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Q: The average review time for priority drugs is now six m.onth's.
The sponsor sent FDA its applicatiop in March, 1996. Why did this
review take so much longer?

A: FDA sent the sponsor an “approvable” letter in September 1996, six
months after receiving the applicarion. The lener identified owstanding
issues that needed to be resolved before FDA could approve mifepristone.
The sponsor responded to those issues in September 1999. FDA issued
anothér “‘approvable” letter in February, 2000, asking additional questions.
The sponsor has now answered those questions.

Q: Some members of Congress have expressed their appaosition to
mifepristone. Could Congress overrurn FDA’s decision?

A: It would be unprecedented for Congress to overrule an FDA decision
1o approve a medical product,

Q: FDA is a regulatory agency in the executive branch of the Federal
government. Could a new administration overrule FDA’s approval of
mifepristone?

A:  As an executive branch agency in the Departmeny of Health and
Human Services, FDA has bases its judgments concerning medical and
public health marters on sound science. FDA based its approval of
mifepristone on data from clinical trials in the U.S. and in France. It would
be unprecedented for a new adminiswarion to oveérrule an FDA decision to
approve a medical product.
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Q: Who manufactures and distributes mifepristone?

A: Danco Laboratories, LLC, based in New York City, distributes
mifepristone. Neither the Popularion Council, the sponsor of this product,
nor Danco Laboratories has disclosed the identty of the manufacturer. -

Q: Why won’t FDA disclose the idenrtity and location of the
manufacturing site?

A:  Because many rhrears and acrs of vialence have been directed at
persons associated with reproductive rights issues similar to those raised by
mifepristone, FDA will not disclose the identity of the manufacturer or the
manufacturing site.
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FDA APPROVES MIFEPRISTONE
FOR THE TERMINATION OF EARLY PREGNANCY

The Food and Drug Administration today approved mifepristone (trade name Mifeprex)' for the termination of
early pregnancy, defined as 49 days or less, counting from the beginning of the last menstrual period.

Under the approved treatment regimen, a woman first takes 600 milligrams of mifepristone (three 200 milligram
pills) by mouth. Two days later, she takes 400 micrograms (two 200-microgram pills) of misoprostol, a
prostaglandin. Women will return for a follow-up visit approximately 14 days after taking mifepristone to
determine whether the pregnancy has been terminated.

Because of the importance of adhering to this treatment regimen, ¢ach woman receiving mifepristone will be
given a Medication Guide that clearly explains how to take the drug, who should avoid taking it, and what side
cffects can occur.

"The approval of mifepristone is the result of the FDA's careful evaluation of the scientific evidence related to
the safe and effective use of this drug,” said Jane E. Henney, M.D., Commissioner of Food and Drugs. "The
FDA's review and approval of this drug has adhered strictly to our legal mandate and mission as a science-based
public health regulatory ageney." '

FDA based its approval of mifepristone on data from clinical trials in the United States and France.

The labeling for mifepristone emphasizes that most women using the product will experience some side effects,
primarily cramping and bleeding. Bleeding and spotting typically last for between 9 and 16 days. In about one of
100 women, bleeding can be so heavy that a surgical procedure will be required to stop the bleeding.

The drug's labeling also warns that it should not be used in women with the following conditions:

«» Confirmed or suspected ectopic ("tubal") pregnancies

« Intrauterine device (IUD) in place

« Chronic failure of the adrenal glands

» Current long-term therapy with corticosteroids .

« History of allergy to mifepristone, misoprostol or other prostaglandins
« Bleeding disorders or current anticoagulant (blood-thinning) therapy.

Under the terms of the approval, mifepristone will be distributed to physicians who can accurately determine the
duration of a patient's pregnancy and detect an ectopic (or tubal) pregnancy. Physicians who prescribe
mifepristone must also be able to provide surgical intervention in cases of incomplete abortion or severe
bleeding--or they must have made plans in advance to provide such care through others.

To gather additional data about the use of mifepristone, the Population Council (sponsor of the product) has
made a commitment to conduct postmarketing studies. These include a study comparing patient outcornes among
physicians who refer their patients needing surgical intervention, compared to those who perform surgical
procedures themselves; an audit of prescribers that will examine whether patients and their physicians are
signing the patient agreement and placing it in the patient's medical record, as required; and a system for
surveillance, reporting and tracking rare ongoing pregnancies after treatment with mifepristone in the U.S.

Mifepristone, which was developed by a French pharmaceutical firm, was first approved for use in France in
1988. Since then, more than 620,000 European women have taken mifepristone in combination with a
prostaglandin to terminate pregnancy. The drug has also been approved in the United Kingdom, Sweden, and

1 of 2 ' 09/28/2000 12:20 PM .
¢00R d4VILS 40 AdIHD } €8LE8TOY 202 XVd 90:6T I¥d 00/62/60



FDA Approves Mifepristone for the Termination of Early Pregnancy http://www.fda.gov/bbs/topics/news/NEW00737 html

other countries.
Mifepristone will be distributed in the U.S. by Danco Laboratories, LLC, New York, N.X.

More detailed information about this product is available on FDA's website at
www.Tda. gov/cder/drug/infopage/milepristone/.
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~ Mifepristone Questions and Answers

g' e 1. What is MIFEPREX (mifepristone) and how does it work?

Mifepristone is a drug that blocks a hormone called progesterone that is needed for
pregnancy to continue. Mifepnistone, when used together with another medicine called
misoprostol, is used to end an early pregnancy (49 days or less since your last menstrua
penod began).

2. Is mifepristone approved in any other countries?

Yes, mifepristone has also been approved in the United Kingdom, Sweden and other
countries.

3. Who should not take mifepristone?

Some women should not take mifepristone. Do not take mifepristone if it has been
more than 49 days since your last menstrual period or if you have:

a tubal pregnancy :

an mtrauterine device (IUD) in place (It must be removed before you take
mifepristonc)

problems with your adrenal glands (the glands near your kidneys)

been treated with certain steroid medications for a Jong period of time
bleeding problems or are taking anticoagulant (blood thinning) drug products
had an allergic reaction to mifepristone, misoprostol or similar drugs

It is important that yon understand the need for 2 follow-up visits with your health care
provider and that you have access to a medical care facility in case of an emergency.

Mifepnistone has not been studied in women who are heavy smokers. Please tell your
" doctor if you smoke more than 10 cigarettes a day.

4. Is mifepristone distribution restricted?
Yes, mifepristone is supplied directly to doctors who meet certain qualifications. Itis
not and will not be available in pharmacies, and it is not legally available over the

Internet.

5. Why are there restrictions for this drug?
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Studies of mifepristone were conducted by doctors who had certain qualifications. Bott
the drug sponsor and the 1996 Reproductive Drug Products Advisory Committee also
recommended that FDA restrict distribution of mifepristone to qualified doctors. FDA
has concluded that these restrictions are necessary for the safe use of the drug.

6. What qualifications must doctors have to obtain mifepristoue?

Doctors must have the ability to date pregnancies accurately and to diaguose tubal
pregnancies. Doctors must also be qualified to provide any necessary surgery, or have
made arrangements for any necessary surgery. Doctors must ensure that women have
access to medical facilities for emergency care, and must agree to other responsibilities
such as dispensing the Medication Guide and reporting any adverse events to the
Sponsor.

7. What authority does FDA have to restrict distribution of a drug?

The law authorizes FDA to approve new drugs only if they have been demonstrated to
be safe and effective for use under the conditions of use recommended in the label,
FDA has broad authority to require restrictions on distribution to ensure safe and
effective use. FDA’s full legal authority to restrict distribution of a drug is described in
more detail in the preamble to agency drug regulations. Federal Register Notice.

8. Can health care providers.other than doctors dispense mifepristone?

Some states allow physicians to supervise other health care practitioners, such as
certified registered nurse practitioners and nurse midwives, and these states may allow
supervised health care prov1der to dispense mifepristone. Health care providers should
check their state law provisions.

9. Is there an age restriction for termination of pregnancy?

State law determines whether there are any restriction on minors obtaining surgical or
medical abortions. FDA has not set any separate age restriction on the provision of
Mifepristone states may sct age restrictions on termination of pregnancy if they believe
such restrictions are appropriate..

10. Are there studies with mifepristone in women under the age of 187

Studies to evaluate mifepristone included women ages 18-45.

11. What are the possible side effects of using mifepristone?

Mifepristone treatment will cause vaginal bleeding. In some cases vaginal bleeding can
be very heavy. In a few cases, this bleeding will need to be stopped by a surgical

procedure.

Other possible side effects of the treatment include diarthea, nausea, vomiting,
headache, dizziness, back pain, and tiredness.

The possible side effects are described in the Medication Guide. Please read the
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Medication Guide.
12. What is a Medication Guide?

A Medication Guide is a lcaflet that contains certain FDA-approved information,
written especially for patients.

13. Why did FDA develop a Medication Guide for mifcpristone?

FDA determined that a Medication Guide was necessary for women to be able to use
mifepristone effectively and safely. It is important for women to be fully informed
about how mifepristone works and about its risks, as well as the need for follow-up
visits with their health care provider, especially on the 14th day after pufepnstone 1s
administered. The Medication Guide will help ensure that women follow the directions
for use and that they return to their health care provider for follow-up visits.

Before you receive mifepristone, your doctor will provide you with the Medication
Guide and ask you to sign a statement (Patient Agreement) that you have decided to en:
your pregnancy.

14, Can I become pregnant again if I take mifepristone?

You can become pregnant again right after your pregnancy ends. If you do not want to
get become pregnant again, start using a birth control method of your choice as soon as
your pregnancy ends. '

15. Does FDA endorse the use of this drug?

FDA does not endorse or promote any drug product. The agency evaluates all drug
applications submitted by sponsors to determine whether a drug is safe and effective fo
its proposed indication under the conditions of use in the labeling. This means that the
benefits of the drug outweigh its risks. The same standards were applied to the new
drug application for mifepristone as are applied to all applications.

