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September 29, 2000

FROM:

CC:

RU-486SUBJECT:

MELANNE VERVEER
SHIRLEY SAGAWA 
LISSA MUSCATINE 
ANN O’LEARY

1) Only licensed physicians could distribute mifepristone. (Under the FDA plan, mid-level 
providers such as nurse-practitioners could dispense mifepristone under physician 
supervision, as allowed by state law.)

Medicaid Coverage
Medicaid coverage of mifepristone should be similar to Medicaid coverage of surgical abortions. 
Thus, in the 16 states that cover abortion with their own state Medicaid funds (California, 
Connecticut, Hawaii, Idaho, Illinois, Maryland, Massachusetts, Minnesota, Montana, New 
Jersey, New Mexico, New York, Oregon, Vermont, Washington, and West Virginia), 
mifepristone should be covered, but in the other states, Medicaid would only cover under Hyde 
amendment situations: in case of rape or incest or life endangerment. HHS is currently in the 
process of determining whether to classify mifepristone a physician service or a drug.

Attached please find guidance from the FDA and HHS on yesterday’s RU-486 (mifepristone) 
decision. You asked whether the restrictions imposed by the FDA were comparable to those 
women face in Europe. Although the restrictions vary by country and health care system, I am 
told by advocates that they are comparable. For example, like the FDA plan, many countries 
require three visits to the physician’s office.

THE WHITE HOUSE

WASHINGTON

Legal and Legislative Responses to the Decision
Opponents of mifepristone will respond in two ways to the decision. First, they have suggested 
they will sue the FDA, arguing that the approval process was flawed and political. If there is a 
more sympathetic FDA commissioner, they may also wait until women have been using the drug 
and sue on behalf of women who claim they were injured by it, and ask the FDA to reconsider 
the safety and efficacy.

Second, opponents are already contemplating a legislative response. Rep. Tom Cobum, who for 
the last three years has led the unsuccessful fight to prevent the FDA from approving 
mifepristone through Agriculture Appropriations riders, is planning to introduce legislation that 
would sharply curtail access to the drug. His proposed legislation would impose the following 
“patient protections:”

MEMORANDUM FOR HILLARY RODHAM CLINTON

HEATHER HOWARD
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Rep. Cobum, who is retiring this year, may try to attach these restrictions to an appropriations 
bill before the end of the session. The Republican leadership may prevent him, however, in 
order to keep the appropriations bills moving;

2) The physician must be trained and authorized by law to provide surgical abortions. This is 
clearly intended to limit the pool of providers.

3) The physician must be certified to provide ultrasound. Again, this would limit the pool of 
possible providers.

4) Distributing physicians must be certified to provide mifepristone through a curriculum 
approved by the FDA. This would require physicians to go through an FDA training 
program- creating hurdles for doctors and probably discouraging them from providing 
mifepristone.



June 7, 2000

MEMORANDUM FOR HILLARY RODHAM CLINTON

FROM: HEATHER HOWARD

CC:

SUBJECT: RU-486

• Mifepristone is used in the first seven weeks of pregnancy. It has been shown in studies to 
be effective in ending pregnancy, but a small percentage of women require additional 
medical treatment such as blood transfusions or surgical procedures. It has been used over 
500,000 times in Europe over the past 12 years.

MELANNE VERVEER
SHIRLEY SAGAWA 
LISSA MUSCATINE 
ANN O’LEARY

• In 1996 and again in February 2000, the FDA issued an “approvable” letter for Mifepristone, 
indicating that final approval was contingent upon additional information about 
manufacturing practices and labeling.

• Danco Laboratories - the company licensed for U.S. manufacture and distribution - is 
negotiating the conditions for the drug’s manufacture, labeling and distribution. The groups 
have talked to Danco and claim that the FDA is considering requiring restrictions that would 
seriously limit access, including:

• Requiring a “black box” to highlight certain warnings. According to the groups, the only 
other non-scheduled drug with such a black box is thalidomide.

As you know from news reports, pro-choice groups (Planned Parenthood, NARAL, National 
Abortion Federation and the Feminist Majority Foundation) are concerned that the FDA is 
considering placing restrictions on access to RU-486 (Mifepristone). I wanted to provide you 
with some background and context:

• In 1989, the Bush Administration banned the importation of Mifepristone. In 1993, 
President Clinton reversed the importation ban. In 1998 and 1999, the Administration 
successfully fought for removal of an appropriations provision that would have prohibited 
the FDA from testing, developing or approving Mifepristone. We may face a similar 
amendment as early as next week when the House considers the Agriculture appropriations 
bill.



Our message should be:

• We do not want women to face unnecessary access barriers, but we do want appropriate 
safety precautions.

• Mifepristone has been used safely and effectively in Europe for more than a decade, and the 
FDA has twice issued “approvable” letters, finding it safe and effective.

• The FDA is doing what it should be doing at this stage in the review process — it is in 
negotiations with Danco about manufacturing and distribution issues. Danco will have an 
opportunity to be heard and present its arguments. The FDA’s final decision must be based 
on the science.

• RU-486 is an important, non-surgical option for women early in their pregnancies and will 
not result in more abortions.

We do not know whether the press reports have accurately portrayed the conditions being 
considered by the FDA; we also do not know whether any of the restrictions are reasonable on 
their face. We have had no contact with the FDA because it is very important that the FDA’s 
scientific approval process be credible; we should not interfere and politicize it. I have, however, 
been trying to see what I can find out from appropriate sources. We do know that the process is 
ongoing, and that the FDA is in negotiations with Danco - these restrictions may only be an 
early proposal. Danco will have an opportunity to respond to these proposals within the next few 
weeks, and will be able to make their arguments based on the science. The press reports are 
unfortunate because they politicize an issue that should be about the science, and hopefully the 
outcry has not boxed the FDA in.

• Requiring that it only be distributed by “qualified physicians” who are trained and 
certified to distribute it, and who are trained and authorized to perform surgical 
abortions. This would be problematic for two reasons: first, it would limit the number of 
doctors who would be able to prescribe, since there are already far too few doctors 
performing surgical abortions; second, it would require a registry to keep track of who is 
authorized to distribute the drug, which would discourage doctors who fear anti-choice 
violence.

• Requiring that Misoprostol, the second pill taken to induce contractions, be taken in a 
doctor's office, which would require women to make a second trip and would in 
particular limit the access of rural women. (Apparently in France women are required to 
make several trips to the doctor’s office).



THE FIGHT FOR MIFEPRISTONE (RU 486)

1980 J
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1988
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Feb. 1991

July 1991

1991

July 1992

Leading scientists testify before Congress that the FDA import ban has 
hindered research on the broad medical benefits of mifepristone, including 
as a treatment for breast cancer.

Researchers at Roussel Uclaf, a French pharmaceutical company 
synthesize mifepristone (RU 486).

The first study on the use of mifepristone to terminate early pregnancy is 
published.

Mifepristone becomes available in France. In response to anti-abortion 
protests, Roussel Uclaf halts distribution of mifepristone. The French 
Minister of Health orders Roussel Uclaf to return the drug to the market, 
calling it “the moral property of women.” Anti-abortion forces threaten a 
boycott of Roussel Uclaf’s parent company. Hoechst A.G.

The American Association for Advancement of Science (AAAS) 
urges the testing and use of mifepristone.

The U.S. Food and Drug Administration (FDA) issues a testing permit to 
the Population Council, a non-profit research organization, on the use of 
mifepristone as a method of early abortion.

Mifepristone is approved as an early option for nonsurgical abortion 
in the United Kingdom.

In response to pressure from the Bush administration and anti-choice 
members of Congress the FDA bans the importation of mifepristone for 
personal use. Hoechst informs abortion opponents that it does not intend 
to market or distribute mifepristone outside of France.

Mifepristone is approved as an early option for nonsurgical abortion in 
Sweden.

An American woman, Leona Benten, issues the first direct challenge to 
the FDA import alert when she returns from Europe with mifepristone. 
U.S. Customs officials seize the drug when Benten arrives. A U.S. District 
Court hears her case and examines the import alert, concluding, “[T]he 
decision to ban the drug was based not from any bona fide concern for 
the safety of users of the drug, but on political considerations having no 
place in FDA decisions on health and safety.” The U.S. Supreme Court 
refuses to hear her case or to order the FDA to overturn the import ban.



Jan. 1993

Feb. 1997

PHOTOCOPY
HRC HANDWRITING

Gedeon Richter, the European manufacturer responsible for 
producing mifepristone for the U.S. market, cancels its contract 
with the Population Council. While a new manufacturer is sought, 
mifepristone's introduction into the U.S. is delayed indefinitely.

July 1996 The FDA holds hearings on whether to approve mifepristone for 
use in the U.S. The FDA Advisory Committee for 
Reproductive Health Drugs recommends approval of 
mifepristone as a safe and effective early nonsurgical method of 
abortion. In addition, the committee concludes that the benefits of 
the procedure outweigh its risks.

Sept. 1993 The Institute of Medicine (IOM) releases a report 
recommending expedited submission to the FDA of a New Drug 
Application for the use of mifepristone as an early option for 
nonsurgical abortion. The IOM Report also calls for U.S. research 
on mifepristone and other antiprogestins as contraceptives and 
emergency contraceptives, and as possible treatments for 
endometriosis, some types of breast cancer, uterine fibroids, labor 
management, meningiomas, and other conditions.

1994-1995 Roussel Uclaf donates U.S. patent rights for mifepristone to the 
Population Council. Clinical trials in the U.S. testing the 
combination of mifepristone and the prostaglandin misoprostol are 
conducted. Twenty-one hundred women in America participate in 
the trials.

Oct. 1992 A study published in the New England Journal of Medicine 
concludes that mifepristone is a safe and effective emergency 
contraceptive.

