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Dear Colleague:

Rates of unintended pregnancy in the United States are among the highest in the industrial-
ized world. Consequently, clinicians involved in reproductive health frequently face
questions about abortion from their patients.

On September 28, 2000, the Food and Drug Administration approved mifepristone for early
abortion. When combined with oral misoprostol, a prostaglandin, mifepristone is 92% to
95% effective in terminating pregnancy of up to 49 days’ gestation. In this issue of The
Contraception Report, we describe events that led to the drug’s US approval and highlight
prescribing guidelines. We present current data on effectiveness, side effects, and patient
attitudes and satisfaction. We also highlight data from France, where mifepristone has been
used for more than a decade with no increase in abortion rates.

Our second article describes some of mifepristone’s other potential uses. One of these is
emergency contraception. We present recent data on mifepristone for emergency contracep-
tion and briefly highlight other medical uses currently under investigation. The Patient
Update provides questions and answers about medical abortion with mifepristone and lists
resources for further information.

We hope this information is useful in your practice and we welcome your feedback.

Sincerely yours,

David A. Grimes, MD
Executive Editor
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FDA Approval of Mifepristone: An Overview

SUMMARY

The Food and Drug Administration
(FDA) recently approved mifepristone
for early medical abortion. Treatment
regimens combining mifepristone
with misoprostol, a prostaglandin
analogue, cause complete abortion in
92% to 95% of pregnancies up to 49
days’ gestation. Nearly all women
using the regimen experience vaginal
bleeding and lower abdominal pain.
Other reported side effects include
nausea, vomiting, diarrhea, and
headache. Both patient and provider
attitudes toward mifepristone are
positive. The potential influence of
politics on mifepristone availability
remains unclear.

Introduction

Rates of unintended pregnancy in
the United States are among the
highest in the industrialized world.
Nearly half (48%) of the 6 million
pregnancies that occur each year in
the US are unintended. Of these,
about half occur among couples ac-
tively practicing contraception; the
remainder occur among couples who
were not using a birth control
method at the time of conception.!2

Given the ongoing problem of un-
intended pregnancy, induced
abortion is one of the most common
procedures performed in the United
States. Approximately one-quarter of
all recognized US pregnancies end in
induced abortion, totaling more than
1.3 million annually. Each year, be-
tween 2% and 3% of all women of
reproductive age in the US have an
induced abortion.? By age 45 years,
an estimated 43% of US women will
have had at least one induced abor-
tion.! Consequently, clinicians
involved in reproductive health care

Mifeprex (mifepristone)

Tablets

—

Source: Danco Laboratories.

frequently face questions from pa-
tients regarding abortion options.
Even clinicians who do not provide
abortion services should be knowl-
edgeable about current methods in
order to provide informed answers.

To date, most induced abortions in
the US have been surgical procedures.
On September 28, 2000, the FDA ap-
proved mifepristone (Mifeprex™) for
the termination of early pregnancy,
defined as 49 days or less, counting
from the beginning of the last
menstrual period. Currently, approxi-
mately one-third of all abortion
procedures in the US are performed at
less than 7 weeks’ gestation.*

History

The FDA’s approval of mifepri-
stone marked a major milestone in
the controversial drug’s 20-year histo-
ry (Figure 1). Experimenting in the
late 1970s and early 1980s with
compounds designed to block gluco-
corticoid receptors, Roussel-Uclaf
researchers, led by Etienne-Emile
Baulieu, discovered that certain agents
also bound to progesterone receptors,
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blocking the hormone’s action. The
antiprogestin mifepristone (then
known as RU-486) was synthesized
in 1980.

The first human trials of mifepris-
tone were reported 2 years later.
Among women in their first 49 days
of pregnancy, mifepristone caused
complete abortion in approximately
60% to 80% —rates that were clinical-
ly unacceptable.’ In 1985, however,
investigators reported that adding a
prostaglandin analogue increased effi-
cacy to over 90%.6

France became the first country to
approve mifepristone for medical
abortion in September 1988. For
political reasons, Roussel-Uclaf
attempted to withdraw the product
shortly after approval, but the French
Health Ministry compelled the manu-
facturer to make mifepristone avail-
able. Marketing approval in several
other nations followed soon after: the
United Kingdom and China in 1991
and Sweden in 1992. At present,
mifepristone has been licensed for
use in more than 20 countries.

In the United States, researchers
began studying mifepristone in 1983,
when the FDA first approved US test-
ing. In 1989, however, the Bush
administration banned importation
of the product for clinical use.5 The
prohibition continued until early
1993, when President Clinton signed
an executive order to encourage the
investigation and FDA approval of
mifepristone and similar agents.

Given the political and social up-
heaval related to abortion in this
country, mifepristone’s manufacturer
expressed no interest in pursuing US
marketing. In May 1994, the compa-
ny donated US rights for the drug to
the Population Council, a New York-
based nonprofit research institution.
The Population Council conducted
US clinical trials during 1994 and
1995; results were published 3 years
later.”



Figure 1

Mifepristone Timeline: Steps in the Path to Approval
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In March 1996, the Population
Council filed a new drug application
for mifepristone with the FDA. The
agency’s Advisory Committee for
Reproductive Health Drugs recom-
mended approval in July of that year.
In September 1996, the FDA issued an
approvable letter indicating that
mifepristone was safe and effective,
but required the Population Council
to provide additional information
about manufacturing, labeling, and
distribution.

A series of setbacks delayed intro-
duction for another 4 years. In early
1997, a Hungarian pharmaceutical
company backed out of an agreement
to manufacture mifepristone for the
Population Council and Danco Labo-
ratories, a New York-based company
founded in 1995 to market and dis-
tribute the drug in the United States.
The search began for a new manu-
facturer, reportedly leading to the
selection of a Chinese firm in the late
1990s,8 although the firm’s identity
has not been officially disclosed. The
FDA inspected and approved the fa-
cility in July 2000,° clearing the way
for US marketing approval of mifepri-
stone 2 months later.