16. How much will mifepristone cost?

Manufacturers establish prices for prescription drugs. FDA has no input into or
jurisdiction over drug pricing. FDA does not know what mifepristone will cost when it
becomes available.

17. Will insurance companies pay for mifepristone?

The FDA has no input into or legal control over whether an insurance company does ot
does not cover the cost of a drug. Insurance coverage is a decision made by your
insurance provider. Please call your insurance company if you have questions, about
whether your particular insurance provider will cover the cost of mifepristone.

? Back to Top Wl Back to Mifepristone Info
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¥DA APPROVES NIFEFRISTOMNE
FOR THE TERMINATION OF EARLY PREGMANCY

The Food and Drug Administration today approved
mifepristone (trade name Mifeprex) for the termination of
early pregnancy,.defined as 43 days or less, counting from
the beginning of the last menstrual period.

Under ﬁhe approved treatment regimen, a woman first
takes 600 milligrama of nifepristone (three 200 milligram
pills) by mouth. Two days later, she takes 400 micrograms
(two.ZOO—miczogrém pills) of misoprostol, a prostaglaﬁdin.
Women will returm for a follow-up visit approximately 14
days aft;: taking mifepristone to determine whether the
pregnancy has been terminated. \

Because of the importance of adhering to this
treatment regimeﬁ, each woman receiving mifepristone will
be giVen.a Medication Guide that clearly explains hc; to
take the drug, who should aveoid taking it, and uhaé side

-More-
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effacts can occur.
fThe approval of mifepristone is the result of the
FDA’ 1 carefﬁl evéluation of the scientific evidence related
to the safe and effective use of this drug,” said Jane E.
Henney, M.D., Commigsicner of Food and Drugs. “The FDA’s
review and approval of this drug has adhered strictly to
our legal mandate and missipn as a science-based public
health regulatdzy agency.” |
“FDA based its approval of mifepristone on data from
clinical trials in the United States and France.
' The labeling for mifepristene emphasizes that most
women usiﬁg the product will experience scme side effects,'

primarily cramping and bieeding. Bleeding and spotting

typically lagt for between 9 and 16 days. In about one of

190 women, bleediﬂg can be so heavy that a sufgical
procedure will be required to stop the bleeding.

| The drug’s 1abelin§ also Qarns that if should not be
used in womeﬁ with.the following conditions:
e Confirmed or suspected ectopic (“tubal”®) pregﬁancies
; Intrauteriha device (IUD) in place

e Chronic failurelof the adrenal glands

-More=-
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. lCur:ent long-term therapy with corticosteroids
e History of allergy to mifeéristone, misoprostel or other
prostaglandins |
s Bleeding disorders or current anticoagulant (blood-
thinning) therapy.

Under the terms of the approval, mifepristone will be

distributed to physicians who can'accurately determine the

duration of a patient’s pregnancy and detect an ectepie (or
tubal) pregnancy{ éhysicians whe presacribe mifepzistone '
must also be able to provide surgical intervention in cases
of incomplefe abortion or severe bleeding -- or they must
have made plans in addance te prﬁvide such care through
others.

To gather additional data about the use of

‘mifepristone, the Eopulation Council (sponsor of the

product) has made a commitment to conduct postmarketing
studies. These jnclude a study comparing patient outcﬁmes'
among physicians who refer their patients needing surgical
intervention, compéred to those who perform suxgical

procedures themselves; an audit of prescribexs that will

‘examine whether patients and their physicians are signing

the patient agreement and placing it in the patient’s

@l ov4
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medical record, as requiged: and a system for surveillance,
reporting and tracking rarze ongoing pregnancies after

treatment wifh mifepﬁistone in the U.Ss.

Mifepristéne, which\ﬁas developed by a French
pharmaceutical firm, was'first approved for use in France
in 1988. Since then, more than 620,000 European women have
taken mifepristone in combination with a prostaglandin té
terminate pregnancy. The diug ha§ also been approved in
the United Kingdom, Sweden, and other countries.

Mifepristone will be distributed in the U.S. by Dance
Laboratories, LﬁC. New York, N.Y.

More detailed infermation about this product is

available on FDA’s website at

httg://www-fda.gov/cder/drug/infopage/mifepristone/

s
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Questions and Answers on Mifepristone: INTERNAL USE ONLY

General
Q: What action did FDA take today?

A: Today, FDA approved mifepristone (rade name Mifeprex) for the
termination of early pregnancy. The drug is approved to end pregnancies of
49 days or less, counting from the beginning of the last menswyal period.

Q:  What treatment regimen did FDA approve?

A:  The drug (mifepristone) is administered to a Wwoman by mouth. Two
days later, the woman returns to her doctor for oral administration of
misoprostol, a prostaglandin thar helps cause uterine contractions. Patients
will return for a follow-up visit approximately 14 days after 1aking
mifepristone to determine whether the pregmncy has been terminated.

Q: What is the basis for FDA's approval of this regimen?

A:  FDA based its approval of mifepristone on data from clinical wrials in
the United States and in France.

Q: How effective was the regimen in clinical mrials?

A: Inthe U.S. trials, medical termination of pregnancy was complete in
92% of the 827 women in the efficacy study — approximarely six percent
with mifeprisione alone, and the remainder with mifepristone followed by
‘misoprosto). In eight percent of patients, surgical intervention was required.
Fewer than 1% of patients had ongoing pregnancies.

In the French trials, more than 95% of the 1,681 women experienced
complete termination of pregnancy, 5.3% without misaprostol and the rest
after taking both drugs. Surgical intervention was reqmred in 4.5% of
women

- Q: Is this the first drug approved in the U.S. for the terminarion of
pregnancy?
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A: No. T;av,o other drugs are approved for the termination of pregnancy.
Restrictions

Q:  What restrictions did FDA place on the use and distribution of
this drug?

A:  The drug may only be dismribured to physicians who can accurately
-determine the duration of a woman’s pregnancy and detect an ectopic (or
rubal) pregnancy. Physicians who prescribe mifepristone must also be able
to provide surgical interverrion in cases of incomplete abortion or severe
bleeding — or they must have made plans in advance to provide such care
through others.

FDA approved mifepristone under its “Subpart H” regularions, which
specifically allow FDA 10 establish appropriate conrols on the distribution
of a drug. ,

Q: What about distribution?

A: Mifeprisione will be distributed directly to qualified physicians. It
will not be available through pharmacies or on the Interner.

Q:  What decisions has FDA made about labeling this product?

A: FDA is requiring a *black box” wamning in the mifepristone labeling:
for physicians. The “black box” warns that surgical intervention may be
necessary and addresses the care patients should receive should such
intervention be necessary. In addirion, because of the importance of
adhering 1o this treaoment regimen, each woman receiving mifepristone will
be given a Medication Guide thst clearly explains how w ke the drug, who
should avoid taking it, and whar side effects can occur. This Guide is also
referenced in the “black box.” _

Q: Why did FDA impose these restrictions?
. Az FDA always seeks 1o ensure that the pioducts it approves are used |

appropniarely, so that risks are minimized and benefits are maximized. FDA
believes that, for this drug, these resuictions are needed to ensure safe use.
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In additon, the agency believes that women should have as much accurate
information as possible ro make an informed decision abour this regimen.

Q: According to FDA regulations, Subpart “H” applies o drugs for
serious and life-threatening illnesses. Isn’t it overkill to invoke this
provision for the mifepristone regimen?

A:  The sponsor proposed a resmcted distribution system for its product,
and the FDA advisory committee that discussed this application in July 1996
also recommended such a system. FDA has concluded that the termination
of unwanted pregnancy is a serious condition, and thar these restrictions are
necessary for the safe use of this drug. -

Moreover, mifepristone’s distriburian is typically restricted in other
counrries where it has been approved. FDA has concluded that establishing

cerain controls on the distribution of this drug are needed to help ensure that

it is used 'appropriately_

Q: Has distriburion of any other drugs been rstncud’ What are

.some examples?

A: The disribution of several other drugs has been restricted to assure
that they are used safely. For example:

e Clozapine (Clozaril), a drug used to manage severe schizophrenia, is
available only through a regisury system that ensures monitoring of
certain blood test resuhs prior o the delivery of the drug.

e Transmucosal fentanyl (Oralet), a potent a.nnlgesm delivered on a
lollipop as premedicarion in pediatric pauanrs befare surgery or before
painful procedures, is restricted to certain registered hospiuls, and is
not ava:lable retail pharmacy outlets.

» The manufacrurer of trovafloxacin/alatrofloxacin mesylate
(Trovan/Trovan-IV) agreed o limit distribution only to hospitals and
long-term nursing care facilities.

e Thalidomide (Thalomid) is markered only under a special reswicted

disuribution program. Under that program. only registered prescribers
- and pharmacists are allowed 10 prescribe and dispense the product

3
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Patiens must also be registered and participate in mandarory
pregnancy lesting prior (o receiving the drug.

Q:  Why is FDA requiring a physicisn to be able to provide surgical
intervention or to provide a plan for obtaining thase services for each -
woman using mifepristone?

A: Clinical trials and expcric'pce in countries where mifepristone is

- approved have shown that this regimen fails in five to eight of 100 women.

Therefore, if the regimen fails and a woman still wants to terminate the
pregnancy, a follow-up surgical procedure will be necessary and must be
available.

Also, in about one of 100 women. bleeding can be so heavy that a
surgical procedure will be required 10 stop the bleeding.

Q: Will FDA or the manufacturer establish a registry of physicians
who have access to mifepristone?