L

Sept. 1996 The FDA issues an “approvable letterLfQJLmijepristone, when used 
in combination with misoprostol, for early abortion. The FDA 
determines that “the submitted clinical data demonstrate the safety 
and efficacy of mifepristone in combination with'misoprostol when 
osedTjhder close medical supervision, but additional 
information on other issues, including manufactuiing^i^^ 
labeling, must be submitted before a final approval-decision can be 
fhade.”

President Clinton issues an Executive Order directing the Secretary 
of Health and Human Services to instruct the FDA to re-evaluate 
the mifepristone import ban and to assess ways to prornoteThe 
testing, licensing, zand manufacturing ofmifepristone.

Zz



April 1998

June 1998

July 1998

Fall 1998

1999

Feb. 2000

The New England Journal of Medicine reports on the clinical trials 
submitted to the FDA. The study finds mifepristone, in combination with a 
prostaglandin, is effective in medically terminating pregnancy in 92 
percent of pregnancies lasting 49 or fewer days. (Women for whom the 
drug combination does not work may terminate the pregnancy surgically.) 
The study also finds this method of early nonsurgical abortion to be safe: 
side effects generally consist of nausea and cramping.

The FDA issues a second "approvable letter" for mifepristone, 
when used in combination with misoprostol as an early option for 
nonsurgical abortion. The letter indicates that additional 
information is required before the FDA can grant final marketing 
approval. Final approval is expected in 2000.

The Archives of Family Medicine reports that American women involved in 
clinical trials of mifepristone and misoprostol find the regimen highly 
acceptable. Ninety-six percent would recommend the method to a woman 
seeking an abortion, and over 90 percent would choose the method if they 
needed an abortion in the future. Even among women for whom the 
method failed, necessitating a traditional surgical abortion, 70 percent 
would try it again and 85 percent would recommend it to others.

The Clinton Administration strongly opposes the inclusion of the Coburn 
amendment in the final Agriculture Appropriations bill and threatens to 
veto the bill if the ban is included. The Senate does not include a ban on 
FDA expenditure of funds to approve medical abortion in the Agriculture 
Appropriations bill. A conference committee is appointed to resolve the 
Senate and House differences in the Agriculture Appropriations bill, and 
ultimately the ban is removed.

For the second time, the House votes to include the Coburn amendment, 
banning FDA expenditure of funds to approve medical abortion, in the 
Agriculture Appropriations bill. The Senate does not include such a ban, 
and a conference committee agrees to remove the language from the final 
version of the bill. Austria, Belgium, Denmark, Finland, Germany, 
Greece, Israel, Spain, and the Netherlands approve mifepristone for 
marketing.

U.S. Rep. Tom Coburn (R-OK) offers an amendment to the fiscal year 
1999 Agriculture Appropriations bill to bar the FDA from using funds to 
test, develop, or approve any drug for the “chemical” inducement of 
abortion, including mifepristone. The amendment passes by a vote of 
223-202.



Approval for RU-486
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The Food and Drug Administration is expected 
to announce a decision next week on the fate of RU- 
486, the abortion pill that can offer women a safe, 
non-invasive alternative to surgical abortion. The 
agency faces a Sept. 30 deadline on whether to give 
final marketing approval for the drug, call for a 
delay of action or deny approval.

RU-486 would be a crucial breakthrough in 
abortion access in this country because it can be 
administered by primary care doctors in communi­
ties where surgical abortion services are nonexist­
ent. Patients with RU-486 prescriptions would no 
longer need to travel to clinics that are targets of 
abortion protests. Not surprisingly, anti-abortion 
groups have vehemently opposed F.D.A. approval. 

There is overwhelming evidence of RU-486’s 
safety and effectiveness in a decade of use by more 
than 500,000 women in Europe and in clinical trials 

■ in this country. It is time the F.D.A. allowed women 
access to this important medical option without 
unnecessary restrictions.

RU-486, also known as mifepristone, was deter­
mined by the F.D.A. in 1996 to be safe and effective 
in terminating early pregnancies when used with 
another already approved drug called misoprostol. 
But RU-486 cannot be marketed until the F.D.A. 
resolves some manufacturing, labeling and distri­
bution concerns. Those issues are being negotiated 
between the agency and Danco Laboratories, the 
group that seeks to market the drug.

Earlier this year there was considerable con­
cern among pro-choice groups that the F.D.A. would 
impose strict distribution limits on RU-486. The 
F.D.A. was said to want only doctors who can 
perform surgical abortions to prescribe RU-486. 
Another proposal was to require prescribing doc­
tors to have admitting privileges at hospitals within 
an hour of their offices. Such restrictions would 
greatly limit use of the drug, and do not seem 
medically necessary. The F.D.A. should approve 
RU-486 promptly without restrictions that under­
mine broad access.

Yesterday’s surprising decision by the United 
' States to join with Japan and Europe in propping up 
' the euro will not heal the ailing new currency, but it 
. was a gesture worth making.

The euro's slide poses no grave threat to the 
world economy. Indeed, by cutting the cost of buy­
ing European goods, it helps American consumers 
and travelers to Europe. A lower euro does make 
American goods more expensive for Europeans to 
buy, hurting sales of American exports. But the 
American economy, according to the Federal Re­
serve, is in danger of overheating and needs no 
extra assist from more exports.

But the sagging euro has seriously hurt some 
American industries. It also hurts European con­
sumers by driving up the price of imports and 
makes the European Central Bank’s task of keeping 
inflation low that much harder. If, as the finance 
ministers believe, the slide of the euro is temporary, 
then there is an argument for returning it to its long­
term value as soon as posable.

The theory behind intervention is that the euro

I 
is falling primarily because currency traders ex-' 
pect it to continue to fall. Intervention, so the 
argument goes, can swing currency traders around 
to the idea that the euro’s slide is ending, inducing 
them to buy the euro, thus driving up its price.

In reality, interventions rarely work. The 
amount of money that governments are prepared to 
spend buying euros is tiny compared with the 
amounts that private currency traders are pre­
pared to sell. Interventions can change currency 
values, but only if they are tied to changes in 
government policy. If, for example, the Federal 
Reserve had intervened yesterday as part of a 
decision to drive interest rates lower, investors 
would start selling dollars and buying euros. But 
that was not the Fed’s intent in this case.

The best case for intervention is that America’s 
European allies asked for help. Someday the United 
States might seek European assistance to prop up a 
falling dollar or to rein in a soaring dollar. If finance 
ministers feel compelled to help one another out, 
there is little danger in trying.
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S3, ha* worked at the paper sbkt 
1980. when he was hired by Gro- 
ham as we president and general 

counarL He and Graham have 
been fnend* since thru days to­

gether at St Albans School and bi­
er at Harvard College.

The announcement is not ex­

pected to herald big changes at the 

newspaper. Jones has been m 
charge of day-uxiiy operation* 

soce January, when Graham ap- 

pom led hun associate pubbahet 
‘Bo has really been running the 

newspaper to a great extent tor 
year*.* Graham said io an in­
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The newest American television ianuly 

couldn't be more ordinary. The father is a tun­

lory proleMor. the mother runs a beauty salon. 
They drrre the oifiaai vehicle uf the suburb*— 

an SUV—and they have four children, ages 9 

to 14. three u Jiem boy*.
They wouldn't seem out of place living next 

door to June and Ward Cleaver or the Brady 
Bunch. Except lor one thing- their name is Gar­

cia. and they are the onlv nuddle-clasa Latino 
family in prune time, the hr*t tn 20 year*.

The arrival over the summer ol “the Both­

ers Garcia* on cable s Nickelodeon, the chan­

nel moM watched by children under 12. is a bw
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Donald E Graham, chairman of 
The Washington Pout Co., yester­

day appmntrd Bosfeuillet Jones 
Jr. publisher nf the new^mprr. the 
first tune someone outside the 
Graham family has held that paw 

tian in more than 30 year*.
In an address to senior staff 

members yesterday. Graham. 55. 

smd he will ennt ue to bold the ti­
tle ol chairman of the newspaper, 

but Jones will 1.* ns diief exec- 
utive Graham also said he would 

conunue to oversee the newspn- 
Per’s editorial page policy Nor a 
wh.-u*

The mo*» comprehensive review of mentally retard­

ed adults m the District s care has found that nearly 40 

percent o< those assessed are at nsk because provsder* 

are overuMiig psychotropic drugs- improperty mon­
itoring medication or tailing to deliver routine health 

care.
In addition. 5 percent of thoee reviewed had been aa- 

aauiicd. according to a draft report provided to The 
Washington 1W Phe city is planning to release a final 

report by Monday
The preiinurury n-port by a team of consuftants ia 

the first -vstnrutK. independent Asscswnrni of those 

in the OiMnct s troubled system of care for the mental-
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The Whjte House said yesterday 

that 404 prople have «ayed over­

night M the executive nunvaxi or 
Camp'David since Hillary Rodham 

Uintnn bunched her campaign for 
the L'i. Senate, many of them do­
nors who have given in excess of 

to Mippirt her effort. 

Seriung to quell a brewing crartro- 
vrm over «-hrther the first lady im- 

proper+y uwd rreemmerM reaouroea 
m her bid for a New York Senate seat, 
the Whrte House denied tet Ptvto- 
drnt Chnwn or ha wife were trading 

the perks of the presidmey for poliu- 
tai uvor* h declared defiantly that 

they would continue to entertain 
thru fnends overnight until Omloo 
have* office.

A spowsman far Hillary Chntoo s 

campaign said about a quarter of the 
overnight guests were contributor* 
to her campaign but that there wa* 

no ‘quid pro quo’ between campugn 

checks and slrepowr inviUtion*
Nt is a baste, common-wmse tsne 

that your tnends and prople who you 

would have oxne stay at your home 
would also, m some instancr*. sup­

port your effort financially.’ Whue 
House spokesman Joe Lockhart said. 