Pharmacology

Mifepristone is a substituted 19-nor
steroid compound with antiprogesta-
tional effects. The antiprogestational
activity of mifepristone results from
blockade of progesterone receptor
sites. The compound prevents recep-
tor binding of endogenous or
exogenous progesterone, resulting in
abortion. Mifepristone also softens
the cervix and sensitizes the myome-
trium to the contraction-inducing
activity of prostaglandins. In addition
to its antiprogestational effects, the
drug exhibits antiglucocorticoid and
weak antiandrogenic activity.10

Following oral administration of a
single dose of 600 mg, mifepristone
is rapidly absorbed. A peak plasma
concentration of about 2 mg/L occurs
approximately 90 minutes after
ingestion.!!

FDA-Approved Regimen

The FDA-approved dosage for
mifepristone is 600 mg— three 200
mg tablets taken as a single oral dose.
The FDA guidelines stipulate that
patients should return to the clini-
cian’s office 2 days later and take two
200 ng misoprostol tablets (400 ug)

orally, unless abortion has occurred.
This combination results in complete
abortion in 92% to 95% of women up
to 49 days’ gestation.?

In determining effectiveness for
mifepristone product labeling, the
FDA considered data from one US
clinical trial” and two French tri-
als.1213 Effectiveness was defined as
the complete expulsion of products of
conception without the need for sur-
gical intervention.

The US trial involved 2,015 women,
aged 18 to 45 years, with pregnancies
up to 63 days’ duration (three groups:
<49 days, 50 to 56 days, and 57 to 63
days). Women received 600 mg
mifepristone followed by 400 ug
misoprostol 2 days later. Participants
were observed for 4 hours after miso-
prostol administration and returned
2 weeks later for final assessment.’

Among the 827 women using
mifepristone within 49 days of amen-
orrhea, 92% had a complete medical
abortion. Effectiveness decreased with
increasing duration of pregnancy
(Figure 2). Abortion occurred for only
83% of women at 50 to 56 days’ ges-
tation and 77% of those pregnant for
57 to 63 days.”
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Among US women in the <49 days
group, 65 (about 8%) received surgi-
cal interventions. Of these, 13 (2% of
total) were medically indicated inter-
ventions during the study period,
mostly for excessive bleeding. An
additional five interventions (<1%)
occurred at the patient’s request.
Another 39 women (5%) had incom-
plete abortions at the end of the
study protocol. Eight women (1%)
had ongoing pregnancies at the end
of the study protocol (2 weeks after
mifepristone).”

For about half the women in the
US trial, expulsion occurred within
the first 4 hours after taking miso-
prostol (Figure 3). Within 24 hours of
misoprostol administration, 75% had
aborted. In 4% of women, abortion

Figure 2

Failure Rates among US
Women Using Mifepristone

and Misoprostol for Pregnancy
Termination, by Failure Type
and Gestational Age
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Source: Spitz IM, et al, 1998 (see reference 7).

Figure 3

Times of Conceptus Expulsion among US Women Using
Mifepristone and Misoprostol for Pregnancy Termination

Before
Misoprostol

>24 Hours
After Misoprostol

4 to 24 Hours
After Misoprostol

Source: Spitz IM, et al, 1998 (see reference 7).

0 to 2 Hours
After Misoprostol

2 to 4 Hours
After Misoprostol

resulted from the action of mifepris-
tone alone (within 2 days of taking
the drug), unaided by misoprostol.”

The treatment protocol in the
French trials was similar to that in
the US study. Among 1,681 women
up to 49 days’ gestation, complete
medical abortion occurred in about
95%. In 89 women (5%), complete
abortion occurred within 2 days of
taking mifepristone. About half of
the women in the French trials
aborted during the first 4 hours im-
mediately following administration
of misoprostol; 72% experienced ex-
pulsion within 24 hours after taking
misoprostol. In total, about 5% of
women in the French trials received
surgical intervention for excessive
bleeding, incomplete abortions, or
ongoing pregnancies at the end of
the protocol.12.13

Other Regimens

The FDA-approved dosage of 600
mg mifepristone is higher than nec-
essary for medical abortion. Rigorous
randomized controlled trials by the
World Health Organization and
others have demonstrated similar ef-
ficacy with lower doses (200 mg).14-16
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“Because the FDA approval process
for mifepristone was lengthy, the reg-
imen in the initial application was
obsolete by the time the drug was ap-
proved,” says David A. Grimes, MD,
Executive Editor of The Contraception
Report. “We have known for some
time, from randomized controlled
trials, that a single dose of mifepris-
tone [200 mg] is equivalent to 600
mg in efficacy. This is because of the
non-linear pharmacokinetics: beyond
about 100 mg, giving a larger dose
does not consistently increase serum
levels or efficacy. Given the high cost
of mifepristone, clinicians can use
only one pill, instead of the three 200
mg pills provided in each package.”

Extensive literature also supports
home administration of vaginal
misoprostol as an alternative to re-
turning to the clinician’s office for
oral misoprostol.17.18 Vaginal admin-
istration of 800 pug misoprostol
results in better efficacy and fewer
side effects than oral administration
of the same dose.!? In addition, the
time frame for taking vaginal miso-
prostol is more flexible than the FDA
guidelines for oral misoprostol. In a
recent randomized trial of 2,300



women with pregnancies of up to

56 days’ gestation, participants took
200 mg mifepristone followed by
800 ug vaginal misoprostol at home
1, 2, or 3 days later.!” Efficacy ranged
from 96% to 98% and did not differ
significantly among the three groups.