A:  Neither FDA nor the manufacturer has any plans to eswablish a
regisuy of physicians. '

Q: How mn. cancer patients obtain mifepristone?

A: Mifepristone is available for certain cancer patients through a single
patient IND. Patients must be treated according 1o a specified rearment

. plan. The drug is provided by the Feminist Majority Foundation.

zwun on Em:

Q: There have been press reports that the politics of abortion have |
delayed FDA’s action. How does the agency respond to those reports?

A: FDA is a scientific regularory agency that makes decisions on the
basis of science. The agency’s review and approval of mifepristone adhered
strictly to its legal mandate and mission as a science-based public health

regulatory agency.
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Q: The average review time for priority drugs is now six months. .
The sponsor sent FDA its application in March, 1996. Why did this
review take so much longer? ' _

A: FDA semt the sponsor an “approvable™ lenter in September 1996, six
months after receiving the application. The lener idenrified ourstanding
issues that needed 1o be resolved before FDA could approve mifepnstone.
The sponsor responded 1o those issues in September 1999. FDA issued
another “approvable” letter in February, 2000, asking addirional questions.
The sponsor has now answered those questions. -

Q: Some members of Congress have ¢xpressed their opposition to
mifepristone. Could Congress overturn FDA'’s degision?

A: It would be unprecedented for Conﬁess w0 overrule an FDA decision
1o approve a medical produst.

Q: FDA s a regulatory agency in the executivie braach of the Federal
government. Could a new administration overrule FDA's approval of
mifepristone?

A:  Asan executive branch agency in the Department of Health and
Human Services, FDA has bases its judgments concerning medical and
public health matters on sound science. FDA based its approval of
mifepristone on data from clinical trials in the U.S. and in France. It would
be unprecedented for 2 new administration to overrule an FDA desision to
approve a medical product. |

 Q: Who manufactures and distributes mifepristone?

A: Danco Laboratories, LLC, baséd in New York City, distributes
mifepristone. Neither the Population Council, the sponsor of this product,
nor Danco Laboratories has disclosed the idenrity of the manufacturer.

Q: Why won’t FDA disclose the identity and location of the
manufacturing site? : | _

A: Because many threats and acts of violence have been directed at
persons associated with reproducrive rights issues similar 1o those raised by
mifepristone, FDA will not disclose the identiry of the manufacturer or
manufacruring site. .
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Under these circumstances, this manufacturing informarion is
considered confidenrial commereial information.

Q: Why is FDA withholding the names of its emplayees who reviewed
the new drug application for mifepristone?

A: Because many threats and actions of violence have been directed ar
persans associated with reproductive rights issues similar 1o those raised by
mifepristone, FDA will not disclose these employees’ names. Under these
circumstances, this employee information is considered personal privacy
information. '

The regimen:
Q: How can mifepristone be safely used?

A: Basically, a woman should follow all the instructions for taking the
product. First, 2 woman must read the Medication Guide and sign the
" Patient Agreement Form.

Day 1: 2 parienr will be given three 200 milligram 1ablets of mifepristone.

Day 3: a patient must return 1o determine if expulsion has occurred.
(Expulsion is infrequent with mifepristone alone, happening only in five or
six percent of cases.) If expulsion has not oceurred, the patienr will be given
two 200 microgram tablets of misoprostol that she will take orally.

Day 14: the patient will return for 8 follow-up visit. This visit is very
. important 1o confirm that a complete termination of pregnancy has occurred.

Q: How did FDA conclude that niifepr‘utone is safc when its use
resulis in the termination of a pregnancy?

A:  The sponsor submirted a new drug application to the FDA, seeking the
agency’s appraval w market mifepristone for the rermination of early
‘pregnancy. FDA concluded that the results from the clinical trials
established that mifepristone is safe and effective for its intended use. In its

. review and appraval of this application, FDA adhered strictly to its legal
mandate and mission as a science-based regulatory agency.
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Q: Why did FDA require s-_aecdnd visit on Day 3, when the product is
. being studied and used io 8 U.S. clinical trial without a return visit on
Day 3? '

A: Mifepristone was approved on the basis of data from clinical wials,
designed by the sponsor, in which every woman in the study was required to
return to her physician for a second visit. Unless pregnancy termination
through the use of mifepristone alone has been confirmed by clinical
examination or an uhrasonographic scan, the woman will take misoprostol
during this second visir. :

A third visit, to confirm that a complete termination of pregnancy has
occurred, is also required. - )

Q: Why can’tall pbysicislis prescribe mifepristone?

A: FDA is restricting the disu'fbu_tion of mifepristone to physicians with
specific qualifications, such as the abiliry 1o diagnose a tubal pregnancy.
These restrictions are designed to ensure safe and appropriate use of the
product. : ,

Q: Can nurse-practitioners, midwives, or others prescribe
‘mifepristone? Why? ’

A: Some states allow physicians m supervise other health care
practitioners such as cerified registered nurse practitioners and nurse
midwives, and these states may allow a supervised health care provider to
dispense mifepristone. B

Q: Whatabout misoprmtdl? Is ;the m of misnprmtoi an unlabeled
use? . .

A:  Under the approved wearment regimen, misoprostol is administered
on day three to help stimulate uterine:contractions. This use of misoprostol
is contained in the approved labeling of mifepristone. It is based on the
clinical trials for the regimen of the two drugs, which FDA found 1o be safe
and effective for the termination of early pregnancy.

o
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Q: The mianufacturer of mnsopuuol jll!t issued 3 warning to
physicians not to use the drug in pregnant women, aud there bave been
press reports that the maoufacturer worked with FDA on this warning.
How can FDA reconcile this wruing wnth the approval of mifepristone
when used with misoprostol?: .

A: Misoprosiol (used alone) is currently approved for use in protecting
pancms from gastric ulcers induced by certain pain relievers. A women who
is or may be pregnant — and who does NOT wish to terminate her pregnancy
-- should know that she should aot take misoprostol for prevention of gastric
ulcers or any other reason. .

The “Dear Doctor” lefter 1ssued b§' Searle on August 23, 2000, wamns
prescribers that rmsoprostol may caise abartion. It therefore emphasizes
that misoprostol is cortraindicated fiir use by any pregnant woman who does
not wish to rermunate her pregmncy '

As part of the mfepnsrone-mxsoprdnol reglmen. misoprosio] is appropriate
for use 1o terrmnate early pre - .

Q:  Searle just dlstnbuted ne Iabellug for its misoprostol product
(Cytotec) that says the product i uot approved for abortion. What is
FDA’s paosition on this labeling?! '

A: Now that FDA has appmve{hthe weatment plan for the use of
‘mifeprisione followed by the administrarion: of misaprostol for the medical
termination of intrauterine pregrancy thruud'b 49 days of pregnancy, the
statement in the Scarle label is inapyp late FDA has asked that it be
removed. Y

Pnnen fety and Side ; b

ol' mfeprutone"

Q: What are the major side '

A: ‘l'he Medication Guide pro d‘bs m.fm'mnnon that women should be
aware of concerning the incidenc of side effects from administration of
Mifeprex. These include crampi and. sometimes, heavy bleeding, Afier
misoprostol administration oniDa S' ‘there may be nauses, vomiting, and
diarrhea. Before taking this medicagion, a woman must be fully aware of
what to expect and will have 1o sn%n'lhe Panem Agreement form.
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The problems or side effects that wdn

bleeding or spotring that is likely t f c

been reporled 1o last as long as: 69 days Up to eight percent of women may

experience some kind of bleedmg ':'30 days or more. Surgical intervention
may be needed to control the b_l, ,

X ' ensure that women are adequately
informed about how to use tlns reg Simen snfely"

' .n nan wfhn takes mifepristone receive a
plat how 1o take the drug, who should

i :;ust a.lsn read the Medication Guide

= 5

b fm tl;e drug will be administered.

A: Among the many y safeguird EL
regimen are the requiremerns thay égel amqm read the Medication Guide
for mifepristone and that she glso gign the Patiers Agreement Form. These
safeguards are designed to ensure .

hiir every | woman knows and understands
that this regimen is for the terminarig 1

to that course of action.

about this regimen, including the S '|of birth defects if the regunen does not
end the pregnancy. Women are i sted that surgical termination may be

end the Ppregnancy. Although the ¢ s on E nsk are very limited, there are
several reports in the medical lizerdpiire of after first rimester
exposure to prostagla.ndins, inchudi:

needed, and the Patient Ageem m certifies that they understand this
possibility. U E A '
Q:  Critics of this drugsay it id j% rous o women and fetuses.
How does FDA respond?  : | ii. |
A: FDA and the sponsor have H  a program 1o inform women
" about this regimen. including the of bisth defects if the regimen does not
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‘to provide surgical intervention ?
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As of May 2000, 82 cases* n een’
ongoing pregnancies after usmg EIe nsmne. alone or followed by
misoprostol, declined to have a & -. pid dure Of those, follow-up
information is available for 36. T jEpry-Six Qf those women experienced

live births, and none of the infanis; n:'_ d. myhbnonnahues detected ar birth..
Ten of the women later decxded to hive a sbzgmal termination, and of those,
there was one case of fetal mal i “m o0+ ¢ |
: : . | g
. : ! | |
Q: Has the sponsor agned to -_ |.ry dﬁﬁpumarketmg studies of
mifepristone? ' G

errdytrestareny

A: To gather addirional data gt the tisé of mxfepnstone, the Population
Council has made a commitment 1-‘ B0 tmarkenng studies. These
include a study comparing pat:em ﬁ! ¢ omék ong physicians who refer
their patients needing surgical in ". ::_ i ion; ¢ md to those who perform
surgical procedures themselves, ' if

whether patxents and their phys . g ' the patient agreement and
placing it in the patient’s medical 1} 48 fequired; and a system for
“surveillance, repomng and u-ac < ,;. > ougbmg pregnancies afier treatment

with mifepristone in the U.S. " . i{[§

Q: The sponsor of mifepnﬂ D b

studies involving this drug. : ﬂ 'm_ ‘ :'ﬁ ?mean FDA really thioks the
regimen is unsafe? L : o .
A: No. Itisnotarall un § . 'tb:conduct postmarketing
studies on their approvedprod . il
| Ll
Access: I ' i

| [ i :; : é

é l| =‘:_:.i-‘- RN

Q: Who may prescribe mi ol E i o

A o ;E: ;! i
A: The drugwnllbedxsmbu# by 10 _yjs,ic':ians who can accurately

determine the duratmnofawo ar ?1
tubal) pregnancy. Physxc:a:ns

Hpcy and detect an ectopic (or
crif : ifepristone must also be able
_nmpletc abortion or severe

vrqnce for patients to obtain

bleeding — or they must have aade
such care through others. o : it
| b v | .

oy
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Q: Will it be available in p

;

i

Co ' H R ;

’ Bl.¢ . HY. i

LU Bl ae L H 1

. :

Re '
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il |4 ] P!
:j:l 1[G
L igh

A: No. Mifepristone will beia v iy . rough qualified physicians.