’But wry suernon that there s any­
thing more to thai or there s any cm- 

necoun betuero that. ■ abaohnety

The rodden reacne operation by 
the United Statca. Europe and Ja­

pan took market* by surprise. As 

trader* ia worid financial center* 
watflmJihew computer screens ia 

aupenae. the-banks'buymg apree

Costly Foul in Shot 

US shot putter Adam Nelsoo 

fouled on his final throw, 
allowing Finland's Ars Harjn 

to win (be gold. Pu^rDl

Vice Prestderrt Gore enter* the fi­

nal phase of the riectxxi with a $10 

rmiliun advantage over Republican 

George W Bush, an edge the Gore 

team plans to use to blanker the air­

wave* m key state* between now 
and Election Day.

The financial gap comes as the 

Texas gw*roor -s stroggling to re­

gain hn lead in the polls and calm 
party leaden who few he has squan­

dered precious tune and money 
since the Republican National Con­

vention
Rush's heavy spending during 

August—$21 million to Gore's $11 

rmlbon—u significant because both 

candidaies began the general elec­
tion with (he same amount of public 
funding, about $67 million apiece.

Bush allies say his money gap can 
be bndgvd in part bv the Republican 

National Committee, which has a 
large cash advantage over its Demo­
cratic counterpart. Still Bushs 

quick spending dunng a month in 
which his advantage in the polls 
evaporated has raised quesuon* 
among some of fus own supporter* 
about t he GOP nominee s judgment 
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rometer of change* being wrought by the 

current generation of youth*, the mofo raaaily 
diverse and most Latino tn the nation's history. 

In the adult world. Latino advocate* have 

denounced broadcaster* for a “brownout’ of 

Latino sun caused by executives' doubt* that 
they draw enough adult viewers for advertis­
er*. The only adult show with a Latino theme 

and stars— ’Resurrection Boulevard.* about 
the worlung-dasa Santiagos of East Loa Ange­
les-premiered in June on the cable channel 
Showtune, which rvlie* on subs* n pt ions, not 

advertising.
But the walls are coming down in children's 

TV. reflecting much larger ch.mgrs working
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fy retarded. City offiriab ordered the review m the 

roru< after foones published in The Ptwt Ivt year d^ 
tailed numerous meaner* of abuse, aegteet ud tmo- 

vesbgated deaths among mentally retarded adufta
Prom April through August, the Drimarva Founda­

tion lor Medical Care Inc. sod the WiQiam H Mercer 
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THE WHITE HOUSE

Office of the Press Secretary

For Immediate Release January 22, 1993

The Roosevelt Room

3:22 P.M. EST

Please sit down, ladies and gentlemen.THE PRESIDENT:

9/26/2000 1:56 PM1 of 4

REMARKS BY THE PRESIDENT
DURING SIGNING OF PRESIDENTIAL MEMORANDA

We must free science and medicine from the grasp of politics 
and give all Americans access to the very latest and best medical 
treatments.

Today also marks the beginning of a new national 
reproductive health policy that aims to prevent unintended 
pregnanciesOur administration is committed to providing the 
kind of prenatal care, child care and family and medical leave 
that will lead to healthy childbearing and support America's 
families.

Today I am directing Secretary of Health and Human Services 
Shalala immediately to lift the moratorium on federal funding for 
research involving transplantation of fetal tissue.
This moratorium, which was first imposed in 1988, was extended 
indefinitely in 1989 despite the recommendation of a blue ribbon 
National Institute of Health advisory panel that it be ended. 
Five years later, the evidence is overwhelming. The moratorium 
has dramatically limited the development of possible treatment 
for millions of individuals who suffer from serious disorders, 
including Parkinson's disease, Alzheimer's disease, diabetes and 
leukemia. We must let medicine and science proceed unencumbered 
by anti-abortion politics.

Let me also say that our administration is particularly 
concerned with the epidemic of teenage pregnancy. The greatest 
human cost of our continuing national debate over reproductive 
policy is borne by our children and by their children. A few 
teenagers choose to have and raise children, and we must help 
them to succeed. But for millions a teen pregnancy is 
unintended, leaving the young woman and her partner totally 
unprepared for the responsibilities of parenthood. The social 

As a nation, our goal should be to protect individual 
freedom while fostering responsible decision-making, an approach 
that seeks to protect the right to choose while reducing the 
number of abortions. Our vision should be of an America where 
abortion is safe and legal, but rare.

Today I am acting to separate our national health and 
medical policy from the divisive conflict over abortion. This 
conflict, which stems from the Roe v. Wade decision of 20 years 
ago has brought to a halt promising research on treatment for 
serious conditions and diseases that affect millions of Americans 
-- millions of American men, women and children who include the 
members of my family and friends of mine and I'm sure virtually 
every other set of family and friends in the United States.
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I've also ordered HHS to immediately explore the propriety 
of promoting testing in the United States as well as the 
possiblity of licsensing and manufacturing according to the 
standards which govern all other drugs so reviewed by our 
government.

Today I am also directing Secretary of Defense Aspin to lift 
immediately the near total ban on abortions at United States 
military facilites and to permit them to be performed at those 
facilities provided that the procedure is paid for entirely with 
private funds.

This action will allow military hospitals to perform 
abortions and to reverse a ban that has adversly affected the 
lives of scores of men and women who serve our nation around the 
world, or members of their families.

and economic price paid today and for the last several years by 
our nation is enormous.

I'm also ordering today the Director of the Agency for 
International Development to repeal immediately what has become 
known as the Mexico City policy, that has effectively applied the 
"gag rule" to organizations that receive United States funding, 
even when those organizations uses non-AID funds for those 
activities.

So today I am also directing Secretary Shalala to act 
immediately to implement her intended suspension of the Title X 
family planning regulations that are also known as the "gag 
rule." For almost five years, HHS has prohibited Title X 
recipients from providing their patients with full information 
and counseling concerning pregnancy.

Finally, I am directing Secretary Shalala to instruct the 
Food and Drug Administration to determine whether the current 
import ban on the drug Mifepristone, commonly known as RU-486, 
justified and to rescind the ban if there is no basis for it.

Taken as a group, today's actions will go a long way toward 
protecting vital medical and health decisions from ideological 
and political debate. The American people deserve the best

This dangerous restriction censors the medical information 
and advice that health care professionals can give their 
patients. As a result of today's action, every woman will be 
able to receive medical advice and referrals that will not be 
censored or distorted by ideological arguments that should not be 
a part of medicine.

Today's actions will allow organizations that received AID 
funds to provide information regarding all family planning 
options to individuals in foreign nations. It will reverse a 
policy that has seriously undermined much needed efforts to 
promote safe and effective family planning programs abroad, and 
will allow us to once again provide leadership in helping to 
stabilize world population. Many believe that this is one of the 
most important environmental steps we can take.

Here in the United States, RU-486 has been held hostage to 
politics. It is time to learn the truth about what the health 
and safety risks of the drug really are. If the FDA removes the 
ban, Americans will be able to bring the drug into the country 
for their personal use consistent with existing FDA policy that 
govern drugs not approved for distribution.
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We're committed to providing

I'd like now to sign these directives.

(Presidential Memoranda is signed.)

Thank you very much. (Applause.)THE PRESIDENT:

President, was it "William J.” or "Bill"?Q Mr.

THE PRESIDENT:

No,

What

9/26/2000 1:56 PM3 of 4

Can you please explain that to us, so that the 
American public would really know?

medical treatment in the world, 
with nothing less.

I'd like to say in closing a special word of personal thanks 
to the unbelievable number of Americans from all walks of life 
and all different political perspectives who have children with 
diabetes or who, like me, have lost relatives to Alzheimer's, or 
have friends suffering with Parkinson's and other diseases who 
came up to me over the last year and made a personal plea on the 
fetal tissue issue. Their statements to me and their life 
stories had a far greater impact on me even than the actions of 
the United States Congress, which included, as you know, a very- 
broad spectrum of Republicans and Democrats on this issue.

So just before she was announced, but after I had discussed 
the appointment with her, I was told that this matter had come 
up. Nobody said anything to me about the taxes. And what I was 
told was what you heard, in a very cursory way, was that an error 
had been made in the hiring of an illegal alien; that it had been 
made after consulting a lawyer, who was an expert in this area. 
So, basically, they had acted on counsel's advice. But they were 
wrong, they moved immediately to try to -correct it, and the 
status had been corrected in terms of the legality of the person; 
and that the vettor's conclusion was there would be no problem.

After a considered policy debate --
(laughter) -- we decided that I should sign my full name to all 
official documents of the government, and I'll continue to sign 
all my non -- my letters. Bill Clinton.

I have to tell you that during the course of these 
inquiries, I received other "weightier warnings," if you will, of 
things which had to be worked through with other potential 
nominees. In retrospect, what I should have done is to basically 
delay the whole thing for a couple of days and look into it in 
greater depth.

Q Let me ask you -- George was having a really hard time 
explaining to us what you knew about Zoe Baird's problem, when 
you knew i t.

But that was — I take full responsibility for that. It is 
in no way -- this process is in no way a reflection on her. We 
would not have known any of this had she not disclosed it to us 
and to the United States Senate subseqently. So I will say again 
what I said this morning: I'm sorry about this. I still think 
she is an extraordinary person and a very able person who will 

THE PRESIDENT: No, I want to answer this. I think the 
American people are entitled to know that -- if you go back to my 
statement, I acknowledged that there were errors in the 
evaluation process, for which I take full responsibility, 
happened was this. She voluntarily disclosed that; it was not in 
any way picked up in the vetting. It was, as you know, we were 
trying to make a Christmas deadline, which was probably my error, 
again, on this.
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Thank you. (Applause.)

3:30 P.M. ESTEND
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have a rich and successful career, and I take full responsibility 
for what happened in the review process.
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The Food and Drug Adjninistration today approved

Under the approved treatment regimen.

