RU-486 BRIEFING POINTS

The FDA approved mifepristone (RU-486) with minimal restrictions that are appropriate to
ensure safe use.
(RU-486 can only be prescribed by a physician who can do appropriate surgical follow
up if needed, or who has made such arrangements; the medication is taken in the
physician’s office over the course of 2 visits)
The decision was based on the science — the FDA carefully evaluated of the scientific
evidence related to the safety and efficacy of the drug. This process was not politicized — the
White House was not involved in the FDA’s decision.
The women’s groups are very pleased — they are praising the decision publicly.
RU-486 is safe and effective through the 7" week of pregnancy. It has been determined to be
92%-95% effective.
Regimen: women take mifepristone, then return two days later for misoprostol, which
induces contractions, and then go back to the doctor 2 weeks later for follow up.



SO e RORPIEN DEPUTY SECY

"HHS NEWS

u.s. D!PARTUENT OF HEALTH AND HUMAN SERVICES

POO-19 : FOOD AND DRUG ADMINISTRATION

September 28, 2000 Print Media: 301-827-6250

FOR IMMEDIATE RELEASE Broadcast Media: 301-827-3434
Consumor Iaquiries:  8B88-INFO-FDA

FOA APPROVES MIFEPRISTONE
FOR THEE TERMINATION OF EARLY PREGMAMCY

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

Under the approvad.treatment regimen, a woman first
takes 600 milligrama of mifepristone (three 200 milligram
pills) by mouth. Tvo days later, she takes 400 micrograms
(two.ZOO‘miczogrﬁm pills) of miscprestel, a prostaglandin.
Women will returnm for a follow-up visit approximately 14
days aft;t taking mifepristone to determine whether the
pregnancy has been terminated.

Because of the importance of adhering to this
treatment regimen, each woman receivinglmifepristone will
be given a Medication Guide that clearly explains ho; to
take the drug, who should aveid taking it, and Hhai gide
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effacts can occur.

“The approval of mifepristone is the result of the
FDA’ s carefﬁl evéluaticn of the scientific evidence related
to the safe and effective use of this drug,” said Jane E.
Henney, M.D., Commissionezr of Food and Drugs. “fhe FDA’s
review and approval of this drug has adhered strictly to
our legal mandate and missi9n as a science-based public
health regulatdry agency.” |

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

The labeling for mifepristene emphaﬁizes 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 déys. In about one of
‘190 women, bleediﬂg can be so heavy that a surgical
procedurxe uili.be required to stop the bleeding.

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

e Confirmed or suspected ectopic (“tubal”) pregnancies

e Intrauterine device (IUD) in place

e Chrenic 1ailure'ef the adrenal glands

-Moze~
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] ICuzrent long—term therapy with corticosteroids
e History oﬁ allergy to mifepristone, misoprostol or other
prostaglandins
s Bleeding disorders or current anticoagulant (blood-
thinning) therapyf

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 presacribe mifepzistone
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 outcémes
among physicians who refezr 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
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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 alse been approved in
the United Kingdom, Sweden, and other countriés.

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

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

httg://wuw_fda.gov/cder/drug/infopage/mifepristone/
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Questions and Answers on Mifepristone: INTERNAL USE ONLY

Generul
Q: What action did FDA take today?

A: Today, FDA approved mifepristone (trade 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 menstrual period.

Q: What rreatment regimen did FDA approve?

A: The drug (mifepristone) is administered to 2 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 aking
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 trials?

A: Inthe U.S. trials, medical termunation 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 terminarion of pregnancy, 5.3% without misoprostol and the resy
after taking both drugs. Surgica) 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;.v_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 intervenzion 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 fts *“Subpart H” regularions, which
specifically allow FDA 10 establish appropriate conrols en 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 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 necessary. In addirion, because of the importance of
adhering 10 this treamment regimen, each woman receiving mifepristone will
be given a Medication Guide that clearly explains how 1o 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?
A: FDA always seeks to ensure that the products it approves are used

appropriately, 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 additon, 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 w0 drugs for
serious and life-threatening ilinesses. 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 committee that discussed this application in July 1996
also recommended such a system. FDA has concluded that the terminarion
of unwanred pregnancy is a serious condition, and that these restrictions are
necessary for the safe use of this drug.