Side Effects

Vaginal bleeding occurs in almost
all patients having a medical abor-
tion. About 80% to 90% of women
reported bleeding more heavily than
during a heavy menstrual period. Ac-
cording to data from both the US and
French trials, women should expect to
experience bleeding or spotting for an
average of 9 to 16 days; up to 8% of
women may experience some type of
bleeding for 30 days or more. In gen-
eral, the duration of bleeding and
spotting increased as the duration of
the pregnancy increased.”.1213

In some cases, excessive bleeding
may require treatment. Typically, this
is prolonged bleeding and not acute
hemorrhage. In the US trials, 5% of
women received uterotonic medica-
tions and 1% received intravenous
fluids. Vasoconstrictor drugs were
used in 4% of all subjects in the
French trials. In about 6% of women,
hemoglobin decreased more than
2 g/dL. Heavy bleeding requiring
curettage occurred in about 1% of
patients. Blood transfusions were ad-
ministered in one US woman and two
French women.”.12.13

Abdominal pain and uterine
cramping are other expected con-
sequences of medical abortion. Nine-
ty-six percent of women in the US
trial reported abdominal pain or
cramping (Figure 4). Other commonly
reported side effects were nausea,
vomiting, and diarrhea. Rates of re-
ported nausea and vomiting were
significantly higher (p<0.001) among
women pregnant for longer than 49
days as compared with those in the
<49 days group.” Headache, dizziness,
and fatigue occurred rarely.”1213 After
the third day of treatment, the num-
ber of reports of adverse reactions
declined progressively in the French

trials. By day 14, reports were rare,
except for bleeding and spotting.1%13

Contraindications

According to product labeling,
medical abortion with mifepristone
and misoprostol is contraindicated in
patients with any one of the follow-
ing conditions:

¢ Confirmed or suspected ectopic
pregnancy or undiagnosed adnexal
mass;

e Intrauterine device in place;
e Chronic adrenal failure;

e Concurrent long-term cortico-
steroid therapy;

e History of allergy to mifepristone,
misoprostol, or other
prostaglandin;

e Hemorrhagic disorders or concur-
rent anticoagulant therapy; or

¢ [nherited porphyrias.

Lack of access to emergency care is
also considered a contraindication.
According to product labeling, the
treatment procedure is contraindicat-

ed if a patient does not have adequate
access to medical facilities equipped
to provide emergency treatment of
incomplete abortion, blood transfu-
sions, and emergency resuscitation
during the period from the first visit
until discharged by the administering
physician.

Special Prescribing Requirements

According to FDA approval guide-
lines, medical abortion with mifepri-
stone and misoprostol requires three
office visits by the patient. In addi-
tion, both the patient and prescriber
are required to sign agreements before
mifepristone can be administered.
During counseling at the first visit
(day 1), a patient must read a mifepri-
stone medication guide prepared by
the FDA and read and sign the patient
agreement form (see FDA-approved
document, page 11). According to the
FDA guidelines, three 200 mg tablets
of mifepristone are then taken in a
single oral dose. (However, one 200
mg tablet is equally effective.1416)

The FDA guidelines stipulate that
the patient return to the office 2 days

Figure 4

Adverse Events among US Women Using Mifepristone and
Misoprostol for Pregnancy Termination, by Gestational Age

Percentage of Women

Abdominal
Pain

Nausea

Source: Spitz IM, et al, 1998 (see reference 7).

I <49 Days (n=859)
[ 50 to 56 Days (n=722)
] 57 to 63 Days (n=540)

Diarrhea

Vomiting
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after ingesting mifepristone (day 3).
The patient then takes two 200 ug
tablets of misoprostol orally, unless
abortion has occurred and has been
confirmed by clinical examination
or ultrasonography. (Home adminis-
tration of 800 pug misoprostol vagi-
nally is an effective alternative.17.18)
During the period immediately fol-
lowing the administration of
misoprostol, the patient may need
medication for cramps or gastroin-
testinal symptoms. The patient
should be given instructions con-
cerning what to do if significant
discomfort, excessive bleeding, or
other adverse reactions occur, as
well as a telephone number to call if
she has questions. In addition, the
name and telephone number of the
clinician who will be handling emer-
gencies must be provided to the
patient.

The patient returns about 2 weeks
after taking mifepristone for her
third visit (approximately day 14). At
this point, the clinician assesses the
degree of bleeding and confirms that
complete abortion has occurred. If
medical abortion has failed, the pa-
tient may opt to have the abortion
completed surgically.

FDA approval requirements man-
date that mifepristone be supplied
only to licensed physicians who sign
and return a prescriber’s agreement
(see FDA-approved document, page
12). The drug will not be available
through pharmacies. Rather, patients
must receive the drug directly from
clinicians.

The FDA has restricted distribu-
tion of the drug to clinicians who
meet the following qualifications:

e Must be able to assess the duration
of pregnancy accurately;

e Must be able to diagnose ectopic
pregnancies;

e Must be able to provide surgical
intervention in cases of incom-
plete abortion or severe bleeding,
or must have made plans to pro-
vide such care through other
qualified physicians. Also, must be

able to ensure patient access to
medical facilities equipped to pro-
vide blood transfusions and
resuscitation, if necessary;

e Must have read and understood
the prescribing information for
mifepristone;

e Must provide each patient with a
medication guide and must fully
explain the procedure to each pa-
tient, provide her with a copy of
the patient agreement, give her an
opportunity to read and discuss
both the guide and the agreement,
and obtain her signature on the
agreement. The clinician must sign
the patient agreement, as well;

e Must notify the sponsor (Danco
Laboratories) in writing in the
event of an ongoing pregnancy
that is not terminated subsequent
to the conclusion of the treatment
procedure;

e Must report any hospitalization,
transfusion, or other serious events
to the sponsor; and,

e Must record the mifepristone pack-
age serial number in each patient’s
record.