Is(§

Q: . Whar hesith professio_i_i_i

A: Some suates allow physicia
practitioners such as certified re
midwives, and these states may

dispense mifepristone. '

actitioners and rurse
health care provider 1

oY oo
Q:  Will mifepristone be Internet"

A: No. FDA and the spons' |

| d a reatment regimen with
many safeguards, including the Hirgs

" a of the drug only o

banned the importation
was listed under

Q: In 1990 FDA issued an] b
of mifepristone into the Umte *

- i i'feprex. the Import Alert has

professional. Now that FDA'} :
fie cmthe alert. Formulanons of

been revised to exempt this sp
mifepristone not covered by o

Q: Has lml'epnstone been i ! ‘uses? If so; will those

studies continue?

A: Mifepristone is being stug -i 3 amety of uses, because it can
block steroid receptors. In parg ; - JEIns ;.nvesngazed asa potennal
weatmen: for cancers whose turGbiliaye feasesETOne receplors.
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Q:  Did the Whits House of HilS

review of n.i.feprlstone?

A: No. Neither the Wl'm:e |

FDA’s decision. FDA based it 1

Q: Earlier this ysar there
impose severc restrictions ¢
changed FDA’s thinking? i

A: Same early press repor]
is nearing the end of a prod _j ;
and the sponsor is normal-

Q: Presideat Clinton l.ll 1
could be doue to expedits ¢

Secretary in 1994 said th;g )

eveluate mifepristone.” Wi
sponsor until 1996 that m

A Many things had 10 oct
The spansor had to obtain pa
in May, 1994. The sponsor tht
drug, file an IND with the FII.
of the product. Finally, the 4
a marketing applicaton w th

FDA received the new

reviewing the application im
meeting in July, and issued ai

Q: Who made the deellih
A: Many FDA employees ¢+
new product. The “approval” {
signed by a senior official. " !

| In the case afmi.feﬁ is
reviewers and others who rt

Q: What about tepot'uf
heightsaed sscurity? :

- A: FDA does not comm

[ Ik a01ea4a00s T-007  P.017/020

; ' -INERNAL USE ONLY

did ¥DA not tell the
ppmvable?'

cuuld take any action.

2 drug, and this happened
iy 2 manufacturer for the

4 canduct clinical studies

-. alyze the data and subrnit

n -March 1996. It began
advisory commirtree
erter in Scptember 1996.

ore : pﬂnou?

fpview and a.p'proval ofa
i5/to the sponsar is typically
1) ‘ c

d0

L4 o sclosing the identity of the
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1. Whar is MIFEPREX (Ilf.‘P
Mifepristone is a drug that blocks
pregnancy to continue, Mifeprisio

misoprogiwol, is used to end anearly\"

period began).

2. Is mifcpristone approved i in saHy

Yes, mifepristone is approved in
Kingdom, and Swedsn. '

3. Who sbould not rake mifepristiig
Some women should not take mifcpuiste
than 49 days since your last mensuiss

e atubal pregnancy

e an intrauterine device (IUD) ::"

mifepristane)
problems with your adztnal g

[ ]

e been ucared with certain sterol
» bleeding problems or are takn
« had an allergic reaction to .

B one has not heensm:hcd
docior if you smoke more than 10

4. Is mifepristone disrribution » : B e

Yes, mifepristone is supplied dire

and will not be available in pharm '

S. Wby are then restrictions fo
Srudies of mifepristone were can
the drug sponsor and the 1996°R
recommended that FDA n:s:nct
has con:hlded thart these restris

6. What quslifications must iln"e'
Doctors must have the ability 1o ¢

pregnancies. Doctors must also b RS

' '"“uc 1 SECY
i) '._Juiémoa

@o1is
T-007 P.018/020 F-022

i s web Site

ngester nethm"mnced:dfor
'\mh another medicine called
S|y less since your last menswual -

& rl:.n:l.mg France, the United

' 9 visits with your health care
y in case of an emergency.

Hvy mmokers. Please tell your

c:ruun qualifications. It is not

i, ::'J avaﬂablzov:rtheln!emet.

-3 ._ had certain quahﬁcaxmns Both

s Advisory Commiree also

-\'-.‘ 1o qualified doctors. FDA

he afeus:oﬁhedmg

{imtepristone?
e byuﬂwd:agrns:tuhnl
. rmcsaaxymrgefy,orhave
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made arrangements for any pecessai g r ensure that women have
access 10 medical facilities for emegiicy 8 ks § Laree 10 other respongibilities,
such as dispensing the M:dication’- ChiMi REoie any adverse events to the sponsor.

7. What authority does FDA Iuv h 8h
The law authorizes FDA 10 approve
safe and effective for use under the &
has hroad authority 1o require restric
FDA's full legal authority 1o rest
the preamble to agency drug reg j- ﬁ
8. Csa bealth care providers oth 23! 0 S
Some stares allow physnc:ans we
registered nurse practtioners and o i: S hest
mp:msedhealﬂ:camprowdato STt An gt kre. [Fealth care providers should
check their saie law provxsxons. g ,‘ 1 ]

mburisn of a drug?

R have been demonstrated © be
ed in the label. FDA

7 b ensure safe and effective use.
g md:scn’hcd in more deail in
or scapved copy)

' mlltprutolle" |
e PrBCULIONETS, SUch as cemﬁed

9. Is there aa uge revtriction lur F{i" G B Eekianey
Stares may set age restrictions on LRl CT L Bay if they believe such

resurictions are appropriale.
10. Are there studies with mlep 1 e by ihe age of 18?
Studies to evaluate mfepnstouc SORREEICIR PR ch : 4s.

11. What are the possible side e i/ 5—" : v iﬂ ne"

Mifeprisions treatment will cause ; h] : e cases vaginal bleeding can
be very heavy. Inafeweases,thu 8 Stopped'byasmglcal
procedure. m ]a

Ortber possible side effects of v.hc fairhba, nsusea, vomiring, beadache,
dizziness, back pain, and madnas. BI -

The possible side effeets are descn st Emde Please read the
Medlication Guide (LINK). ] i

12. What is 3 Medication Gulde*'

A Medication Guide conzains FDA ried wrinen especially for patients.
13. Whay did FDA develop a Md o ‘! . X . istone?
. FDA determined that a Medication; 18 ::I sr women o be able to use

r Wogmen 1o be fully informed about
S0 li" need for follow-up visits with
| Kfterpoificpristone is administered.

g the directions for use and that

mifepristone effectively and safely: E %
how mifepristone works and ah:ur
their health care provider, cspeci o g
The Medisation Guide will help enfi®®

they return to their healthwepm r1[1
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Before you receive mifepristobe. i you wirh the Medicarion Guide

and ask you 10 sign 8 suatement (X i g you have de:idedtncndypur
pregnancy. R .
'3; Can Lb::ome pregoast llll g B '~-,-‘5--I_;-:|-'_'! b uj 1 d-
ou can mcpnmagm 5 S eitey ends, 1f you do not want 1o
ha:am:pregmntaga.m.mm g ] Tl efyowchnw:assoonasyow
pregnancy ends. 3 i ,
15. Does FDA endorse the nseﬁ SRl B
FDA does not endorse or prom ' : r‘ fk- agcn:y evaluates all drug
applications submitied by SPORS -!;_ a drug is safe and effective for
Lt:irggsed indication under the:¢ 1 » Iabeling. This means that the
of the drug omrweigh ks - 'm ¥ds were applied 1o the new drug
application for nuﬁepnstone as e pfications.
16. How much will ml‘epnmn -' -
Manuficrurers eswblish prices ﬂ:
pricing. '

17. Will inaurance mnpni'u -
Insurance coverage is a decisio

i | 3 provnd:t Please call your
insurance company if you have quEsic :

@oz20
F~022
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U.S. DEPARTHMENT OF HEALTHM AND HUMAN SERVICES

PO0-19 :

FOOD AND DRUG ADMINISTRATICH

Septamber 28, 2000 Print Media: 301-827-62S0
FOR IMMEDIATE RELEASE Broadcast Media: 301-827-3434

Consmmor Inquirias: « 888-INFO-FDA

¥DA APPROVES MIFEFPRISTONE

FOR THE

TERMINATION OF EARLY PREGMANCY

The Food and Drug Administration today approved

mifepristone (trade

early pregnancy, de

name Mifeprex) for the termination of

fined as 49 days or less, counting from

the beginning of the last menstrual period.