600 milligrams of mifepristone (three 200 milligram
takes

Two days later, she takes 400 microgramspills) by mouth.

Women will return for a

after taking mifepristone to determine whether the
days

of the importance of adhering to this
Because

receiving mifepristone will

and what side
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mifepristone (trade name Mifeprex) for the termination of

early pregnancy, defined as 49 days or less, counting from

be given a Medication

take the drug, who should avoid taking it.

treatment regimen, each woman

Guide that clearly explains how to

FDA APPROVES MI FERRI STONE
FOR THE TERMINATION OF EARLY PREGNANCY

POO-19
September 28, 2000
FOR IMMEDIATE RELEASE

the beginning of the last menstrual period,

a woman first

FOOD AND DRUG ADMZNISTRATTON
301-827-6250
301-827-3434
888-IHFO-FDA .

Print Media:
Broadcast Media: 
Consumer Inquiries:

pregnancy has been terminated.

ATTENTION TV BROADCASTERS: Please use open caption tor the hearing impaired. 

FDA ON THF INTERNET: http-y/w^.ldagcw/

(two 200-microgram pills) of misoprostol, a prostaglandin.

follow-up visit approximately 14
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effects can occur. 

''The approval of m.ifepristone is the re9ul t of the 

FOA'� careful evaluation of the scientific evidence related 

to the safe and effective use of this drug,,, said Jane E. 

Henney, M.D., Commissione� 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 agency.n 

FDA based its approval of mifepristone on data from 

clinical trials in �he 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 �etween 9 and 16 days. In about one of 

100 women, bleeding can be so heavy that a surgical 

procedure will be required co stop the bleeding. 

The drug's labeling also warns that it should not be 

used in women �ith the following conditions: 

• Confirmed or suspected ectopic (''tubal"} pregnancies

• Intrauterine device (IUD) in place

• Chronic failure of the ad.renal glands

-No.re-
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• Current long-term therapy with corticosteroids

• History 0£ allergy to mifepristone, misoprostol or other

�rostaglandins

• Bleeding disorders or current anticoagulant (blood­

thinning) therapy.

Under the terms of the approval, rnifepristone will be 

distributed to physicians vho can accurately determine the 

duration of a patient's pregnancy &nd detec� an ectopic (or 

tubal) pregnancy. Physicians who prescribe rnifepristone 

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 

m.ifepristone, the Population Council (sponsor of the 

product) has made a commitment to conduct postmarketing 

studies. These include a study comparing patient outcomes 

among phy�ieians who refer their pa�ients needing surgical 

intervention, compared to those who perform sur9ieal 

procedures themselves; an audit of prescribers that. wili 

examine whether patients and �heir physicians are signing 

the patient agree�ent and placing it in the patient's 

-More-

P.04
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medical record, as required; and a system for surveillance, 

report�ng and tracking rare ongoing pregnancies after 

trea�ment 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 mifepristcne in col'rlt>ination with a prostaglandin to 

terminate pregnancy. The drug has also been approved in 

the Uni�ed Kingdom, Sweden, and other countries. 

Mitepristone wil1 be distributed in the U.S. by Danco 

Laboratories, LLC, New York, N.Y. 

Hore detailed information about thi3 product is 

available on FDA's website at 

_http://""""'_fda.gov/cder/drug/infopa9e/rnifepristone/ 

TOTR.. P.05 
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Questions and Answers on Mifepristone: INTERNAL USE ONLY

General

Q: Wbat action did FDA take today?

A:

Q: What treatment regimen did FDA approve?

A;

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

A:

Q: How effective was the regimen in clinical trials?

A:

Is this the first drug approved in the U.S. for the termination of

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

DEPUTY SECY

3015846004

Q: 
pregnancy?

Sep-23-ZOJu

® G06

F-022

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.

In the U.S- trials, medical termination of pregnancy was complete in 
92% of the 827 women in the efficacy study - approximately 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 taking both drugs. Surgical intervention was required in 4.5% of 

women.

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.

Draft M/2a/00 
internal use only
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No. Two other drugs are approved for the tennination of pregnancy.A:

Restrictions

Q:

A:

Q: What about distribution?

A:

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

A:

Why did FDA impose these restrictions?Q:

2

Mifepristone will be distributed directly to qualified physicians. It 
will not be available through pharmacies or on the Internet.

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

Draft O8/28/UO
INTERNAL USE ONLT

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 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 to take the drug, who 
should avoid taking it, and what side effects can occur. This Guide is also 
referenced in the “black box.”

The drug may only be distributed to physicians who can accurately 
determine the duration of a woman’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.

FDA approved mifepristone under its “Subpart H” regulations, which 
specifically allow FDA to establish appropriate controls on the distribution 
of a drug.

■ ’ • • ' Ifej & 0 7; 

F-DZ2
ty't V9/'28"00 - iL

Sbp-28-ZOOO 11:3Zaffl

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.

3015046004
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Q:

A:

Has distribution of any other drugs been restricted? What are

A:

3

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?

• Thalidomide (Thalomid) is marketed only under a special restricted 
distribution program. Under that program, only registered prescribers 
and pharmacists are allowed to prescribe and dispense the product.

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 termmaiion 
of unwanted pregnancy is a serious condition, and that these restrictions are 
necessary for the safe use of this drug.

Q: 
some examples?

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

In addition, the agency believes that women should have as much accurate 
information as possible to make an informed decision about this regimen.

• Trans mucosal fentanyl (Oralet), a potent analgesic delivered on a 
lollipop as premedication in pediatric patients before surgery or before 
painful procedures, is restricted to certain registered hospitals, and is 
nor available retail pharmacy outlets.

Moreover, mifepristone’s distribution is typically restricted 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.

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

Draft Oaf2BA3Q
INTERNAL USE ONLY

• The manufacturer of trovaRoxacin/alatrofloxacin mesylate 
(Trovan/Trovan-IV) agreed to limit distribution only to hospitals and 
long-term nursing care facilities.
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Q:

A;

Q:

A:

How can cancer patients obtain mifepristone?Q:

A:

Pressure on FDA:

There have been press reports that the politics of abortion have

A:

4

Will FDA or the manufacturer establish a registry of physicians 

who have access to mifepristone?

Neither FDA nor the manufacturer has any plans to establish a 

registry of physicians.

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

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

FDA is a scientific regulatory 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.

T-0Q7 p.aas/ozoSeB-Z8-Z0DD 11:3Zam

Draft 08/28/00
INTERNAL USE ONLY

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 those services for each 

woman using mifepristone?

Clinical trials and expericjice in countries where mifepristone is 
approved have shown that this regimen fails in five to eight of 100 women. 
Therefore, if the regimen foils and a woman still wants to terminate the 
pregnancy, a follow-up surgical procedure will be necessary and must be 

available.

Mifepristone is available for certain cancer patients through a single 
patienr IND. Patients must be treated according to a specified treatment 
plan. The drug is provided by the Feminist Majority Foundation.
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Q=

A:

Q:

A:

Q:

A:

Who manufactures and distributes mifepristone?Q:

A;

Q:

5

The avenge 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?

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

mifepristone?

It would be unprecedented for Congress to overrule an FDa decision 
to approve a medical product.

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 manufacturer.

FDA sent the sponsor an “approvable” letter in September 1996, six 
months after receiving the application. The letter identified outstanding 
issues that needed to be resolved before FDA could approve mifepristone. 
The sponsor responded to those issues in September 1999. FDA issued 
another “approvable’’ letter in February, 2000, asking additional questions. 
The sponsor has now answered those questions.

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

Drat! 09/2 a/oo
INTERNAL use only

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.

42010

F-022

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 identity of the manufacturer or the 
manufacturing site.

09/28/00 IHc ^0.54 b.i.. .
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Q:

A:

The regimen:

Q:

A:

Day 14: the paiienx will return for a follow-up visit. This visit is very
imponaru ro confirm that a complete termination of pregnancy has occurred.

Q:

A:

In its

6

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.

Draft 09/28/00 
INTERNAL USE ONLY

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

Under these circumstances, this manufecruring information is 
considered confidential commercial information.

How can mifepristone be safely used?

Basically, a woman should follow all the instructions for taking the 
product. First, a woman must read the Medication Guide and sign the 

Patient Agreement Form.

THL 10:54 1.^ .
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Because many threats and actions of violence have been directed at 
persons associated with reproductive rights issues similar to those raised by 
mifepristone, FDA will not disclose these employees’ names. Under these 
circumstances, this employee information is considered personal privacy 

information.

T-uO, ,<011/013 F-QZ2

How did FDA conclude that mifepristone is safe when its use 

results in the termination of a pregnancy?

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

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

Day 3: a patient must return to determine if expulsion has occurred. 
(Expulsion is infrequent with mifepristone alone, happening only in five or

200 microgram tablets of misoprostol that she will take orally.
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Q:

A:

Why can’t all physicians prescribe mifepristone?Q:

A:

Q-

A:

What about misoprostol? Is the use of misoprostol an unlabeled

A:

Can nurse-practitioners, midwives, or others prescribe 
mifepristone? Why?

Mifepristone was approved on the basis of data from clinical trials, 
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 ultrasonographic scan, the woman will take misoprostol 
during this second visit.

Q: 
use?

3015046004

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

Why did FDA require a second visit on Day 3, when the product is 
being studied and used io a U.S. clinical trial without a return visit on 
Day 37

FDA is restricting the distribution of mifepristone to physicians with 
specific qualifications, such as the ability to diagnose a tubal pregnancy. 
These restrictions are designed to ensure safe and appropriate use of the 

product.

i—J -

F-022

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.
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Under the approved treatment 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 to be safe 
and effective for the termination of early pregnancy.
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Q:

A:

Searle just distributed new 
rec) that says the product is

Q:

Q:

■ -i

The “Dear Doctor” letter issued by Searle on August 23, 2000, warns 
prescribers that misoprostol may cause abortion. It therefore emphasizes

A:
aware of concerning the incidence of side effects from administration of

1
■’18
.!