At one point, the FDA considered
restricting administration of mifepris-
tone to only those clinicians who are
trained to perform surgical abortions.
This restriction was eliminated in
favor of merely requiring that clini-
cians make arrangements for surgical
abortion should the medical regimen
fail. The decision is expected to allow
greater access to medical abortion.

Patient Counseling

Patient counseling plays a key role
in mifepristone treatment.?® As with
surgical abortion, each patient must
first receive counseling to ensure she
is certain of her decision to have an
abortion. For a woman who chooses
an abortion with mifepristone and
misoprostol, the clinician must pro-
vide and discuss the medication guide
and patient agreement form and en-
sure that each patient understands
the necessity of completing the treat-
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ment schedule, including a follow-up
visit approximately 14 days after tak-
ing mifepristone.

Clinicians providing medical abor-
tion should also counsel patients
about potential side effects and pro-
vide advice for managing these
effects.?! Patients need to be aware
that vaginal bleeding and uterine
cramping probably will occur, but
that prolonged or heavy vaginal
bleeding is not proof of a complete
expulsion. Clinicians should explain
that medical abortion treatment
failures are managed by suction
curettage. They also should carefully
describe the steps to take in an
emergency situation and provide a
telephone number that the patient
can call if she has any problems or
concerns.

Lastly, patients should be coun-
seled that another pregnancy can
occur following medical abortion and
before resumption of normal menses.
Contraception can be initiated as
soon as abortion has been confirmed
or before the woman resumes sexual
intercourse.

Provider Attitudes

Will the availability of mifepris-
tone increase the number of health
professionals who provide abortion
services? Clinician surveys have
reported interest in providing mife-
pristone among medical practitioners
who do not currently provide surgical
abortion.?223

A recent survey by the California-
based Kaiser Family Foundation
polled 772 US health professionals
about their knowledge and attitudes
regarding mifepristone.?2 The survey
included obstetrician/gynecologists,
family practice physicians, nurse
practitioners, and physician assis-
tants. Most respondents reported
being “somewhat familiar” with
mifepristone, although few consid-
ered themselves “very familiar” with
the drug.

More than half (54%) of obstetri-
cian/gynecologists in the survey said
they would be very or somewhat like-



ly to prescribe mifepristone for med-
ical abortion if approved by the FDA.
This total includes 34% of obstetri-
cian/gynecologists who do not
currently perform surgical abortions.
Likewise, approximately half of the
family practice physicians, nurse prac-
titioners, and physician assistants
reported interest in prescribing
mifepristone. Only 5% of family
physicians currently perform surgical
abortions.??

A similar survey reported the atti-
tudes of 668 physician members of
the Society for Adolescent Medicine
toward medical abortion.?? Forty-two
percent of respondents said they
would prescribe medical abortion for
their adolescent patients if approved
by the FDA. Approximately one-third
(34%) were unsure.

Despite substantial clinician inter-
est in mifepristone, legal issues and
medical protocol requirements may
inhibit many from actually offering
medical abortion.2224 Fear of protest-
ers or violence could give many
clinicians pause, particularly in states
where abortion reporting require-
ments make anonymity difficult or
impossible.25 Lack of familiarity with
the drug and its effects could be an-
other barrier, although mifepristone’s
manufacturer is offering half-day
training sessions through the Nation-
al Abortion Federation.

Patient Attitudes

In general, patient attitudes to-
ward medical abortion are positive. A
review of 12 published studies regard-
ing patient attitudes and reactions to
medical abortion reported that 60%
to 70% of women expressed a prefer-
ence for the medical approach over a
surgical procedure.26 Women consis-
tently cited three principal reasons for
their preference: greater privacy and
autonomy, less invasiveness, and
greater “naturalness” than surgery.
Drawbacks women cited include pain,
duration of bleeding, number of vis-
its, and waiting time required before
knowing whether the treatment was
successful.

Figure 5
Abortion Rates per 1,000 Women Aged 15 to 44 Years,

US and France, 1980 to 1996*

United States

20 1 Mifepristone

10 4

Abortions per 1,000 Women

0

Approved

Mce

1980 1982 1984 1986

*French data reported through 1995.

1988

1990 1992 1994 1996

Source: Henshaw SK, et al, 1999 (see reference 29).

Among women who have actually
experienced medical abortion, satis-
faction varies.26-28 The 12-study
review of patient attitudes reported
that women who have had medical
abortions generally expressed higher
satisfaction levels than those who
have had surgical abortions. These
women are also more likely to recom-
mend the method to others or use it
again, if necessary.26

Investigators also reported high
levels of satisfaction among the more
than 2,000 women who participated
in the Population Council’s US
mifepristone trial.2” Of these women,
88% described the method as very or
moderately satisfactory. Approxi-
mately 91% stated that they would
choose the method again, if neces-
sary. Nearly all (96%) said they
would recommend the approach to
friends or family members.

Gestational age may affect satis-
faction with medical abortion,
especially among women who do
not express a strong initial preference
for the method. A randomized con-
trolled trial in Scotland compared
acceptability of medical and surgical

abortion among 363 pregnant
women up to 63 days’ gestation.28
The 195 women who expressed no
strong method preference were ran-
domized to either medical abortion
(600 mg mifepristone followed by

1 mg vaginal gemeprost 48 hours
later) or vacuum aspiration. Method
satisfaction was similar among
women of less than 50 days’ gesta-
tion. However, for women of 50 to
63 days’ gestation who expressed no
initial method preference, those ran-
domized to medical abortion were
significantly less satisfied than those
randomized to surgical abortion.