Under the approved treatment regimen, a woman first

takes 600 milligrams of mifepristone (three 200 milligram

pills) by mouth. Two days later, she takes 400 micrograms

(two.zoo—microgram

pills) of misoprostol, a prostaglandin.

Women will return for a follow-up visit approximately 14

days after taking mifepristone to determine whether the

pregnancy has been

terminated.

Becauge of the importance of adhering to this

treatment regimen,

each woman receiving mifepristone will

be given a Medication Guide that clearly explains how to

take the drug, who

should aveid taking it, and what side

-More-

ATTENTION TV BROADCASTERS: Please use open caption for the hearing impaired.
EQAQHIHEEHIBNEL!mpvammaGU”
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effacts can occur.

“The approval of mifepristone is the result of the
FDA' s carefﬁl evéluation of the scientific evidence related
to thg safe and effective use of this drug,” said Jane E.
Henney, M.D., Commissionez of Food and Drugs. “fhe FDA’ s
review and approval of this drug has adhered strictly to
our legal mandate and missiQn as a science-based public
health regulatdry agency.’ |

FDA based its approval of mifepristone on data from
clinical trials in the United States and France.

The labeling for mifepristone emphasizes that most
women usiﬂg the product will experience some side effects,

primarily cramping and bleeding. Bleeding and spotting

typically last for between 9 and 16 days. In about one of

190 women, bleediﬂg can be sc heavy that a surgical
procedure will be required to stop the bleeding-

| The drug’s labeling also warn$s that it should not be
used in women with the following conditions:
e« Confirmed or suspected ectopic (“tubal”) pregﬁancies
; Intrauterine device (IUD) in place

e Chronic failure'of the adrenal glands

-More-
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s Current long—term therapy with corticosteroids
e History oﬁ allergy to mifepristone, misoprostol or other
prostaglandins
e Bleeding disorders or current anticoagulant {blood-
thinning) therapyr

Under the terms of the approval, mifepristone will be

distributed to physicians who can accurately determine the

duration of a patient’s pregnancy and detect an'ectopic (or
tubal) pregnancy. Physicians who prescribe mifepzistone
must also be able to provide surgical intervention in cases
of incomplete abortion or severe bleading -- or they must
have made plans in advance toc provide such care through
others.

To gather additional data about the use of
mifepristone, the Population Council (sponsor of the
product) has made a commitment to conduct postmarketing
studies. These include a study comparing patient outcémes'
among physicians who refer their patients needing surgical
intervention, compared to those who perform surgical
procedures themselves; an audit of prescribers that will
examine whether patients and their physicians are signing

the patient agreement and placing it in the patient’s

-More-
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medical record, as requiged: and a systemlfcr surveillance,
regorting and tracking rare ongoing pregnancies after

treatment wi£h mifepristone in the U.S.

Mifepristone, which\ﬁas.developed by a French
pharmaceutical firm, was' first approved for use in France
in 1988. Since then, more than 620,000 European women have
taken mifepristone in combination with a prostaglandin to
terminate pregnancy. The drug has alsc been approved in
the United Kingdom, Sweden, and other countriés_

Mifepristone will be distributed in the U.S. by Dance
Laboratories, LﬁC, New York, N.Y.

More detailed information about this product is
available on FDA’s website at

httg://www.fda.gov/cder/drug/infopage/mifepristone/

$#84

TOTAL P.85
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Questions and Answers on Mifepristone: INTERNAL USE ONLY

General
Q: What action did FDA take today?

A: Today, FDA approved mifepristone (wrade name Mifeprex) for the
termination of early pregnancy. The drug is approved to end pregnancies of
49 days or less, counting from the beginning of the last menstryal period.

Q: What treatment regimen did FDA approve?

A:  The drug (mifepristone) is administered to a woman by mouth. Two
days later, the woman returns to her doctor for oral administration of
misoprostol, a prostaglandin that helps cause uterine contractions. Patients
will return for a follow-up visit approximately 14 days after taking
mifepristone to determine whether the pregnancy has been terminated.

Q: What is the basis for FDA’s approval of this regimen?

A: FDA based its approval of mifepristone on data from clinical wials in
the United States and in France.

Q: How effective was the regimen in clinical mrials?

A: Inthe U.S. tials, medical termination of pregnancy was complete in
92% of the 827 women in the efficacy study — approximarely six percent
with mifepristone alone, and the remainder with mifepristone followed by
misoprostol. In eight percent of patients, surgical intervention was required.
Fewer than 1% of patients had ongoing pregnancies.

In the French trials, more than 95% of the 1,681 women experienced
complete termination of pregnancy, 5.3% without misoprostol and the rest
after 1aking both drugs. Surgical imervention was required in 4.5% of
women

Q:  Is this the first drug approved in the U.S. for the terminarion of
~ pregnancy?
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A: No. T;av,o other drugs are approved for the termination of pregnancy.
Restrictions

Q:  What restrictions did FDA place on the use and distribution of
this drug?

A: The drug may only be disribured to physicians who can accurately
determine the duration of a woman’s pregnancy and detect an ectopic (or
rubal) pregnancy. Physicians who prescribe mifepristone must also be able
to provide surgical intervention in cases of incomplete abartion or severe
bleeding — or they must have made plans in advance to provide such care
through others.

FDA approved mifepristone under nis **Subpart H” regularions, which
specifically allow FDA 10 establish appropriate conuols on the disaribution

of a drug.
Q: What about distribution”?

A: Mifeprisione will be distributed directly 1o qualified physicians. It
will not be available through pharmacies or on the Internet.

Q: What decisions has FDA made aBout labeling this product?

A: FDA is requiring a *black box” warning in the mifepristone labeling
for physicians. The “black box” warns that surgical intervention may be
necessary and addresses the care patients should receive should such
intervention be necessery. ln addition, because of the importance of
adhering to this treatment regimen, each woman receiving mifepristone will
be given a Medication Guide that clearly explains how 1o wke the drug, who
should avoid taking it, and whatr side effects can occur. This Guide is also
referenced in the “black box.”

Q: Why did FDA impose these restrictions?
A: FDA always seeks to ensure that the products it approves are used

appropnarely, so that risks are minimized and benefits are maximized. FDA
believes that, for this drug, these restrictions are needed to ensure safe use.
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In addiuon, the agency believes that women should have as much accurate
information as possible 1o make an informed decision about this regimen.

Q: According to FDA regulations, Subpart “H” applies to drugs for
serious and life-threatening illnesses. Isn’t it overkill to invoke this
provision for the mifepristone regimen?

A:  The sponsor proposed a restricted distribution system for its product,
and the FDA advisory commiree that discussed this application in July 1996
also recommended such a system. FDA has concluded that the terminarion
of unwanted pregnancy is a serious condition, and thart these restrictions are
necessary for the safe use of this drug. -

Moreover, mifepristone’s distribunion is typically reswricied in other
countries where it has been approved. FDA has concluded that eswblishing
certain controls on the distribution of this drug are needed to help ensure that
it is used appropriately.

Q: Has distribution of any other drugs been restricted? What are
some examples?

A: The disoibution of several other drugs has been restricted 1o assure
that they are used safely. For example:

e Clozapine (Clozaril), a drug used to manage severe schizophrenia, 1s
available only through a regisory system that ensures monitoring of
certain blaood rest results prior to the delivery of the drug.

¢ Transmucosal fentanyl (Oralet), a potent analgesic delivered on a
lollipop as premedicarion in pediarric patients before surgery or before
painful procedures, is reswicted to certain registered hospitals, and is
nort available retail pharmacy outlets.

e The manufacrurer of trovafloxacin/alatrofloxacin mesylate
(Trovan/Trovan-IV) agreed 1o limit distribution only to hospitals and
long-term nursing care facilities.

e Thalidomide (Thalomid) is marketed only under a special reswricted

distriburion program. Under that program. only registered prescribers
and pharmacists are allowed 1o prescribe and dispense the product.

3
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Patients must also be registered and participate in mandatory
pregnancy testing prior to receiving the drug.

Q: Why is FDA requiring a physician to be able to provide surgical
intervention or to provide a plan for obtaining thase services for each
woman using mifepristone?

A: Clinical mals and cxpcricbce in countwries where mifepristonc is

. approved have shown that this regimen fails in five 1o eight of 100 women.
Therefore, if the regimen fails and a woman still wants to terminate the
pregnancy, a follow-up surgical procedure will be necessary and must be
available.

Also, in about one of 100 women. bleeding can be so heavy that a
surgical procedure will be required 1o stop the bleeding.

Q: Will FDA or the manufacturer establish a registry of physicians
who have access to mifepristone?

A: Neither FDA nor the manufacturer has any plans to establish a
regisay of physicians.

Q: How can cancer patients obtain mifepristone?

A: Mifepristone is available for certain cancer patients through a single
patient IND. Parients must be treated according o a specified wearment
plan. The drug is provided by the Feminist Majority Foundartion.

zgegure on !2&:

Q: There have been press reports that the politics of abortion have |
delayed FDA’s action. How does the agency respond to those reports?

A: . FDA is a scientific regularory agency that makes decisions on the
basis of science. The ageney’s review and approval of mifepristone adhered
strictly 1o its legal mandate and mission as a science-based public health
regulatory agency.
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Q: The average review time for priority drugs is now six months. .
The sponsor sent FDA its application in March, 1996. Why did this
review take so much longer?

A: FDA semt the sponsor an “approvable™ lener in Seprember 1996, six
months after receiving the application. The lerier identified ourstanding
issues that needed 1o be resolved before FDA could approve mifepristone.
The sponsor responded to those issues in September 1999. FDA issued
another “approvable” lerter in February, 2000, asking addivional questions.
The sponsor has now answered those questions.

Q: Some members of Congress have ¢xpressed their opposition to
mifepristone. Could Congress overturn FDA’s decision?

