16 of these 25 patients a second bleeding

episode occurred 19.0 + 0.8 days after the Iuteinizing hormone surge. The total treatment cycle was
significantly prolonged (p < 0.05) when compared with the following cycle. in the group with a single
bleeding episode, there was a significant decline in follicie-stimulating hormons, estradiol, and
progesterone over the 48-hour sampling period, but there was no change in these values in the group with
two bleeding episodes. These two groups could not be separated on the basis of RU 486 dose or serum
levels. After the four higher doses, there was a dose-dependent rise in serum profactin. There were no
alterations in mean cortisol values with the three lower doses. but there was a significant increase at 24
and 48 hours after the higher doses. Serum levels of RU 486 were maximal between 1 and 4 hours and
the half-lite of serum RU 486 was detenmined to be 24 hours. (Am J Oss1ET GYNECOL 1987;157:1415-20.)
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The synthesis and development of RU 486, a 19-
norprogestin derivative, is considered a major break-
through in steroid endocrinology' and has opened a
new era in fertility control. Beyond its potential use in
contraceptive technology, the antiprogestational' and
antiglucocorticoid®** activities of RU 486 serve as a
unique tool for investigation of hormone action.

In early reports, RU 486 has been noted to interrupt
the luteal phase in women*® and in monkeys® and to
terminate early pregnancy.™® RU 486 has also been
shown to have an affinity for the glucocorticoid recep-
tor that is about four times higher than that of dexa-
methasone and has been shown to have antiglucocor-
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ticoid activity. After a single oral dose of RU 486,
there is a transient increase in adrenocorticotropic
hormone.**

The aim of this study was to investigate the effect of
asingleoral dose of RU486 on bleeding, gonadotropin,
and steroid patterns given to healthy women in the
midluteal phase. In addition, the pharmacodynamics
of this compound were studied with a recently devel-
oped radioimmunoassay.

Material and methods

Thirty-one healthy women, whose ages ranged from
22 to 35 years, were selected for participation in this
study. They had regular menstrual cycles (28 = 3 days)
and were within 15% of their ideal body weight. They
either had been surgically sterilized or had used a bar-
rier method for contraception. The volunteers had not
taken any steroid medication within the last 6 months.

On the tenth day of the menstrual cycle, each patient
began to undergo daily blood sampling for determi-
nation of the day of the luteinizing hormone (LH)
surge. Six to eight days after the LH surge, the vol-
untecers were asked to report at 7:30 aMm, after an over-
night fast, and to refrain from smoking after midnight
for administration of medication.
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