Potential Effect on Abortion Rates
Will the availability of mifepris-
tone cause an increase in abortion
rates? This has not happened in
France, where mifepristone has been
available for more than a decade.
Since mifepristone was licensed
for use by French women in 1988,
abortion rates in that country have
mirrored the decline seen in US
abortion rates (Figure 5).2° Despite
a steady increase in the proportion
of French women using medical
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abortion —from 15% in 1994 to
26% in 1998 —the number of abor-
tions performed annually has not
increased.30

Cost

The manufacturer’s suggested re-
tail price for a package containing
three 200 mg tablets of mifepristone
is $270. In a 1997 survey, the average
cost of a US nonhospital abortion at
10 weeks’ gestation with local anes-
thesia was $316, although fees
ranged considerably (from $150 to
more than $1,500) according to geo-
graphic location and other factors.*

Availability

Questions remain as to how US
politics might influence the availabil-
ity of medical abortion. Those on
both sides of the abortion debate say
the scope of the FDA ruling could be
narrowed or amended by the next
president.3!

In addition, Congress and state
legislatures could influence mifepris-
tone availability. Within days of the
FDA'’s decision, some congressional
Republicans began drafting proposed
legislation that would restrict distrib-
ution of mifepristone.3? At the state
level, a 1992 Supreme Court decision
(Planned Parenthood v Casey) allows
individual states to impose restric-
tions on abortion, provided they do
not place “undue burden” on a
woman's constitutionally protected

right to choose. In most cases, these
restrictions have taken the form of
parental involvement requirements,
mandatory waiting periods, and pub-
lic funding limitations —most of
which will likely apply to medical as
well as surgical abortion. Groups op-
posed to abortion have stated they
will press state legislators to enact ad-
ditional laws specifically aimed at
curtailing mifepristone distribution
and access when legislatures convene
in early 2001.33 The future of medical
abortion remains uncertain.

References

1. Henshaw SK. Unintended pregnancy in the
United States. Fam Plann Perspect 1998;30:
24-29,46.

2. Trussell J, Vaughan B. Contraceptive fail-
ure, method-related discontinuation, and
resumption of use: results from the 1995
National Survey of Family Growth. Fam
Plann Perspect 1999;31:64-72,93.

3. Koonin LM, Strauss LT, Chrisman CE, et al.
Abortion surveillance-United States, 1996.
MMWR 1999;48:1-42.

4. Facts in brief: induced abortion [fact sheet].
New York, NY: Alan Guttmacher Institute;
February 2000.

5. Creinin MD. Medical abortion regimens:
historical context and overview. Am | Ob-
stet Gynecol 2000;183:53-S9.

6. Bygdeman M, Swahn ML. Progesterone
receptor blockage: effect on uterine con-
tractility and early pregnancy. Contraception
1985;32:45-51.

7. Spitz IM, Bardin CW, Benton L, et al. Early
pregnancy termination with mifepristone
and misoprostol in the United States. N
Engl ] Med 1998;333:1241-1247.

8. Pan PP. Chinese to make RU-486 for US.
The Washington Post October 12, 2000:A01.

10.

11.

12

13.

14.

15.

16.

17.

18.

19.

Center for Drug Evaluation and Research,
Food and Drug Administration. NDA 20-687
MIFEPREX (mifepristone) Population Coun-
cil [drug approval memorandum].
Washington, DC: Department of Health and
Human Services; September 28, 2000.

Baird DT. Mode of action of medical meth-
ods of abortion. JAMWA 2000;55:121-126.

Center for Drug Evaluation and Research,
Food and Drug Administration. Pharmacol-
ogy review of NDA 20-687: mifepristone.
Washington, DC: Department of Health and
Human Services; July 1996.

. Peyron R, Aubeny E, Targosz V, et al. Early

termination of pregnancy with mifepristone
(RU 486) and the orally active prostaglandin
misoprostol. N Engl ] Med 1993;328:1509-
1513.

Aubeny E, Peyron R, Turpin CL, et al. Ter-
mination of early pregnancy (up to 63 days
of amenorrhea) with mifepristone and in-
creasing doses of misoprostol. Int ] Fertil
Menopausal Stud 1995;40(suppl 2):85-91.

World Health Organization. Medical meth-
ods for termination of pregnancy. WHO
technical report series 871. Geneva: World
Health Organization; 1997.

Grimes DA. Medical abortion in early preg-
nancy: a review of the evidence. Obstet
Gynecol 1997;89:790-796.

Newhall EP, Winikoff B. Abortion with
mifepristone and misoprostol: regimens,
efficacy, acceptability and future directions.
Am ] Obstet Gynecol 2000;183:544- S53.

Schaff EA, Fielding SL, Westhoff C, et al.
Vaginal misoprostol administered 1, 2, or 3
days after mifepristone for early medical
abortion: a randomized trial. JAMA 2000;
284:1948-1953.

Schaff EA, Stadalius LS, Eisinger SH, et al.
Vaginal misoprostol administered at home
after mifepristone (RU 486) for abortion.

] Fam Pract 1997;44:353-360.

el-Refaey H, Rajasekar D, Abdalla M, et al.
Induction of abortion with mifepristone
(RU 486) and oral or vaginal misoprostol.
N Engl ] Med 1995;332:983-987.

Continued on back cover

CME continued from page 2
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Evaluation: A course evaluation form will provide participants
with the opportunity to review the content of the monograph,
to identify future educational needs, and to comment on any

perceived commercial or promotional bias in the presentation.

Evaluation Instrument: The 10-question, multiple-choice CME

quiz is used as the evaluation instrument.