A: Ttwould be unprecedented for Congress 1o overrule an FDA decision
1o approve a medical product.

Q: FDA is a regulatory agency in the executive branch of the Federal
government. Could a new administration overrule FDA’s approval of
mifepristone? : '

A:  As an executive branch agency in the Department of Health and
Human Services, FDA has bases its judgments concerning medical and
public health matters on sound science. FDA based its approval of
mifepristone on data from clinical trials in the U.S. and in France. It would
be unprecedented for a new administration to overrule an FDA decision to
approve a medical product.

Q: Who manufactures and distributes mifeprismne?

A: Danco Laboratories, LLC, based in New York City, distributes
mifepristone. Neither the Population Council, the sponsor of this product,
nor Danco Laboratories has disclosed the identity of the manufacrurer.

Q: Why won’t FDA disclase the identity and location of the
manufacturing site? _

A: Because many thrests and acts of violence have been directed at
persons associated with reproductive rights issues similar o those raised by
mifepristone, FDA will not disclose the identiry of the manufacturer or the
manufacruring site-
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Under these circumstances, this manufacturing informarion 1s
considered confidenrial commercial information.

Q: Whyis FDA withholding the names of its employees who reviewed
the pew drug applicarion for mifepristone? :

A: Because many threats and actions of violence have been directed at
persons associated with reproductive rights issuss similar 1o those raised by
mifepristone, FDA will not disclose these employees’ names. Under these
circumstances, this employee information is considered personal privacy
informarion.

The regimen:

Q: How can mifepristone be safely used?

A: Basically, a woman should follow all the instructions for taking the
product. First, 2 woman must read the Medication Guide and sign the
Patient Agreement Form.

Day 1: a parient will be given three 200 milligram tablets of mifepristone.

Day 3: a patient mus{ return to determine if expulsion has occurred.
(Expulsion is infrequent with mifepristone alone, happening only in five or
six percent of cases.) If expulsion has not occurred, the patient will be given
rwo 200 microgram tablets of misoprostol that she will take orally.

l,}
Day 14: the patient will return for a follow-up visit. This visit is very
important 1o confirm that a complete termination of pregnancy has occurred.

Q: How did FDA conclude that mifepristone is safe when its use
results in the termination of a pregnancy?

A:  The sponsor submirtted a new drug application to the FDA, seeking the
agency’s appraval w market mifepristone for the termination of early
pregnancy. FDA concluded that the results from the clinical trials
established thar mifepristone is safe and effective for its intended use. In its
review and approval of this application, FDA adhered strictly to its legal
mandate and mission as a science-based regulatory agency.

&
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Q: Why did FDA require & secand visit on Day 3, when the product is

being studied and used in 8 U.S. clinical trial without a return visit on
Day 3? '

A: Mifepristone was approved on the basis of dama from clinical wials,
designed by the sponsor, in which every woman in the study was required 1o
rerurn to her physician for a second visit. Unless pregnancy termination
through the use of mifepristone alone bas been confirmed by clinical
examination or an ulrasonographic scan, the woman will take misoprostol
during this second visit. ;

A third visit, to confirm that a complete terminarion of pregnancy has
occurred, is also required.

Q: Why can'tall physicislis prescribe mifepristone?

A:  EDA is restricting the distribution of mifepristone to physicians with
specific qualifications, such as the abiliry to diagnose a tubal pregnancy.
Thése restrictions are designed to ensure safe and appropriate use of the
product.

Q: Canp nurse-practitioners, miﬂﬁv‘es, ar others prescribe
mifepristone? Why? =

A: Some states allow physicians o supervise other health care
practitioners such as certified registered nurse practitioners and nurse
midwives, and these states may allow & supervised health care provider o
dispense mifepristone. S :

Q: What about misoprastd%l? Is ﬁe use of misoprastol an unlabeled
use?’ L .

A:  Under the approved weatment regimen, misoprostol is administered
on day three to help stimulate uterine conwractions. This use of misoprostol
is conained in the approved labeling of mifepristone. It is based on the
clinical trials for the regimen of the two drugs, which FDA found 1o be safe
and effective for the termination of early pregnancy.

1
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Q: The manufacturer of mxsoprmtol just issued a warning to
physicians not to use the drug in pregnant women, and there bave been
press reports that the maaufacturer worked with FDA on tbis warning.
How can FDA reconcile this waruing wnth the approval of wifepristone
when used with misoprostol? .

A: Misoprostol (used alone) is carrently approved for use in protecting
paucnts from gasric ulcers induced By certain pain relievers. A women who
is or may be pregnant — and who does NOT wish 0 terminate her pregnancy
-- should know that she should.not take rmsoprosml for prevention of gastric
ulcers or any other reason.

The “Dear Doctor” letter xssued bf' Searle on August 23, 2000, warns
prescribers that rmsoprostol may caiise abartion. It therefore emphasizes
that misoprostol is contraindicated fnr use by any pregnant woman who does
not wish to terminate her pregmncy '

As part of the mxfepnsrone-m:sopmol regtmen. misoprostol is appropriate
for use 1o rerminare early pre : .

Q:  Searle just dlstrlbuted ne Iabellng for its misoprostol product
(Cytotec) that says the product is Bot approved for abortion. What s
FDA'’s pasition on this llhelmg’ '

A: Now that FDA has approved,:the treatment plan for the use of
mifepristone followed by the administrarion of misoprostol for the medical
termination of intrauterine pre / tlmmgh 49 days of pregnancy, the
statement in the Searle label is inappri late FDA has asked that it be
removed. :

Patient Safety and Side Effects:|

Q:  What are the major side e' '_';', of mlfepnsmne"

A:  The Medicarion Guide pro dbs mformanon that women should be
aware of concerning the incidenc of side effects from administration of
Mifeprex. These include crampi and. sometimes, heavy blceding. Afier
misoprostol administration on:Da 3, there may be nausea, vomiting, and
diarrhea. Before taking this medication, 3 woman must be fully aware of
what to expect and will have 1o mén'the Panent Agreement form.
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The problems or side effects that ol ’ en should be warned abour include
bleeding or spotting that is likely 1 @ccur from 9 to 16 days and that has
been reported 1o last as long as 65 days. Up to eight percent of women may

Il

experience some kind of bleeding =!‘
may be needed 10 control the bl :

30 days or more. Surgical intervention

informed about how to use tihs r' J men’ safely"

A: FDA is requiring thar eanh

rdman w’lm takes mifepristone receive a
Medication Guide that clearly: exp I _'

5 howtorakeﬂ'xedmg,whos}nuld

2 :zlut alsn read the Medicarion Guide

BEl

h| | fore thc drug will be administered.

Q: Wharif a woman cha:;;égs; f 5~ f‘mihd‘,’ :

Each woman taking tl:us;
and sign the patient agreement fo

A:  Among the many safeguardd ¥D A ha.s' established for this treatment
regimen are the requiremems thar égeh woman read the Medication Guide
for mifepristone and that she also qifn the Pauem Agreement Form. These
safeguards are designed to ensum it every | woman knows and understands
that this regimen is for the terminarig ofearly pregnancy and is committed
to that course of action. b il S |

FDA and the sponsar have extih llshﬂd a program o inform women
about this regimen, including the risk .of birth defects if the regunen does not
end the pregnancy. Women are insiy ic1ed that surgical termination may be
needed, and the Patient Agneeme 1 Bio cemﬁes that they understand this-
possibility. RO

Q: Critcs of this drugsay it i¥dangerous to women and fetises.
How does FDA respond? '
A: FDA and the sponsor have es -lxshed a program to inform women
about this regimen, including the risg ofbmh defects if the regimen does not
end the pregnancy. Although the difs on thik risk are very limited, there are
several reports in the medical lire --lg ' of after first rimester
exposure to prostaglandins, inchudin f_ :msupmstol

i -;
::j":i
i

|
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As of May 2000, 82 cases*_ , f“ orted in which women with
ongoing pregnancics after using « fiés nsmnﬁ alone or followed by |
misoprostol, declined to have a sur -._*[ pfd dure Of those, follow-up
information is available for 36. T }1 n -ixX @f those women experienced
live births, and none of the mfanxs* i myhbnmnahnes derected ar birth.
Ten of the women later decided to ' ; lj: a si.ugx:al termination, and of those,
there was one case of fetal mal ! -"_t' tL S
Q: Has the sponsor ngned to i “ uiﬁpmtmarkenng studies of
mifepristone? gl = :

A:  To gather additional data'a the uhé of rmfepnsmne the Population
Council has made a comrmitment u3 u@ tmarkeung studies. These
include 8 study comparing pauent . .-'_.| ong physicians who refer
their patients needing surgical:inre W ion] d:ompared to those who perform
surgical procedures themselves 'ﬂ dit of 2scribers that will examine
whether patxents and their p. mjl . ming the patient agreement and
placing it in the patient’s medical 1 '_=« ud, i ffequired; and a system for
surveillance, reporting and u'ac odgbmg pregnancies afler treatment
with mifepristone in the U. S

| Q: The sponsor of mifeprm dhas aiireed.
studies involviog this drug. ﬂ 5 z_j ‘thay 1mesn FDA really thinks the
regimen is unsafe? o . |

; :conduct postmarketing
|

A: No. Itis not at all unusig] §
studies on their approved pmd ot

Access:

Q: Who may prescribe llllfé '

A: The drug will be distnbu# ,,J 10 _ysxclans who can accurately
determine the duration of a worr 71 BBy
tubal) pregnancy. Physxclans [EEescribie mi fepnstone must also be able
to provide surgical intervention : Ho ompletc abortion or severe
bleeding — or they must have made! nS-'.‘-}"- S ﬁx vance for patients to obtain
such care through others. ' E' ' .? SER
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Will it be available in p

No. Mifepristonc will bc
. What heslth professlon '

Some states allow phys
pracuuonels such as certified re

dispense mifepristone. .