Moreover, mifepristone’s distriburion is typically resicted in other
countries where it has been approved. FDA has concluded that establishing

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

it is used appropriately.

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

A: The disibutian 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 regisy system that ensures monitoring of
certain blood 1est results prior o the delivery of the drug.

o Transmucosal fentanyl (Oralet), a potent analgesic delivered on 8
lollipop as premedicarion in pediatric patients before surgery or before
painful procedures, is reswicted to certain registered hospitals, and is
not available retail pharmacy outlets.

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

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

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

3
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Patierts 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 expcrie'pce in countries where mifepristone is

. approved have shown that this regimen fails in five to eighs of 100 women.
Therefore, if the regimen fails and a woman still wants 10 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 manufactﬁur establish a registry of physicians
who have access to mifepristone?

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

Q: How can cancer patients abtain mifepristone?

A: Mifepristone is available for certain cancer patients through a single
patient IND. Patients must be treated according 10 a specified treatment
plan. The drug is provided by the Feminist Majority Foundation.

EEHI’E an !m:

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

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 50 much longer? -

A: FDA sem the sponsor an “approvable” lener in Seprember 1996, six
months after receiving the application. The lenier idenrified outstanding
issues that needed 1o be resolved before FDA could approve mifepristone.
The sponsor responded to those issuss in September 1999. FDA issued
another “spprovable” lewer in February, 2000, asking additional questions.
The sponsor has now answered thase questions.

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

A: Ttwould be unprecedented for Congress w overrule an FDA decision
10 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 1o overrule an FDA decision to
approve a medical product.

Q: Who manufactures and distributes mifepriStone? |

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 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 reproductive rights issues similar to 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 information 1s
considered confidenrial commereial information.

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

A: Because many threats and actions of violence have been directed at
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 csn mifepristone be safely used?

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

Day 1: a parient will be given three 200 milligram tablets 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 ocewrred, the patient will be given
wo 200 microgram 1ablets of misoprostol that she will take orally.

Day 14: the partient 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 2 pregnancy? '

A:  The sponsor submirted 8 new drug application the FDA, seeking the
agency’s approval w market mifepristone for the rermination of early
pregnancy. FDA concluded that the results from the clinical mrials
established thar 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 migsion as 8 science-based regulatory agency.
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Q: Why did FDA require s second visit on Day 3, when the product is
being studied and used in s U.S. clivical trial without & return visit on
Day 3? ‘

A: Mifepristonz was approved on the basis of dam from clinical trials,
designed by the spansor, in which every woman in the study was required 1o
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 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 physiciahs prescribe mifepristone?

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

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

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

Q: Whatabout misoprmﬁ|? I the uu of misoprostol an uniabeled
use? o .

A: Under the approved weatment 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 terminstion of early pregnancy.

o
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Q: The manufacturer of muoprultol ]ust 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 this warning.
How can FDA reconcile this warning wltll the approval of mifepristone
when used with misoprostol?. .

A:  Misoprostol (used alone) is carremly 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 not tlke m150prosml for prevention of gastric
ulcers or any other reason. ' .

The “Dear Doctor” letter wsued bi' Searle on August 23, 2000, warmns
prescribers that mxsaprostol may cause abartion It therefore emphasizes
that misoprostol is contraindicated ﬁ:r use by any pregnant woman who does
not wish 1o terminate her pregmncy '

As part of the mlfepnsrone-mxsoprcmol reglmen. misoprosto] is appropriate
for use to rerminare early pre -

Q:  Searle just distributed? ne Iiilbellilﬁ for its misoprostol product
(Cytotec) that says the product is not approved for abortion. What is
FDA’s pasition on this I.I:tllng’ |

A: Now that FDA has approved:the eatment plan for the use of
‘mifeprisione followed by the administrarion of misoprostol for the medical
termination of intrauterine pregnane; f through 49 days of pregnancy, the
siatement in the Searle label is inappr ate FDA has asked that it be
removed. :

Patient Safety and Side ;:!-33%

of m!epnstone"

Q: What are the major lide .'