Intended or Target Audience: This monograph is intended for
obstetricians and gynecologists, family physicians, pediatricians,
adolescent medicine specialists, nurse practitioners, nurse mid-
wives, and others involved in reproductive health care.

CME Information: This activity has been planned and imple-
mented in accordance with the Essential Areas and Policies of
the Accreditation Council for Continuing Medical Education
(ACCME) through the joint sponsorship of the Dannemiller
Memorial Educational Foundation and Emron. The Dannemiller
Memorial Educational Foundation is accredited by the ACCME
to provide continuing medical education for physicians.

The Dannemiller Memorial Educational Foundation designates
this educational activity for up to 1 hour in Category 1 credit to-

ward the AMA Physician’s Recognition Award. Each physician

10 The Contraception Report  Volume 11, No. 4, December 2000

should claim only those hours of credit that he/she actually
spent in the educational activity.

Provider approved by the California Board of Registered Nursing,
Provider Number 4229 for 1 contact hour.



[Note to readers: This is the mifepristone patient agreement form required by the FDA. It is reprinted here for your reference.]

PATIENT AGREEMENT

Mifeprex™ (mifepristone) Tablets

1. I'have read the attached Medication Guide for using Mifeprex and misoprostol to end my pregnancy.

2. ldiscussed the information with my health care provider (provider).

3. My provider answered all my questions and told me about risks and benefits of using Mifeprex and misoprostol to
end my pregnancy.

4. | believe | am no more than 49 days (7 weeks) pregnant.

5. lunderstand that | will take Mifeprex in my provider’s office.

6. lunderstand that | will take misoprostol in my provider’s office 2 days after | take Mifeprex (Day 3).

7. My provider gave me advice on what to do if | develop heavy bleeding or need emergency care due to the

treatment.

8. Bleeding and cramping do not mean that my pregnancy has ended. Therefore, | must return to my provider’s office
in about 2 weeks (about Day 14) after | take Mifeprex to be sure that my pregnancy has ended and that | am well.

9. lknow that, in some cases, the treatment will not work. This happens in about 5 to 8 women out of 100 who use
this treatment.

10. l'understand that if my pregnancy continues after any part of the treatment, there is a chance that there may be
birth defects. If my pregnancy continues after treatment with Mifeprex and misoprostol, | will talk with my provider
about my choices, which may include a surgical procedure to end my pregnancy.

11. lunderstand that if the medicines | take do not end my pregnancy and | decide to have a surgical procedure to end
my pregnancy, or if | need a surgical procedure to stop bleeding, my provider will do the procedure or refer me to
another provider who will. I have the provider’s name, address, and phone number.

12. | have my provider’s name, address, and phone number and know that | can call if | have any questions or concerns.

13. I have decided to take Mifeprex and misoprostol to end my pregnancy and will follow my provider’s advice about
when to take each drug and what to do in an emergency.
14. 1 will do the following:

® Return to my provider’s office in 2 days (Day 3) to check if my pregnancy has ended. My provider will give me
misoprostol if | am still pregnant.

e Return to my provider’s office about 14 days after beginning treatment to be sure that my pregnancy has ended
and that | am well.

Patient Signature: Patient Name (print):

Date:

The patient signed the PATIENT AGREEMENT in my presence after | counseled her and answered all her questions. | have
given her the Medication Guide for mifepristone.

Provider Signature: Provider Name (print):

Date:

After the patient and the provider sign this PATIENT AGREEMENT, give 1 copy to the patient before she leaves the office
and put 1 copy in her medical record. Give a copy of the Medication Guide to the patient.
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[Note to readers: This is the mifepristone prescriber’s agreement form required by the FDA. It is reprinted here for your reference.]

MIFEPREX ™
(Mifepristone) Tablets, 200 mg

PRESCRIBER’S AGREEMENT

We are pleased that you wish to become a provider of Mifeprex (mifepristone) Tablets, 200 mg, which is indi-
cated for the medical termination of intrauterine pregnancy through 49 days from the first day of the patient’s last
menstrual period (see full Prescribing Information). Prescribing Information, Mifeprex Medication Guides, and
PATIENT AGREEMENT forms will be provided together with your order of Mifeprex.

Prior to establishing your account and receiving your first order, you must sign and return this letter to the dis-
tributor, indicating that you have met the qualifications outlined below and will observe the guidelines outlined
below. If you oversee more than one office facility, you will need to list each facility on your order form prior to
shipping the first order.

By signing the ORDER FORM, you acknowledge receipt of the PRESCRIBER’S AGREEMENT and agree that you
meet these qualifications and that you will follow these guidelines for use. You also understand that if you do not
follow these guidelines, the distributor may discontinue distribution of the drug to you.

Under federal law, Mifeprex must be provided by or under the supervision of a physician who meets the follow-
ing qualifications:

*  Ability to assess the duration of pregnancy accurately.
e Ability to diagnose ectopic pregnancies.

e Ability to provide surgical intervention in cases of incomplete abortion or severe bleeding, or have made plans to
provide such care through others, and are able to assure patient access to medical facilities equipped to provide
blood transfusions and resuscitation, if necessary.

e Has read and understood the prescribing information of Mifeprex. The prescribing information is attached to this
letter and is also available by calling our toll-free number, 1-877-4 Early Option (1-877-432-7596), or logging on to
our Web site, www.earlyoptionpill.com.