Q:  Will mifepristone be uvé. ey b

A:
many safeguards, including the Hi
qualified physicians, .

A
taking the unapproved drug wit .

professional. Now that FDA has 4

been revised 10 exempt this 3p K;
mifepristone not covered b
* denied entry into the U.S,, how '

Q: Has mlfepnstonz beeu i)
studies continue? ; ! ;
A: Mifepristone is being ¢ !

block steroid receptors. In pu__t i

weatment for cancers whose 1y Rl E
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1 accens to mifepristone?
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midwives, and these states may i.'. _: “

No. FDA and the Spons-nly W

FDA issued this [mpon':i AL 8, Gl

bf.her health care
ractmoners and nurse
éd health care provider 1o

h’lternet?

d a treatment regimen with
of the dryg only 10

BlAle '.t,, t banned the importation

I was listed under

f shfety concemns for people

'~ 2 f'a' 5 supervnsmn from a health care
feprex. the Import Alert has
cm the alert. Formulanons of
i ND in effect would srill be

uses? If so, will those

of uses, because it can
g Jovestigared as a potennal
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Q: Did the White House q

review of mifepristone?

A: No. Neither the White Hd

FDA's decision. FDA based i'-'

Q: Earlier this year therb -
impose severe restrictions on tiE
changed FDA’s thinking? ;;;

A: Same early press repo '

is nearing the end of a produgt!

and the sponsor is normal.

Q: President Clinton in 1 '

could be doue to expedite t

S8ecretary in 1994 said t.hat |'

evaluate mifepristone.”
sponsor until 1996 that ml

A:  Many things had 10 oct
The spansor had to obtain pa
in May, 1994. The sponsor T
drug, file an IND with the FD.
of the product. Finally, the

a marketing application o th

FDA received the new &
reviewing the application ir

meeting in July, and issued _ it
Q: Who made the deei.ﬂb J o

A: Many FDA employeeﬁ e

new product. The approval
signed by a senior official.

In the case of mifepri
reviewers and others who res

Q: What about reports
hecighteaed security?

A: FDA does not comm
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Pre inaccurate. When FDA
take between the agency

wtary Shalala to see what
f mifepristone. The
lit can to quickly
Why did FDA not tell the
ppmvahle?'

cauld take any action.

g, and this happened
v & manufacturer for the
oTe conduct clinical studies
alyze the data and submit

in March 1996. It began
hl advisory comrnitree
' in Seprember 1996.

15/t6 the eponsor is typically

isclosing the identity of the
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1. Whart is MIFEPREX (mifepre

Mifepristone is a drug that blocks
pregnancy 1o continue, Mifeprisio
misoprosiol, is used 1o end an arl)f
period began).. -

2. Is mifepristone appruvetl in n
Yes, mifepristone is approved in
Kingdom, and Sweden

3. Who sbould oot rake mifepri
Some women should not take mif

e atubal pregnancy

| eb Site

§ work?

u srone that is needed for
Levhet with another medicine called
ditys|ar less since your last menstrual

IR KO THRY £ bl.fepriswne if t has been more
than 49 days since your last mens ik ;we:

e an intrauterine device (IU'D) i sopved before you take
l!uf&;ﬂISUQINE) VLl

e problems wirh your adrenal g_ it ar your kidneys)

e been wreated with certain s1ero ons fibifa|logg period of time

» bleeding problems or are w ': ing) drug products

« had an allergic reaction to mi r similar drugs

It is important that you undemand
provider and that you have acess

~ Mifepristone has not been studied
doctor if you smoke more than 10 -

4. Is mifepristone distribation 1 .

Yes, mifepristong is supplied dire
nndwulmtheavmlahlemp rmakicsiiE

S. Why are tllere restrictions fo
Srudies of mifepristone were cond
the drug sponsor and the 19965 B Al o
recommended that FDA resurict ¢ T i !..--
has concluded that these reSTrcCTIONSIATSREEES frishe <

6. What quslifications must dne

1p visits with your health care
y in case of an emergency.

i _ smokers. Please tell your

1 certain qualifications. It is not
ly available over the Internet.

Doctors must have the abiliry 1o dgt & iabely and to diagnoss wubal
pregnancies. Doctors must aldo Hnde sny necessary surgery, or have

F-022
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made arrangements for any nece
access 10 medical facilities for emetg
such as dispensing the Madication’

7. What autbority does FDA hav !h
The law authorizes FDA 1o approves
safe and effective for use under the
has hroad authority to require restr
FDA'’s full legal autbority 1o reswic
the preamble to agency drug regul

8. Can bealth care providers othi
Some states allow physicians W' su
registered nurse pracutionsrs and
supervisad health care provider to:
check their staie law provisions.

9. Is there an uge restriction fcllr:‘

Stares may seT age restrictions ont

reswictions are appropriare.

10. Are there studies with mifepril
Studies to evaluate mifepristone is

11. What are the possible side ef
Mifeprisione geatment will cause!
be very heavy. In a few caseg, thig Bl
procedurt. Co

Otber possible side effects of the _ ¢
dizziness, back pain, and tiredness.

The possible side effects are describes] igREREM IS

Medlcation Guide (LINK).

j
12. What is 2 Medication Guide?

A Medication Guide contains FDA N0

13. Why did FDA develop s Mediy "-

FDA determined that 8 Medisations
mifepristone effectively and safely:
how mifepristone works and about
their health care provider, especiall t
The Medication Guide will help eni

they return 1o their health care provier §

AR

T=007 P.018/020

nier ensure that women have
it ggree 1o other responsibilities,
mip gy adverse events to the sponsor.

hey have been demonstrared © be

nmended in the label. FDA

" \. or scspoed copy)

dirse mifepristone?
alr pracuvioners, such as certified
thdse states may allow a

Tealrh areprovide:sshould

tone?

’ cases vaginal bleeding can
R 1o be stopped by a surgical

. nausea, vomiring, beadache,

'- L'l'ulde Please read the

e :,_\vrinznmiBIIonrNﬁmﬁ-

ppristone?

¥or women 1o be able o use

jopmcn 1o be fully informed about
'1;:-: need for follow-up visits with

rnifepristone is administered.
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Before you receive mxfepnswm
and ask you 10 sign a statement (¥
pregnancy. :

14. Can I become pregpant sge
You can become pregnant again 3
become pregnant again, start using\
pregnancy ends. S

15. Does FDA endorse the use ofif

b
15&;‘-4_'.5:1‘.1-';-

pe?
Ay ends. 1f you do not want 1o
.of your choige as soon as your

T-007  P.020/020

Jopd gou with the Medicarion Guide
i you have decided W end your

FDA does not endorse or promot

1 1ibs hém:ycnluaxesalldmg

applications submined by sponso 8ot a drug is safe and cffective for
its proposed indication under the. lhe labeling. This means that the
benefits of the drug owweigh its: ; 'dSWEreappliedtolhenewdmg
application for mifepristone as areiHin N CARODS.

16. How much will mifepriston

Insurance coverage is a decision: ,
insurance company if you have qugic

A bas no jurisdiction over drug

Al provul:r Please call your
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Mifepristone Information
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The Food and Drug Administration has approved mifepristone (trade name Mifeprex) for t
termination of early pregnancy, defined as 49 days or less, counting from the beginning of
last menstrual period.

Press Release on Mifepristone Approval (9/28/2000)

Mifc-.‘prisfone Approval Tetter 9/28/00. Optional Format: PDF. (9/28/2000)
Mifepristone Label. Optional Format: PDF (9/28/2000)
Mifepristone McdGuide. Optional Format: PDF. (9/28/2000)

ucstions and Answers about Mifepristone (9/28/2000)

Patient Agreement Form & (9/28/2000)

Prescriber's Agreement Form 2 (9/28/2000)

Mifepristone Review (9/28/2000) . _
Federal Register Final Rule, Restrictions on Use After Marketing (12/2/1992)
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Approval Letter MIFEPREX™ (mifepristone) Tablets http://www.fda.gov/cder/foi/appletter/2000/20687appltr.htm

NDA 20-687

Population Council

Attention: [Redacted]

Vice President, Corporate Affairs
1230 York Avenue: [Redacted]
New York, NY 10021

Dear [Redacted]:

Please refer to your new drug application (NDA) dated March 14, 1996, received March 18, 1996, submitted
under section 505(b) of the Federal Food, Drug, and Cosmetic Act for MIFEPREX™ (mifepristone) Tablets, 200
mg. :

We acknowledge receipt of your submissions dated April 19, June 20, July 25, August 15 and September 16 and
26, 1996; January 30, March 31, July 28, August S, September 24, November 26, 1997; January 30 (2), February
19, Aril 27, June 25, October 26, December 8, 1998; February 8 and 22, March 31, April 28, May 10 and 20,
June 3 (2), 15, 23, 25, and 30, July 14 (2) and 22, August 3, 13, 18 and 30, September 3, 8, 13 and 30, October 5,
26 and 28, November 16 and 29 (2), December 6, 7 and 23, 1999; and January 11, 21 and 28 (2), February 16 and
24, March 3, 6, 9, 10, 30 and 31 (2), April 20, May 3, 11 and 17, June 22 and 23, July 11, 13, 25 and 27, August
18, 21 and 24, September 8, 12, 15 (2), 19 (2), 20, 21, 22, 26 (2), and 27 (2), 2000. Your submission of March

30, 2000 constituted a complete response to our February 18, 2000 action letter.

This new drug application provides for the use of Mifeprex™ for the medical termination of intrauterine
pregnancy through 49 days’ pregnancy.