T

i.L

uiI —< iu •- -

Misoprostol (used alone) is currently approved for use in protecting 
patients 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 take misoprostol for prevention of gastric 

ulcers or any other reason.

□raft 09/28/00
INTERNAL USE ONLY

The manufacturer of misoprostol just issued a warning to 
physicians not to use the drug in pregnant women, and there have been 
press reports that the manufacturer worked with FDA on this warning. 
How can FDA reconcile this warning with the approval of mifepristone 
when used with misoprostol?

0^/28/00 THU 10:55 FAX 202 401 5783 
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that misoprostol is contraindicated for use by any pregnant woman who does 

not wish to terminate her pregnancy.

As part of the mifepristone-misoprostol regimen, misoprostol is appropriate 

for use to terminate early pregnancy.

Q: Searle just distributed new labeling for Its misoprostol product
(Cytotec) that says the product is hot approved for abortion. What is 

FDA’s position on this labeling?

A: Now that FDA has approve^ the treatment plan for the use of

mifepristone followed by the administration of misoprostol for the medical 
termination of intrauterine pregnancy through 49 days of pregnancy, the 
statement in the Searle label is inappropriate. FDA has asked that it be 

removed.
Pi

i.
Patient Safety and Side Effects;!

What are the major side effects of mifepristone?

The Medication Guide prov idbs information that women should be

Mifeprex. These include cramping and, sometimes, heavy bleeding. After 
misoprostol administration on Dai there may be nausea, vomiting, and 
diarrhea. Before taking this medic nion, a woman must be fully aware of 
what to expect and will have to sij n ihe Parient Agreement form.
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The problems or side effects that v atnen should be warned about include

Q:
en lately?
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ir mind?What if a woman changesQ:
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ten are instEucted 
greeraern 1 torm ©
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Q:

A:

this risk 
'defects
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Each woman taking this dr 
and sign the patient agreement fo:

that this regimen is for the 
to that course of action.
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Critics of this drug say it u 'aa 
How does FDA respond?
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i

FDA and the sponsor have 
about this regimen, including the 
end the pregnancy. Women are 
needed, and the Patient A] 
possibility.

. I

What steps has FDA taken to ensure that women are adequately 
informed about how to use this r
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several reports in the medical liter^re of
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Will it be available in pQ:
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No. Mifepristone will be ayA:
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Q. Did the White Hoo 
review of mifepristone?
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a marketing application to th 
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Yes, nufepristone is approved in 
Kingdom, and Sweden.

4. b mifepristone distribution 
Yes, mifepristone is supplied di 
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Questions and Answers on Mifepristone: INTERNAL USE ONLY

General

Q*

Q:

A:

Is this the first drug approved in the U.S. for the termination of

CHIEF OF STAFF 
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Q. 
pregnancy?

’fok’. Clu>i'n I
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A:  , ,
days laier, the woman returns to her doctor for oral administration of

i . \ _...................... _ ' 7
will return for a follow-up visit approximately 14 days after taking

misoprostol. In eight percenx 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 taking both drugs. Surgical intervention was required in 4-5% of 

women.

Q: What action did FDA take today?

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

How effective was the regimen in clinical trials?

In the U.S. trials, medical termination of pregnancy was complete in 
92% of the 827 women in the efficacy study - approximately six percent 
with mifepristone alone, and the remainder with mifepristone followed by

What treatment regimen did FDa approve?

The drug (mifepristone) is administered to a woman by mouth. Two 

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 trials in

the United States and in France.
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No. Two other drugs are approved for the tenninaiion of pregnancy.A:

Restrictions

Q=

What about distribution?Q:

A:

What decisions has FDA made about labeling this product?Qi

Q:

A:

2

Mifepristone will be distributed directly to qualified physicians. It 
will not be available through pharmacies or on the Internet.

What restrictions did FDA place on the use and distribution of 

this drug?

The drug may only be disrribuied to physicians who can accurately

CHIEF OF STAFF
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FDA is requiring a ’‘black box” warning in the mifepristone labeling 
*. - _ ». « - w • 1 &

necessary and addresses the care patients should receive should such 
intervention be necessary. In addition, because of the importance of 
adhering jo this tr^Tmepr regimen, each 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 effects can occur. This Guide is also 

referenced in the “black box.”

0007
P.007/020 F-022

A: J
for physicians. The “black box” warns that surgical intervention may be
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Why did FDA impose these restrictions?

FDA always seeks to ensure thai 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.

A: The drug may only be distributed to physicians wno can accurately
determine rhe duration of a woman’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-

FDA approved mifepristone under its “Subpan H” regulations, which 
specifically allow FDA to establish appropriate controls on the distribution 

of a drug.
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Q: According to FDA regulations, subpart "M" appucs to urugs
serious and life-threatening illnesses. Isn’t it overkill to invoke this

Q:

A:

3

(Trovan/Trovan-IV) agreed to limit distribution only to hospitals and 

long-term nursing care facilities.

• Thalidomide (Thalomid) is marketed only under a special restricted 
distribution program. Under that program, only registered prescribers 
and pbannacists are allowed to prescribe and dispense the product.

■09/28/00 THU 11:58 FAX 202 4015783
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In addition, the agency believes that women should have as much accurate
information as possible to make an informed decision about this regimen. 

According to FDA regulations. Subpart “H” applies to drugs for 

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 
akn recommended such a system. FDA has concluded that the termination 
of unwanted pregnancy is a serious condition, and that these restrictions are 

necessary for the safe use of this drug.

Moreover, mifepristone’s distribution is typically restricted in other 
countries where it has been approved. FDA has concluded that establishing 
terrain controls on the distribution of this drug are needed to help ensure that 

it is used appropriately-

Has distribution of any other drugs been restricted? What are 

some examples?

The distribution of several other drugs has been restricted to assure 

that they are used safely. For example:

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

• Transmucosal fentanyl (Oralet), a potent analgesic delivered on a 
lollipop as premedication in pediatric patients before surgery or before 
painful procedures, is restricted to certain registered hospitals, and is 

not available retail pharmacy outlets.

• The manufacturer of trovafloxacin/alatrofloxacin mesylate



.09/28/00 THU 11:58 FAX 202 4015783 

Sep•ZB-ZDDO 11:BZllll Fram-FDA-PUBLIC AFFAIRS 

Draft OBl28ID0 

INTERNAL USE ONLY 

CHIEF OF STAFF 

10\5948110� T•DDT P.OOi/OZO F•OZZ 

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

Q: Why is FDA requiring a physician to be able to provide surgical 
intervention Qr to prQvid� a plaa for obtaining tlaa.w seni«s for eacb 
woman ming mifepristoor? 

A: Clini� trials and c:xpcri�e in counaies where mifepristone is 
appruved have shown that this regimen fails in fi�e to eight of l 00 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 wiU be required to stop the bleeding. 

Q: Will FDA or the raaaufacturer establish a registry of physician, 
who have a� to mifcpristone? 

A: 'Neither FDA nor the manufacturer has any phuts tO est.11blish a 
regisay of physicians. 

Q: How can cancer paticatB obtain mifepristone? 

A: Mifepr:istone is available for certain cancer patientS through a $ingle 
patient IND. Patients must be treated according to a specified a-eaunem 
plan. The � is provided by the Fernirust M•joriey Ft1uruia1ion. 

ptepure og FD{\: 

Q: Then bave been press reports t•t tbe politics of •bornoa have 
delayed FDA's adioa. Bow does the agency respond to those repons? 

A: FDA is a sciemific regul.iory agency that makes decisions _on the 
basis of science. The agency's review and approval of mifepristane adhered 
strictly to its legal mandan.e and mission as a science-based public bcahh 
regulatory agency. 

4 

la) 009 
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Q-

A:

Q:

A:

Q: FDA is a regulatory agency in the executive branch 01 tne reaen
government Could a new administration overrule FDA’s approval of

A:

Q:

A:

nor Danco Laboratories has disclosed the identity of the manufacturer.

Q:

A:

5

Danco Laboratories, LLC, based in New York City, distributes 
mifepristone. Neither the Population Council, the sponsor of this product.

CHIEF OF STAFF 
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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?

FDA sent the sponsor an “approvable” letter in September 1996, six 
months after receiving the application- The letter identified outstanding 
issues that needed to be resolved before FDA could approve mifepristone. 
The sponsor responded to those issues in September 1999. FDA issued 
another “approvable” letter in February, 2000, asking additional questions. 

The sponsor has now answered those questions.

Some members of Congress have expressed their opposition to 

mifepristone. Could Congress overturn FDA’s decision?

It would be unprecedented for Congress to overrule an FDA decision 

to approve a medical product.

Q: FDA is a regulatory agency in the executive branch of the Federal

mifepristone?

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.

Who manufactures and distributes mifepristone?

Why won’t FDA disclose the identity and location of the 

manufacturing site?
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 identity of the manufacturer or the 

manufacturing site.



Q:

Q:

A:

Q:

6

(Expulsion is infrequent with mifepristone alone, happening only in five or 

two 200 microgram tablexs’of misoprostol that she will take orally.

Day 14: the patient will return for a follow-up visit. This visit is very

CHIEF OF STAFF
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The regimen:

How can mifepristone be safely used?

Basically, a woman should follow all the instructions for taking the 
product. First, a woman must read the Medication Guide and sign the 

Patient Agreement Form­

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

Day 3: a patient must 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

importarff to confirm that a complete termination of pregnancy has occurred. 

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

A: The sponsor submitted a new drug application to the FDA, seeking the
agency’approval to market mifepristone for the termination 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 approval of this application, FDA adhered strictly to its legal 
mandate and mission as a science-based regulatory agency.