In addition to these qualifications, you must provide Mifeprex in a manner consistent with the following
guidelines:

e Under federal law, each patient must be provided with a Medication Guide. You must fully explain the procedure to
each patient, provide her with a copy of the Medication Guide and PATIENT AGREEMENT, give her an opportunity
to read and discuss them, obtain her signature on the PATIENT AGREEMENT, and sign it yourself.

e The patient’s follow-up visit at approximately 14 days is very important to confirm that a complete termination of
pregnancy has occurred and that there have been no complications. You must notify Danco Laboratories in writing,
as discussed in the Package Insert under the heading DOSAGE AND ADMINISTRATION, in the event of an ongoing
pregnancy which is not terminated subsequent to the conclusion of the treatment procedure.

e While serious adverse events associated with the use of Mifeprex are rare, you must report any hospitalization, trans-
fusion or other serious event to Danco Laboratories, identifying the patient solely by package serial number to
ensure patient confidentiality.

e Each package of Mifeprex has a serial number. As part of maintaining complete records for each patient, you must
record this identification number in each patient’s record.

Danco Laboratories, LLC

P.O. Box 4816

New York, NY 10185

1-877-4 Early Option (1-877-432-7596)
www.earlyoptionpill.com
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Mifepristone: Emergency Contraception and Other Uses

SUMMARY

Emergency contraception is one of
mifepristone’s most promising appli-
cations beyond its FDA-approved use
as an abortifacient. The drug is highly
effective as an emergency contracep-
tive when taken within 120 hours
after unprotected intercourse. Inci-
dence of side effects is significantly
lower than with the estrogen-
progestin (Yuzpe) regimen. However,
high-dose mifepristone users are more
likely to experience delayed onset of
menses. Other potential clinical uses
of mifepristone include cervical ripen-
ing/labor induction, treatment of
endometriosis and leiomyomata, and
therapy for progesterone-dependent
tumors and glucocorticoid-related
disorders.

Introduction

Although recently approved for
early abortion, mifepristone has many
other potential applications. Mifepris-
tone’s mechanism of action involves
blocking the intracellular receptors
of progesterone and glucocortico-
steroids. As an antiprogestogen,
mifepristone has clinical uses in
emergency contraception, cervical
ripening and labor induction, and
treatment of endometriosis and
leiomyomata. It also has potential ap-
plications in the treatment of breast
cancer and unresectable meningioma.
Mifepristone’s antiglucocorticoid ef-
fect has applications in the treatment
of Cushing’s syndrome. It also may
have potential in treating certain
forms of depression and glaucoma
and in wound healing.

Emergency Contraception

Taken within 120 hours of unpro-
tected intercourse, mifepristone is a
highly effective emergency postcoital
contraceptive.!-* A randomized con-

trolled trial of 800 Scottish women
aged 16 to 45 years compared
mifepristone with the Yuzpe method
of emergency contraception. All par-
ticipants had had unprotected
intercourse within the preceding 72
hours. Half of the women were treat-
ed with 100 pg ethinyl estradiol and
1 mg of norgestrel, each given twice
12 hours apart; the other half re-
ceived 600 mg of mifepristone.!
Both methods were effective in
preventing pregnancy. None of the
women who received mifepristone
became pregnant, compared with
four pregnancies among the estro-
gen-progestin group. Although the
difference in failure rates was not sta-
tistically significant, the number of
pregnancies in each group was signi-
ficantly lower than expected without
treatment (p<0.001), based on calcu-
lations of the point in the cycle
during which intercourse had taken
place.! A similar comparative trial
of 616 women in England reported
no pregnancies among women

using mifepristone for emergency
contraception.?

In both studies, women who re-
ceived mifepristone reported fewer
side effects than those treated with
the Yuzpe regimen. In the Scottish
trial, nausea on the day of treatment
was reported by one-third fewer
women in the mifepristone group
than by those receiving the Yuzpe
regimen (Figure 1). The incidence of
vomiting on the day of treatment was
more than five times higher among
women receiving the Yuzpe regimen
versus those using mifepristone (3%
vs 17%). Rates of headache and breast
tenderness also were significantly
lower (p<0.001) among women in
the mifepristone group compared
with those treated with the Yuzpe
regimen.!

Women using mifepristone for
emergency contraception are more
likely to experience delayed onset of
the next menstrual period than those
using the Yuzpe regimen.!2 In the
Scottish study, three times more

Figure 1

Incidence of Side Effects among Women Using Mifepristone
or the Yuzpe Regimen* for Postcoital Contraception

1 B Mifepristone

Percentage of Women
EN
o

[ Yuzpe Regimen

i

O p
Nausea on Nausea
Day of After Day of
Treatment Treatment

*Ethinyl estradiol + norgestrel.

Vomiting Headache Breast
on Day of atAnyTime  Tenderness
Treatment at Any Time

Source: Glasier A, et al, 1992 (see reference 1).
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mifepristone users (42% vs 13%)
experienced late onset of menses

(>3 days after the expected date) —

a potential source of increased anxi-
ety among women already concerned
about unintended pregnancy.! A
pregnancy test could help reassure
women with delayed menses that
they are not pregnant.

Lower doses of mifepristone work
equally well. A recent multicenter
randomized trial compared mifepris-
tone’s effectiveness as an emergency
contraceptive in single doses of 600
mg, 50 mg, and 10 mg within 120
hours of unprotected intercourse.3
More than 1,700 women from 11
family planning clinics in six coun-
tries were randomly assigned to one
of the three treatment groups.

Mifepristone was equally effective
at preventing pregnancy in all three
doses. The proportion of pregnancies
did not differ significantly among
the 600 mg, 50 mg, and 10 mg treat-
ment groups (1.3%, 1.1%, and 1.2%,
respectively). Overall, mifepristone
prevented about 85% of the preg-
nancies that would have occurred
without treatment, regardless of dose.