A:  The Medication Guide pro dbs mfm-manon that women should be
aware of concerning the incidence of side effects from administration of
Mifeprex. These include cramping ¥nd, sometimes, heavy bleeding, Afier
misoprostol administration on:Da 3' there may be nauses, vomiting, and
diarrhea. Befare taking this medication, a woman must be fully aware of
what to expect and will have 10 sl#'rhe Panent Agreement form.
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;‘_en shmﬂd be warned abour include
3 gccur from 9 to 16 days and that has
dd4ys. Up to eight percent of women may

' :30 days or more. Surgical intervention

The problems or side effects thar.
bleeding or spoming that is likely
been reported 1o last as long as 69
experience sorne kind of bleeding
may be needed 10 control the bl,'

_-‘l ;
: I_:anwfhnmkes mifepristone receive a
explatns how 1o take the drug, who should
avoid taking it, and whar side effeces :an occur

A: FDA is requiring thar ea_éli

1s:d ' - .::'ust also read the Medicarion Guide
and sign the patient agreement formhibefore the drug will be administered.

¥D A has esrabhshed for this reatnent

=f th woman read the Medication Guide
&) the Patiert Agreement Form. These
fr every woman knows and understands
aTie . n of enrly pregnancy and is committed

A: Among the many safeguar
regimen are the requiremems thay ¢
for mifepristone and that she also

that this regimen is for the termi
to that course of action. } | |
FDA and the sponsor have etk hsbed a program 1o inform women

i ing the risk  of birth defects if the regimen does not
end the pregnancy. Women are ingt 3 ac1ed that surgical termination may be
needed, and the Patient Agneeme LE ccmﬁcs that they understand this-
possibility. S
Q:  Critics of this drugsay it idig |
How does FDA respond? it

A: FDA and the sponsor have - bii
“about this regimen, including the risk ofbmh defects if the regimen does not

end the pregnancy. Although'the @ i risk are very limited, there are
several reports in the medical literatu of afier first rimester
exposure to prostaglandins, u:u:l d e

P
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As of May 2000, 82 ca.se!i '-';1 ' 3: *lie_ported in which women with
ongoing pregnancies after using gidsristane, alone or followed by |
misoprosto), declined to have a ’11« pqutdure Of those, follow-up
information is available for 36. Twi it m -six f those women experienced
live births, and nope of the infanis H myhbnomahnes detected a1 birth.
Ten of the women later decxded to - h: a sh:gx:al termination, and of those,
there was one case of fetal mal $iltion. i P
, L = I
Q: Has the sponsor sgned to _ l! - uifpu tmarketing studies of
mifepristone? { e
A: To gather additional data a }thc l-lké of xmfepnsmne the Populartion
Council has made a commitment t o mrkeung studies. These

include a study comparing pauent d nmE‘s ong physicians who refer
their patients needing surgical inte 'Tli'." ion mpa.red to those who perform
surgical procedures themselves; argr t f prescribers that will examine

whether patients and their phys 1:; " igning the patient agreement and
placing it in the patient’s medi I 3 ud. : &eqmred and a system for

surveillance, reporung and tra: 1of oﬂgbmg pregnancies afier reatment
with mifepristone in the U.S. : 3 |e |
|f'_ SN

Q: The sponsor of mifepnsl
studies involviog this drug
regimen is unsafe" 1‘ A
A: No. Itis not ar all un ng tbconduct postmarketing

Access:

bl ysxclans who can accurately
y and detect an ectopic (or
"fépnstone must also be able

A: The drug will be cllstnbu#
determine the duration of a worg | 1
tubal) pregnancy. Phys:cmm e . Escribeh
to provide surgical intervention ? T

t mpletc abortion or severe
bleeding — or they must have maddgians ﬁ _vrqnce for parients to obtain
such care through others. ' :; {# 15 |

AR | (. I 7 A .

AN

e U

Y| R

SREE | . !