Under these circumstances, this manufacturing information is 
considered confidential commercial information.

Why is 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
persons associated with reproductive rights issues similar to those raised by 
mifepristone, FDA will not disclose these employees’ names. Under these 
circumstances, this employee information is considered personal privacy 

information.

®on
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Q:

Q:

A:

Q:

A:

7
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Why did FDA require a second visit on Day 3, when the product is 
being studied and used in a U.S. clinical trial without a return visit on 

Day 3?

Mifepristone was approved on the basis of data from clinical trials,
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A: Mifepristone was approved on the basis oi ciaxa rrom cjjmcai tnais,
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 ultrasonographic scan, the woman will take misoprostol 

during this second visit.

A third visit, to confirm that a complete termination of pregnancy has 

occurred, is also required.

Why can’t all physicians prescribe mifepristone?

FDA is restricting the distribution of mifepristone to physicians with 
specific qualifications, such as the ability io diagnose a tubal pregnancy. 
These restrictions are designed to ensure safe and appropriate use of rhe 

product.

Can nurse-practitioners, midwives, or others prescribe
mifepristone? Why?

A: 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-

What about misoprostol? Is the use of misoprostol an unlabeledQ: 
use?

Under the approved treatment 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 to be safe 
and effective for the termination of early pregnancy.
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Q: The manufacturer of misoprostol just issuea a waruiug iu
physicians not to use the drag in pregnant women, and there have been

A: Misoprostol (used alone) is currenuy approver xor use ui
patients from gastric ulcers induced by certain pain relievers. A women who

Q: Searle just distributed new labeling for its misoprostol product
(Cytotec) that says the product is not approved for abortion. What is

A: Now thai rDA has approved me rreannent pian iuj
mifepristone followed by the administration of misoprostol for the medical

The Medication Ljuide provides uuonnauou uwi wumwn 
aware of concerning the incidence of side effects from administration of

misoprostol aommistrauon on uay j, uikic may &
diarrhea. Before taking this medication, a woman must be fully aware of

8
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Patient Safety and Side Effects:

Q: What are the major side effects of mifepristone?

A: The Medication Guide provides information that women should be
aware of concerning the incidence of side effects from administration of 
Mifeprex. These include cramping and, sometimes, heavy bleeding. After 
misoprostol administration on Day 3, there may be nausea, vomiting, and 
diarrhea. Before taking this medication, a woman must be fully aware of 
what to expect and will have to sign the Patient Agreement form.
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Q: The manufacturer of misoprostol just issued a warning to
physicians not to use the drag in pregnant women, and there have been 
press reports that the manufacturer worked with FDA on this warning. 
How can FDA reconcile this warning with the approval of mifepristone 

when used with misoprostol?

A: Misoprostol (used alone) is currently approved for use in protecting
patients from gastric ulcers induced by certain pain relievers. A women who 
is or may be pregnant - and who does NOT wish to terminaie her pregnancy 
- should know that she should not take misoprostol for prevention of gastric 

ulcers or any other reason.

The “Dear Doctor" letter issued by Searle on August 23,2000, warns 
prescribers that misoprostol may cause abortion. It therefore emphasizes 
that misoprostol is contraindicated for use by any pregnant.woman who does 

not wish to terminate her pregnancy.

As part of the mifepristone-misoprostol regimen, misoprostol is appropriate 

for use to terminate early pregnancy.

FDA’s position on this labeling?

Now that FDA has approved the treatment plan for the use of

termination of intrauterine pregnancy through 49 days of pregnancy, the 
statement in the Searle label is inappropriate. FDA has asked that it be 

removed.
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A:

Q: What if a woman changes her mind?

A:

Critics of this drug say it is dangerous to women and fetuses.

A:

9

Q: What steps has FDA taken to ensure that women are adequately
informed about how to use this regimen safely?

CHIEF OF STAFF
301BB4B004

Q:
How does FDA respond?

FDA and the sponsor have established a program io inform women 
about this regimen, including the risk of birth defects if the regimen does not 
end the pregnancy. Women are instructed that surgical termination may be 
needed, and the Patient Agreement Form certifies that they understand this 

possibility.

FDA and the sponsor have established a program to inform women 
about this regimen, including the risk of binh defects if the regimen does not 
end the pregnancy. Although the data on this risk are very limited, there are 
several reports in rhe medical literature of defects after first trimester 
exposure to prostaglandins, including misoprostol.

FDA is requiring that each woman who takes mifepristone receive a 
Medication Guide that clearly explains how to take the drug, who should 

avoid raking it, and what side effects can occur.

Each woman taking this drug must also read the Medication Guide 
and sign the patient agreement form before the drug will be administered.

•09/28/00 THU 12:00 FAX 202 4015783
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The problems or side effects that women should be warned about include 
bleeding or spotting that is likely to occur from 9 to 16 days and that has 
been reported to last as long as 69 days. Up to eight percent of women may 
experience some kind of bleeding for 30 days or more. Surgical intervention 
may be needed to control the bleeding.

Among the many safeguards FDA has established for this treatment 
regimen are the requirements that each woman read the Medication Guide 
for mifepristone and that she also sign the Patient Agreement Form. These 
safeguards are designed to ensure that every woman knows and understands 
that this regimen is for the termination of early pregnancy and is committed 

to that course of action.

T-OOT P.014/020 F-022
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Q:

Ai To gainer addiuonai oaia atxiui we use ox imicpixsioue., 
Council has made a commitment to conduct poscmarketmg studies. These

The sponsor of mifepristone has agreed to conduct postmarketingQ: The sponsor of mifepristone has agreed to conduct postmarKem
studies involving this drug. Doesn’t that mean FDA realty thinks the

A;

Access:

Q:

10
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regimen is unsafe?

No. It is not at all unusual for sponsors to conduct postmarketing 

studies on their approved products.
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Who may prescribe mifepristone?

A: The drug will be distributed only to physicians who can accurately
determine the duration of a woman’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 for patients to obtain 

such care through others.

As of May 2000, 82 cases had been reported in which women with 
ongoing pregnancies after using mifepristone, alone or followed by 
misoprostol, declined to have a surgical procedure. Of those, follow-up 
information is available for 36. Twenty-six of those women experienced 
live births, and none of the infants had any abnormalities detected at birth. 
Ten of the women later decided to have a surgical termination, and of those, 

there was one case of fetal mallprmation-

Has the sponsor agreed to carry out pastmarketing studies of

mifepristone?

To gather additional data about the use of mifepristone, the Population 

include a study comparing patient outcomes among physicians who refer 
their patients needing surgical intervention, compared to those who perform 
surgical procedures themselves; an audit of prescribes 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 treannem 

with mifepristone in the U.S.
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Q:

A:

Q:

Q:

Q:

11
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A: FDA issued this Impart Alert because oi saiery concerns 101 peopic
raking the unapproved drug without adequate supervision from a health care 
professional. Now that FDA has approved Mifeprex, the Import Alert has 
been revised to exempt this specific product from the alert. Formulations of 
mifepristone not covered by the ND A or by an IND in effect would still be 

denied entry into the U.S., however.

Ha* mifepristone been studied for other uses? If so, will those 

studies continue?

A: Mifepristone is being studied for a variety of uses, because it can
block steroid receptors. In particular, it is being investigated as a potential 
treatment for cancers whose tumors have progesterone receptors.

Will it be available in pharmacies?

No. Mifepristone will be available only through qualified physicians. 

What health professionals will have access to mifepristone?

A; 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.

Will mifepristone be available over the Internet?

A: No. FDA and the sponsor have established a treatment regimen with
many safeguards, including the direct distribution of the drug only to 

qualified physicians.

Q: In 1990 FDA issued an Import Alert that banned the importation
of mifepristone into the United States. The drug was listed under
Q.

several other names* Is that Import Alert still valid?

FDA issued this Impart Alert because of safety concerns for people

professional. Now that FDA has approved Mifeprex, the Import Alert has 

mifepristone not covered by the ND A or by an IND in effect would still be
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additional questions and answers—inebnai, use only

Q

A:

A:

Q:

FDA does not comment on security matters.

Q: What about reports that FDA has hired armed guards and
heightened security?

Did the White Bouse or Secretary Sbalaia intervene in FDA’s 
review of mifepristone?

No. Neither the White House nor the Secretary were involved in 
FDA’s decision- FDA based its decision on the science.

CHIEF OF STAFF
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FDA received the new drug application in March 1996. It began 
reviewing the application immediately, held an advisory committee 
meeting in July, and issued an “approvable’ letter in September 1996.

Who made the decision to approve mifepristone?

—: Earlier this year there were reports that FDA wait going to
impose severe restrictions on the availability of mifepristone. What 
changed FDA's thinking?

A: Some early press reports on this issue were inaccurate. When FDA
is nearing the end of a product review, give and take between the agency 
and the sponsor is normal-

Q: President Clinton in 1993 asked Secretary Shalaia to sec what
could be done to expedite the availability of mifepristone. The 
Secretary in 1994 said that “FDA will do all it can to quickly 
evaluate mifepristone.” What happened? Why did FDA not tell the 
sponsor until 1996 that mifepristone was “approvable?”

Many things had to occur before the FDA could raise any action. 
The sponsor had to obtain patent rights to the drug, and this happened 
m May, 1994. ’The sponsor then had to identify a manufacturer for the 
drug, file an IND with the FDA, and design and conduct clinical studies 
of the product. Finally, rhe sponsor had to analyse the data and submit 

a marketing application to the FDA.

A: Many FDA employees contribute to the review and approval of a
new product. The “approval’ letter FDA sends to the sponsor is typically 

signed by a senior official.