Women using lower doses of the drug

were less likely to experience a delay

in the onset of menses. Moreover, the

results suggest mifepristone is an ef-

fective postcoital contraceptive for up
to 5 days following unprotected inter-

course— 2 days longer than previous
evidence indicated.3

Lower effective dosing of mifepris-
tone as a postcoital contraceptive has
two key implications. First, compared
with a 600 mg dose, lower doses
could make emergency contraception
with mifepristone less expensive. Sec-
ond, women who used lower doses of

the drug were less likely to experience

a delay in the onset of menses,? help-
ing to alleviate a potential source of
concern among users.

Other Potential Uses

Researchers are examining other
potential clinical uses for mifepris-
tone. Following are brief descriptions
of some of the more promising
applications:

o Cervical ripening and labor induction:

Mifepristone has been used to help
facilitate difficult deliveries by
ripening the pregnant cervix and
inducing labor.#¢ In a recent ran-
domized controlled study in
France, 83 women with postterm
pregnancies and Bishop scores of
less than 6 received either mifepris-
tone 400 mg or placebo.* Within
48 hours of treatment, 81% of
mifepristone patients had gone
into labor or achieved a Bishop
score of 6 or greater versus 50% of
placebo patients (p=0.004). A simi-
lar study in Sweden reported an
overall success rate of 83% with
mifepristone and 42% with placebo
(p=0.008).5 A recent US trial com-
paring mifepristone 200 mg with
placebo in 180 postterm women
reported only a modest effect on
cervical ripening, however. About
88% of mifepristone-treated
women delivered vaginally within
48 hours after the start of treat-
ment versus 71% among those who
received placebo.6

e Endometriosis: Preliminary research

indicates mifepristone may be use-
ful in treating endometriosis.”8 In
a small noncontrolled study, nine
women with endometriosis re-
ceived 50 mg/day mifepristone for
6 months. All patients reported im-
provements in pelvic pain and
uterine cramping, and five women
had evidence of regression of
lesions.” In a follow-up study in-
volving seven women, a reduced
dose of 5 mg/day for 6 months
was associated with symptomatic
improvement, but no change in
endometriosis.8 Larger, controlled
trials are under way.

Leiomyomata: Uterine lelomyomata
are steroid hormone-dependent
tumors with both estrogen and
progesterone receptors. Preliminary
data indicate that treatment with
25 mg or 50 mg per day of mifepri-
stone may reduce tumor size.”10 In
one small noncontrolled study, 10
patients were treated with 50 mg
mifepristone daily for 3 months.?
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Compared with pretreatment mea-
sures, leiomyomata volume
decreased 22% after 4 weeks, 40%
after 8 weeks, and 49% after 12
weeks. A small follow-up study
compared mifepristone doses of

5 mg, 25 mg, and 50 mg daily for
3 months in women with uterine
leiomyomata.!® The 50 mg and

25 mg doses were associated with
similar reductions (approximately
50%) in leiomyomata volume after
12 weeks. The S mg dose appeared
to be only half as effective (25%
reduction). Further studies are nec-
essary to determine if this effect is
transient or lasts some time after
completion of therapy.

Cancer and unresectable tumors: Re-
searchers are studying mifepristone
use in breast cancer and menin-
gioma. Treatment of metastatic
breast cancer with 200 or 400
mg/day of mifepristone has pro-
duced a partial response. Treating
unresectable meningioma with 200
or 400 mg/day of mifepristone re-
sulted in objective improvement in
about 25% of subjects.!!

Other medical conditions: Mifepris-
tone’s potent antiglucocorticoid
activity may be of value in treating
such disorders as Cushing’s syn-
drome and certain types of
depression.!213 The drug also may
be useful in glaucoma and wound
healing.'* One of the primary chal-
lenges surrounding the use of
mifepristone in these disorders is
the drug’s long half-life and the
necessity to titrate doses carefully
so as to avoid symptoms of gluco-
corticoid deficiency.
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CME Quiz Vol. 11, No. 4

Please mark your answers on the CME Quiz Answer Form.

1. The FDA-approved dosage of mifepristone used in 6. Which one of the following is NOT a contraindication
medical abortion is for medical abortion with mifepristone
a. 200 mg a. confirmed or suspected ectopic pregnancy
b. 400 mg b. cardiovascular disease
c. 600 mg c¢. chronic adrenal failure
d. 800 mg d. hemorrhagic disorders
2. When used for early abortion according to FDA 7. According to FDA requirements, clinicians prescribing
guidelines, mifepristone is followed 2 days later by mifepristone for medical abortion must meet each of
a. oral misoprostol the following qualifications, EXCEPT
b. intravaginal misoprostol a. sign and return a prescriber’s agreement form
c. oral gemeprost b. be able to assess duration of pregnancy accurately
d. intravaginal gemeprost c. be able to diagnose ectopic pregnancies
d. be able to perform surgical abortion if medical
3. In the US, mifepristone is approved for termination abortion fails
of pregnancy of up to
a. 42 days’ gestation 8. According to FDA requirements, patients using

mifepristone for medical abortion must do each of
the following, EXCEPT

a. observe a mandatory waiting period

b. 49 days’ gestation
c. 56 days’ gestation

d. 63 days’ gestation . read a mifepristone medication guide

4. The FDA-approved mifepristone-prostaglandin regimen read and sign a patient agreement form

for early abortion is how effective
a. 98% to 100%
b. 95% to 98%

an o

. return in 2 weeks for a posttreatment examination

9. In a multicenter World Health Organization trial of
mifepristone for emergency contraception, what

¢. 92% to 95% proportion of pregnancies were prevented
d. 90% to 92% a. 80%
b. 85%
5. The FDA-approved mifepristone-prostaglandin regimen
. N . c. 90%
requires how many office visits by the patient
d. 95%
a. one
b. two 10. When compared with the Yuzpe regimen for
c. three emergency contraception, mifepristone is more
d. four likely to cause
a. nausea
b. headache

c. breast tenderness
d. delayed onset of menses
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