N | A




w9

o aLau b .o DEPUTY SECY
Sep-28-2000 11:38am  i‘rour¥DA-FuelIC AFFAIRS I*l 4 ! i A 6948004 T-007  P.016/020
INTERNAL USE ONLY g
Q:  Will it be available in p} .
A: No. Mifepristonc will bc il g ; itlh'rough qualified physicians.
Q: . What health professionals [Maj tiny _‘ euns to mifepristone?
S . (P l
A: Some sures allow physiclandi 48y br.her health care
practitioners such as certified re plmctmonexs and nurse
midwives, and these states may’ i 1] 3ed health care provider 10
dispense mxfepnstone i “ RR :: |
(P T
Q: Wil mlfepnstone be s pver | "- Internet?
]

~ denied entry into the U.S., howgve

A: No. FDAandthespons' W estal I
many safeguardS,_includingthe 1
qualified physicians, '

d a reaument regimen with
n of the drug only 10

Q: In 1990 FDA issued an l., u--.i Al y
of mifepristone into the United i
several other names. Is that Haop

banned the importation
s, e drug was listed under
t xdegeall valid?

i afety concerns for people
ision from a health care

A: FDA issued this Impcrt.: jexs
taking the unapproved drug

professional, Now that FDA ha 4 i ﬁ'eprex. the Import Alert has
been revised to exemp this Sp 211y mthe alert. Formulations of
mifepristone not covered by thes n IND in effect would still be

!
i
|

Q: Has mlfepnstou heen X !:3 : ‘uses? If so, will those

studies continue?

A: Mifepristone is being stugics . of uses, because it can
block steroid recepiors. In partiullEgin b g jnvestigared as a potential
reatment for cancers whose TUIBDESRAYE MgBeSIETONE receplors.
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Did the White House q

review of n.i.feprhtone?

A

Q:

A:

Q:

A:

The spansor had to obtain p L
in May, 1994. The sponsor ¢ ;:,- -' '
drug, file an IND with the FOA
of the product. Finally, the &
a marketing applicaton w t

» H
A:

reviewers and others who n

No. Neither the Whlte' .
FDA's decision. FDA based i 1

EBarlier this year t.lleu
impose severe restrictions ¢ !
changed FDA’s thinking? - i

Same early press report o
is nearing the end of a producs [ressaw .| g
and the sponsor is normal. .

Presgident Clinton in 1;

could be doue to expedits t
S8ecretary in 1994 said tlut 2
evaluate mifepristone.”
sponsor until 1996 that ¢

Many things had 0 ¢
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| ;’: intervene in FDA's

Hor W _ecremry were invojved in
SERNR0 GIoN ePdcnce

!' thmpbgu
:.;-.‘ ‘l ﬂﬁyolmi.feprhtnne What

mﬁ ¥ __5; inaccurate. When FDA
' take between the agency

e Hscretary Shalala to sce what
Sty of mifepristone. The
ill it can to quickly
Why did FDA not tell the
ppnnhle?'

in March 1996. It began
nl advisory commirtree
' in September 1996.

ol 1 4
mmndetudeemgi Moy wifepristone?

Many FDA employees
new product. The appraval _
signed by a senior official. "

In the case of mifep i

Q: What about reports
beighteaed security?
A: FDA does not comm

i) dem“d
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1. What is MIFEPREX (llllcp
Mifeprisione is a drug that blocks
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RU-486 GUIDANCE AS OF 9/28 AT 11:134AM

--FDA Decision Not Yet Released - NOT EVEN ON AN EMBARGOED BASIS

--Press is reporting based on rumor that approval will be announced this afternoon

--We do know that FDA has made the decision, but we do not yet know the outcome, nor
when it will be announced.

--What the Vice President said at the MTY Town Hall

Unidentified Woman #2: If you were the president, would you make RU- 486 more
available for young women?

Vice President AL GORE: Yes. Other countries have had this. 1 think that it ought to
be available, provided, of course, that it's—-that it is safe. And I--I think that what's

wrong is to hold it off the market for some kind of political reason. And I'm totally
© against that.

--What we think VP should say at this point

Not knowing what the FDA’s dccision is, I cannot comment. As I said the other
night on MTV, I think the drug should be madec available — provided it is safe.

——
"

Draft Statement by the Vice President, 9/28/00

I am pleased with the FDA’s decision to approve RU-486, finding it safe and effective.
This is not about politics, but the health of American women.