In the case of mifepristone, FDA is not disclosing the identity of the 
reviewers and others who reviewed this application.
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Fnernal O & A*s for FDA’s Web Site

1. What U MIFEPRJEX (mifcpriwone) and how doe* it work?

pregnancy to retinue. Mifepristone, when used together with another medicine called

1
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Sone women should not take mifepristone. Do not take mifepristone if it has tren mon: 
than 49 days since your last menstrua] period or if you have:

• a tubal pregnancy
• an innranterine device (IUD) in place (h nnis be removed before you take 

mifepristone)
• problems with your adrenal glands (the glands near your kidneys)
9 been treated with certain steroid medications for a long period of time
• bluing problems or arc talcing anticoagulant (blood thinning) drug products

.09/28/00 THU 12:01 FAX 202 4015783
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mifepristone)

- been treated with certain steroid medications for a long period of time

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

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

Mifcpristpne has not been studied in women who axe heavy smokers. Please tell your 

doctor if you smoke more than 10 cigarettes a day.

4. Is mifepristone distribution reatricted?
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 arc there restriction* for thia drag?
studies of mifepristone were conducted by doctors who had certain qualifications. Both 
the drug sponsor and the 1996 Reproductive Drag Products Advisory Connuittee dso 
recommended that FDA restrict distribution of mifepristone to qualified doctois. FDA 
has concluded that these restrictions are necessary for the safe use of the drug.

6. What qualification* must doctor* have to obtain mifepristone?
Doctois muCT have the ability to date pregnancies accurately and to diagnose tubal 
pregnancies. Doctois must also be qualified to provide any necessary surgery, or have

Mifepristone is a drug that blocks a hormone called progesterone that is needed for 

kwr V* lap ■ F * 1^1 V—’W------- ■ w* _
misoproswl, is used 10 end an early pregnancy (49 days or less since your Iasi menstrual 

period began).

2. Is mifepristone approved in any other countrio?
Yes, mifepristone is approved in many other coumries including France, the United 

Kingdom, and Sweden.

3. Who should not take mifepristone?
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made arrangemenis for any necessary surgery. Doctors must ensure ihar 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.

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

CHIEF OF STAFF
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9. Is there an age rertFiction for termination of pregnancy? 
Stares may s« age restrictions on ternunarion of pregnancy if they believe such 
restrictions are appropriate.

7. What authority docs 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 auxhoriry u> 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 io agency drug regularions, (LINK to CRF or scanned copy) 

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 stares may allow a 
supervised health care provider to dispense rnifeprisone. Health care providers should 
check their state law provisions.

12. What is a Medication Guide?
A Medication Guide contains FDA-approved information, written especially for patiems.

10. Are there studies with mifepristone in women under the age of 18? 
Studies to evaluate mifepristone included women ages 18—45.

The possible side effects are described in the Medication Guide, Please read the 
Medication Guide (LINK).

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.

.09/28/00 THU 12:02 FAX 202 4015783
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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 
Their health care provider, especially on the 14* day after mifepristone is admini^cred. 
The Medication Guide will help ensure Thai women follow the directions for use and that 
they rerum to their health care provider for follow-up visits.
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16. How much Will mifepriatoBc cost?

17. Will insurance companies pay for mifepristone?

3

Mann&ctuitts eswblish prices for prescription drugs. FDA has no jurisdiction over drug 

pricing.

Insuiance coverage is a decision by your insurance provider. Please call your 
insurance company if you have questions.

CHIEF OF STAFF
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15. Doa FDa endonc 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 ns The same standards were applied to the new drug 
application for mifepristone as are applied to all applications.

Before you receive mifepristorr, your doctor will provide you with the Medication Guide 
and ack you to sign a staiemem (Patient Agreement) that you have decided to end your 

pregnancy.

-09/28/00 THU 12:02 FAX 202 4015783
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14. Can I become pregnant again if I take mlfeprinone?
You can become pregnant again right after your pregnancy ends. If you do not want to 
become pregnant again, start using a birth, control method of your choice as soon as your 
pregnancy ends.



UM/_ZOZUV___ mil IXCUl fAA ZU2 oyu 00/0 DHHS/ASFA 14) 007

HHS ilW
U.S. DEPARTMENT OF HEALTH AND HUMAN SERVICES

11
FOOD

Consumi

the

i: a woman first

i i

Two days latpills) by mouth.

to this '
Because

treatment regimen, each woman

i

and what sidetake the drug, who should avoi

e open caption for the hearing impaired.

US Mi
) 1; U,

ATTENTION TV BROADCASTERS: Pleased!

RRF!!minf!+IRI-4 j

3Q1-827-62S0
301-827-3434
888-INFO-FDA

beginning of the last menstrual period.

Under the approved treatmefttpregimen,

i H i? j’ 
takes 600 milligrams of mifepritt^ne |(three 200 milligram

S- i •/' i t

fpa approves
FOR THE TERMINATION

^6

POO-19
Septecmber 28, 2000 
FOR IMMEDIATE RELEASE

: £

r

f. :
determine whether the

3
of the importanceiofe? adhering

hist ItI

-Moi rd-

i

isheUtakes 400 micrograms
1 !.: 5 I

DRUG ADMTNISTRATXON
Print Hb&M) 301-82
BroadcJfHBfia:

|i
s:

early pregnancy, defined as 49

deceiving mifepristone will

be given a Medication Guide th|tH;Mehjrly explains how to

takina it,

........ g. I 

days after taking mifepristone ?

pregnancy has been terminated. ; Ig I

(two 200-micrograiu pills) of a prostaglandin.

Women will return, for a follow-|ip vij£t approximately 14

Whether the

is

mifepristone (trade name Mifeprsx‘ : ;.

days dr less, 
•1 II-:’ H It 5

cn/70 a nvn-l

It Inquiries:

t Hi- :< H' !: 111
■F^IARLY PREGNANCY

i r s
The Food and Drug Administj ation); today approved

[R £ If () foar the termination of

’' , counting from

R !: ri..

i
!•' [



uy/^o/uu AJ?*-1 -l^’Uu rai oau oo/j @006

lit

effects can occur.

FDA's careful evaluation of th

aaid Jane E.

"The FDA's

our legal mandate and mission

health regulatory agency."

women

In about one of

100 women, bleeding can be so

used in women with the follow

■ Intrauterine device (IUD) il |p.ladef
= atl-x •: hr .

■

Hi

wrl < KIA 1 I

i.

H-

2 r

H

IB 

"The approval of mifepristbhe

^scientific evidence related

ih

review and approval of this druk has^adhered strictly to 

. . B

FDA based its approval of ]p

I
I w

using the product will el j

The drug's labeling also Htrns

DHHS/AbrA
: ■ JI :•
? g J:;' : f :
i J h

1P00-19, Mifepristone

;• i- h;
'Kjl

I ft 1„j rn /rn•J nsn.1

typically last for between 9 add. 16 ;days.
■Is :: J ?
ieavy that a surgical

h !t i
procedure will be required to iBbp>t|he bleeding.

ft >

Jfe •: p ?
periencc some side effects,

primarily 'cramping and bleedinfg

ttihat it should not be

p^ot|dltions:

• Confirmed or suspected ec’-oj^c (“tubal") pregnancies

I If UH
■ Intrauterine device (IUD) il ^pladfet-

I if nt
• Chronic failure of the adreial glands

r >

r

If i
: si t

science-based public

r?
■nifeptistone on data from

I '|y>' L: “ 
clinical trials in the United States-and France.

I Is * * r*
The labeling for mifepristone emphasizes that moat

! [!
Bleeding and spotting

Li

is the result of the

, 71!
to the safe and effective use o this drug,

•Henney, M.D., Commissioner of F>pd and Drugs.



005

i

: I

ir

I
or other

• History of allergy to
.ip

prostaglandins

z
• Bleeding disorders or^current

thinning) therapy.

Under the terms of the appeal,!''mifepristone will be

1

distributed to physicians who c«

tubal) pregnancy.

must also be able to

use of

•ST

studies.

needing surgical
among

intervention
fl that will

are signing

wnj-tuo) J
cn/Vfl olICl.J

I*

others.

, To gather additional data;

pnno/Asra

mifepristone,

product) has made a commitment

•y;

!

^O’.V- C' 

•••

3, 1^00-19, Mifepristone

nvn.i

have made plans in advance to p^

duration of a patient's pregnan^:

: y

Physicians wh

J
i

qpcicvwincx

i

i

i

.nduct postmarketing

•jij

pngro

. current long-term therapy with| '^corticosteroids

mifepristone/ misoprostol

—Me Bli I 1

i 18

i h
the Population Cc IhcilH (sponsor of the

■ 14' -
Th... include . stud; P*tient

physicians who refer the) ggpafiSnte

, compared tb tho^|ghd|^|rform surgical

3 Sr." -J? b|i; 

procedures themselves; an audi gof prescribers 

examine whether patient^ and J BtO®101*1**

the patient agreement and placing m the patient s

"fl 
I

»

acdfirately determine the

anticoagulant (blood-

J
Sir - ■. .*.%!•

and detect an ectopic (or

6 prescribe mifepristone

‘gi*’*’*** •’* ’!>• ffc'*’
provide s J|ical) Intervention in cases 

• •x*’"’*’*’ ’* ".HF
of mewl.*, abortion or 5eve|jtle|ding - or they must

ovide such care through 
... ' I

IK

UJhOC: • I nAw,D,_ripe

^O/ W AX1V l^.UU FAA iUX O»u OO/J

hK-

fe



UOZ U / VV» 1^] 004

medical record, as

reporting and tracking rare ongoing pregnancies after

treatment

Since then, more than ^£>20,000 European women havein 1988.

terminate pregnancy.

the United Kingdom, Sweden,

Ited: in the U.S. by Banco

Laboratories, LLC, New York,

»

x-:

ntzn.l Wd j_inn i j hip n f • i i *I R I -J Cft /en j >
>

■proved for use in France

••

i

ahu x±,oo oyu oo/o

I

i
nori ci.i.i <ic.

pharmaceutical firm, was first

O:
r-ir-
'g'-;'

h.- =

’I:’

•Hr"/”’’

http: / /www. f da . gov/ cd er/drug/ irifeppagd/itif eprist one/

11ife-

t
JAC/.-

! = S'::’-' 

s

: St 

. life

• hr- -

unnb/AbfA

!i 5

Paga>4, P00^19, Mifapristone

required; andt'! a system for surveillance,

IE- i tte
ding pregnancies after

|fe- ; BE
with mifepristone in the U.S»

I
Mifepristone, which was dei®Xopedfby a French

ill ■ Si
i®

taken mifepristone in combinatidnfej’Wit^a prostaglandin to
| = ||j|&

The drug has also been approved in

andlpther countries.