We have completed the review of this application, as amended, and have concluded that adequate information
has been presented to approve Mifeprex™ (mifepristone) Tablets, 200 mg, for use as recommended in the agreed
upon labeling text. The application 13 approved under 21 CFR 314 Subpart H. Approval is effective on the date of
this letter. Marketing of this drug product and related activities are to be in accordance with the substance and
procedures of the referenced regulations. ' c

The final printed labeling (FPL) {including the professional labeling (Package Insert), the Medication Guide
required for this product under 21 CFR Part 208, the Patient Agreement Form, and the Prescriber’s Agreement

" Form] must be identical to the submitted draft labeling (Package Insert, Medication Guide, Patient Agreement
Form, and the Prescriber’s Agreement Form submitted September 27, 2000; and the immediate container and
carton labels submitted July 25, 2000). Marketing the product with FPL that is not identical to the approved
labeling text may render the product misbranded and an unapproved new drug.

Please submit 20 paper copies of the FPL as soon as it is available, in no case more than 30 days after it is
printed. Please individually mount ten of the copies on heavy-weight paper or similar material. Alternatively, you
may submit the FPL electronically according to the guidance for industry titled Providing Regulatory
Submissions in Electronic Format - NDAs (January 1999). For administrative purposes, this submission should
be d{:si gnated '('iFPL for approved NDA 20-687." Approval of this submission by FDA is not required before the
labeling is used.

Under 21 CFR 314.520, distribution of the drug is restricted as follows:

Mifeprex™ must be provided by or under the supervision of a physician who meets the following
qualifications:

« Ability to assess the duration of pregnancy accurately.

« Ability to diagnose ectopic pregnancies.

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

o Has read and understood the prescribing information of Mifeprex™.

o Must provide each patient with a Medication Guide and 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
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and discuss both the Medication Guide and the Patient Agreement, obtain her signature on the Patient
Agreement and must sign it as well.

« Must notify the sponsor or its designate 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.

« Must report any hospitalization, transfusion or other serious events to the sponsor or its designate.

« Must record the Mifeprex™ package serial number in each patient’s record.

With respect to the aspects of distribution other than physician qualifications described above, the
following applies:

« Distribution will be in accordance with the system described in the March 30, 2000 submission.

This plan assures the physical security of the drug product and provides specific
requirements imposed by and on the distributor including procedures for storage,
dosage tracking, damaged product returns, and other matters.

We also note the following Phase 4 commitments, specified in your submission dated September 15, 2000. These
commitments replace all previous commitments cited in the September 18, 1996 and the February 18, 2000
approvable letters. These Phase 4 commitments are:

1. A cohort-based study of safety outcomes of patients having medical abortion under the care of physicians
with surgical intervention skills compared to physicians who refer their patients for surgical intervention.
Previous study questions related to age, smoking, and follow-up on day 14 (compliance with return visit)
will be incorporated into this cohort study, as well as an audit of signed Patient Agreement forms.

2. A surveillance study on outcomes of ongoing pregnancies.

You have agreed to provide the final Phase 4 protocols for these studies within six months.

Protocols, data, and final reports should be submitted to your IND for this product and a copy of the cover letter
sent to this NDA. If an IND is not required to meet your Phase 4 commitments, please submit protocols, data and
final reports to this NDA as correspondence. In addition, under 21 CFR 314.81(b)(2)(vii), we request that you
include a status summary of ¢cach commitment in your annual report to this NDA. The status summary should
include the number of patients entered in each study, expected completion and submission dates, and any
changes in plans since the last annual report. For administrative purposes, all submissions, including labeling
supplements, relating to these Phase 4 commitments must be clearly designated “"Phase 4 Commitments."

We also remind you that, under 21 CFR 314.550, after the initial 120 day period following this approval, you
must submit all promotional materials, including promotional labeling as well as advertisements, at least 30 days
prior to the intended time of initial dissemination of the labeling or imitial publication of the advertisement.

Be advised that, as of April 1, 1999, all applications for new active ingredients, new dosage forms, new
indications, new routes of administration, and new dosing regimens are required to contain an assessment of the
safety and effectiveness of the product in pediatric patients unless this requirement is waived or deferred (63 FR
66632). We are waiving the pediatric study requirement for this action on this application.

Please submit one market package of the drug product when it is available.

We remind you that you must comply with the requirements for an approved NDA set forth under 21 CFR
314.80 and 314.81.

If you have any questions, call [Redacted] Regulatory Project Manager, at [Redacted].
‘ Sincerely,
[Redacted)

Director
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Evaluation and
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Mifepristone Questions and Answers

1. What is MIFEPREX (mifepristone) and how does it work?

Mifepristone is a drug that blocks a hormone called progesterone that is
needed for pregnancy to continue. Mifepristone, when used together with
another medicine called misoprostol, is used to end an early pregnancy (49
days or less since your last menstrual period began).

2. Is mifepristone approved in any other countries?

Yes, mifepristone has also been approved in the United Kingdom, Sweden and
other countries. L

3. Who should not take mifepristone?

Some women should not take mifepristone. Do not take mifepristone if it has
been more than 49 days since your last menstrual period or if you have:

e 3 tubal pregnancy

e an intrauterine device (IUD) in place (It must be removed before you take
mifepristone)

e problems with your adrenal glands (the glands near your kidneys)

« been treated with certain sterold medications for a long period of time

* bleeding problems or are taking anticoagulant (blood thinning) drug
products

e had an allergic reaction to mifepristone, misoprostol or similar drugs

It is important that you understand the need for 2 follow-up visits with your
health care provider and that you have access to a medical care facility in case
of an emergency. '

Mifepristone has not been studied in women who are heavy smokers. Please
tell your doctor if you smoke more than 10 cigarettes a day.

4, Is mifepristone distribution restricted?
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Yes, mifepristone is supplied directly to doctors who meet certain qualifications.
It is not and will not be available in pharmacies, and it is not legally available
over the Internet.

5. Why are there restrictions for this drug?

Studies of mifepristone were conducted by doctors who had certain
qualifications. Both the drug sponsor and the 1996 Reproductive Drug Products
Advisory Committee also recommended that FDA restrict distribution of
mifepristone to qualified doctors. FDA has concluded that these restrictions are
necessary for the safe use of the drug.

6. What qualifications must doctors have to obtain mifepristone?

Doctors must have the ability to date pregnancies accurately and to diagnose
tubal pregnancies. Doctors must also be qualified to provide any necessary
surgery, or have made arrangements for any necessary surgery. Doctors must
ensure that women have access to medical facilities for emergency care, and
must agree to other responsibilities, such as dispensing the Medication Guide
and reporting any adverse events to the sponsor.

7. What authority does FDA have to restrict distribution of a drug?

The law authorizes FDA to approve new drugs only if they have been
demonstrated to be safe and effective for use under the conditions of use
recommended in the label. FDA has broad authortity to require restrictions on
distribution to ensure safe and effective use. FDA’s full legal authority to restrict
distribution of a drug is described in more detail in the preamble to agency
drug regulations. Federal Register Notice.

8. Can health care providers other than doctors dispense
mifepristone?

Some states allow physicians to supervise other health care practitioners, such
as certified registered nurse practitioners and nurse midwives, and these states
may allow a supervised health care provider to dispense mifepristone. Health
care providers should check their state law provislons.

9. Is there an age restriction for termination of pregnancy?

State law determines whether there are any restriction on minors obtalning
surgical or medical abortions. FDA has not set any separate age restriction on
the provision of Mifepristone states may set age restrictions on termination of
pregnancy if they believe such restrictions are appropriate..

10. Are there studies with mifepristone in women under the age of
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18?
Studies to evaluate mifepristone included women ages 18-45.
11. What are the possible side effects of using mifepristone?

Mifepristone treatment will cause vaginal bleeding. In some cases vaginal
bleeding can be very heavy. In a few cases, this bleeding will need to be
stopped by a surgical procedure,

Other possible side effects of the treatment include diarrhea, nausea, vomiting,
headache, dizziness, back pain, and tiredness.

The possible side effects are described in the Medication Guide. Please read the
Medication Guide.

12, _What is a Medication Guide?

A Medication Guide is a leaflet that contains certain FDA-approved information,
written especially for patients.

13. Why did FDA develop a Medication Guide for mifepristone?

FDA determined that a Medication Guide was necessary for women to be able
to use mifepristone effectively and safely. It is important for women to be fully
informed about how mifepristone works and about its risks, as well as the need
for follow-up visits with thelr health care provider, especially on the 14th day
after mifepristone is administered. The Medication Guide will help ensure that
women follow the directions for use and that they return to their health care
provider for follow-up visits.

Before you receive mifépristone, your doctor will provide you with the
Medication Guide and ask you to sign a statement (Patient Agreement) that you
have decided to end your pregnancy.

14. Can I become pregnant again if I take mifepristone?

You can become pregnant again right after your pregnancy ends. If you do not
want to get become pregnant again, start using a birth control method of your
choice as soon as your pregnancy ends.

15. Does FDA endorse the use of this drug?

FDA does not endorse or promote any drug product. The agency evaluates all
drug applications submitted by sponsors to determine whether a drug Is safe
and effective for its proposed indication under the conditions of use In the
labeling. This means that the benefits of the drug outweigh its risks. The same
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standards were applied to the new drug application for mifepristone as are
applied to all applications.

16. How much will mifepristone cost?

Manufacturers establish prices for prescription drugs. FDA has no input into or
jurisdiction over drug pricing. FDA does not know what mifepristone will cost
when it becomes available.

17. Will insurance companies pay for mifepristone?

The FDA has no input into or legal control over whether an insurance company
does or does not cover the cost of a drug. Insurance coverage is a decision
made by your insurance provider. Please call your insurance company if you
have questions, about whether your particular insurance provider will cover the
cost of mifepristone. '
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