MiilR
Mifepristone will be distrA.

'f
More detailed information about this product is

available on FDA's website at ;



Id 003

T-040 P.OZ/04 F-iaz

I

•:

misoprostol, is used to end an early pregnancy (49 days or less since your last menstrual
period began).

1 &
2. Is mifepristone approved in any other countries?

V-

I

pregnancies. Doctors must also be qualified toTrovide any necessary surgery, or have 
! 11 i

1!■fc>.

Studies of mifepristone were conducted by doctors who had certain qualifications. Both

Yes, mifepristone is approved in many other countries including France, the United 
Kingdom, and Sweden.

L»mia/A»rA

+3014431388

• •. <• ••

$

4. Is mifepristone distribution restricted?
Yes, mifepristone is supplied directly to doctori
and will not be available in pharmacies, and it not legally available over the Internet.

: 1 i-:> fe-
5. Why are there restrictions for this drug? :

has concluded that these restrictions are

6. What qualifications must doctors have to obtain mifepristone? 
Doctors must have the ability to date pregnancies—J *- J!

Mifepristone has not been studied in women wh ) are heavy smokers. Please tell your 
doctor if you smoke more than 10 cigarettes a ddy, :•

"• £!.?..••••

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 arif you have:
- a tubal pregnancy 11;< 5
■ an intrauterine device (IUD) in place (It must be removed before you take 

mifepristone)
• problems with your adrenal glands (the g

1I
1
i

i1
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pregnancy to continue. Mifepristone, when used together with another medicine called

. _ Ms near yow kidneys)
• been treated with certain steroid medication^ for a long period of time 
a nr arv* falrvvirr /T<il«r^r4 rlnirr

who meet certain qualifications. It is not

External Q & A’s for FDA’s Web Site

I Ji- , w.-
1. What is MIFEPREX (mifepristone) and ho> does It work?
Mifepristone is a drug that blocks a hormone called progesterone that is needed for

recommended that FDA restrict distribution ofto qualified doctors. FDA

IB .Kk

• bleeding problems or are taking anticoagulant (blood thinning) drug products
• had an allergic reaction to mifepristone, misoprostol dr similar drugs

It is important that you understand the need forB follow-up visits with your health care

’I

the drug sponsor and the 1996 Reproductive Drug Products Advisory Committee also 
— -  ------------------ -* !_’■> a u.—:—. Ji—"* ___ J J «. rrr-’b a

necessaiyfor the safe use of the drug.

ii .. ,
^accurately and to diagnose tuba!

liO Ife
provider and that you have access to a medical care fecility in case of an emergency, 

ill--- ;
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made anangemeOIS for any necessary SUI��- ��IS��-ensure that women have�s to medic.al w:ilitics for emergency�. & 'fflllifagree to other �DSlDilitics, such· as dispensing the Medication Guide �nch:�rting any adverse events to the sponsor.
. �.; .:Jf11::: .... ;�•;, 7. What authority doa FDA bave to restri�t d�trl6uHbb-.of • dnag?The law authorizes FDA to approve new m\u:gs �y";if � have bee� dcmonstt81e.d to be safe and effective for use ander the condilions oluse-�rnmcndcd m the la.bet FDA has broad authority t.o require restrictions oii-��i>ut'i01fto ensure safe and effective use. FDA's itll lcgal authority ta restrict distn"fjutio#.�f a·fdruj .. is.dcscribcd in more detail in the preamble to agency drug regulations. (LlNifto CR.¥ or 1canned copy). '''l :. . . 8. Can health care pro-viden other tba:n ;docf#_fs·.d�p-e#ae mi!cpristotse?Some states allow physicians to super.vise o��fh care.practitioners, such as certified registered nurse practitioners and nurse mfd!"� and. tlie'sc states 'may allow asupervised health care provider to dispe�·tnifepristo�:::-Health care providers should check their state law provisions. 1.-: :tf _:: .: :.

· i ·} I�i:· -t ·::_:�-.-9. Is there au age restriction for termhaatfo�at' piep'a1tey.?States may set age restrictions on tcrri:tln:ation �#prcgnaricy if they believe such reru-ictions are appropriate. : i < tl . _ >--
. L°.' -tilt- - ;:· /·.t . 10. �n there atudi� wit� m�e�ris���e�� ��pi��u��-�r tbc age of 18?Studies to c�uate mifcpristonc mclo.ded�mcn ages IMS. 
.. . :i :{ {it: .: . t: :/\ .. 11. Wb•t are the possible •ide effccts�C,is�'f}itl'f!epji�ae?Mifc:pristonc treatment will cause vaginalple�g/2:Iri:�me cases vaginal bleeding can be very heavy. In a few cases. this blccditig �:�ed?l'.o:-be stopped by a surgical procedure. ; I.:, Iik .:_:; ... .-:.· 

� �- l f::: lt��..,-��t- .:�.f-1.:.�... · 
Other possible side effects of the trc:aime��:-��.- 'i�i.ilili� D8l1Sea, vomiting, headache.cm.ziness. back pain. end tiredness. . . i {.:} .!.fu :; : .:_ .-_t :�/:

::: J t;;} :!i.� E·.:t�I .ft/:::. The possible side effects arc describea -m-tht · edu:atibn·Guide. Please n:a.d � Medication Goide (LINK) ' :.::� fl)=. · -·�· .. :-;: · 
. _ . · . .:- ; Lt -r: i: }l hf: .. 12. Wb•t u • Medtcatton Guide? :·· / .h; .ilf::�--�� ·;:::;::_-. :A M.edica.tion Guide contains FDA�P.PJ:91-cci�d��� written especially for patients.

13. Wby did FDA develop a Medi�JiJJGl�ilr��pristonc? FDA determined that a Medication �iJe�a1 �\�s� for women to bo able to usemifepristone effectively and safcly::�t �.��1'4: :· )ro��mcn to be fully infon;ned about how mifcpristone works and aboudts !mies, .,_, ;well a:'i(tlie need for follow--up visits with their heal�h c:ar� pro_vider! �iall� o}i:#ie �t �·:� .��:mifeprlstone is adnunistered. Th� Medication Guide will help c:�p.r� �t ��p. -��� the directions for use and that they return to their health care providerfqr @li�w�upi-Vfsits . 
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16. How much will mifepristone cost?
Manufacturers establish prices for prescription drugs. FDA has no jurisdiction over drug 
pricing.

17. Will insurance companies pay for mifepristone?
Insurance coverage is a decision made by your insurance provider. Please call your 
insurance company if you have questions.

AiiFA

+3014431388

•••: 
■

......

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 standards were applied to the new drug 
application for mifepristone as are applied to all applications.

..

3

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 
become pregnant again start using a birth control method of your choice as soon as your 
pregnancy ends.

uy/uu___inu xi;oo taa zuz oau au/J

Sep-ZS-00 IliSSam From-FDA

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

pregnancy.
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U.S. department of health ano human services

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 ZOO-micrograiu 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, each 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

-More-
1

»

ATTENTION TV BROADCASTERS: Please use open caption for the hearing impaired.

FDA ON THE INTERNET: http://www.Ma.gov/

Print Media;
Broadcast Media: 
Consumer Intjuiries:

FDA APPROVES MXPEPRXSTOHE
FOR THE TEEMTNATION OF EARLY PREGNAHCY

POO-19
Sopteanber 28, 2000 
FOR IMMEDIATE RELEASE

FOOD AND DRUG AOMTNISTRATION
301-827-6250
301-827-3434
888-IHFO-FDA
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effects can occur. 

�The approval of mifepristone i9 the result of the 

FPA'� careful evaluation of the scientific evidence related 

to the safe and effective use 0f this �rug, q �aid Jane E. 

Henney, M.c., Cammissioner of Food a�d Drugs. �The FDA's 

review and approval cf this drug has adnered strictly to 

our legal manqate and mission as a scienee-based public 

health regulatory agency.u 

FOA based its approval of mifepristone on data from 

clinical trials in the United States and France. 

The labeling for mifepristo�e eniphasi2es that most 

women using the produe� will experi�nce some side effects, 

primarily craznping and bleeding. Bleeding and spotting 

typically las,: for between 9 and 16 days·. In a.bout one of 

100 women, bleeding can be so hea�y that a surg1�al 

procedure will be requ1red to stop the bleeding. 

The. d.rug's labeling also warns that it should not be 

used in women with the following conditions: 

• Confirmed or suspected ectopic (''tubal "' ) pregnancies

• !ntrauterine device (IUO) in place

• Chronic failu%e of the ad.rena1 gla.nds

�OOJ 
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misoprostol or other

thinning) therapy.

Under the terms of the approval, mifepristone
will be

distributed to physicians who

tubal) pregnancy.

-Mere-

Page 3, POO-19, Mlfepciatoae

* Current long-term therapy with
corticosteroids

• History of allergy to mifepristone,

prostaglandins

To gather additional data about the use of

mifepristone, the Population Council (sponsor of the

These include a study comparing patient outcomes 

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 

rhe patient agreement and placing it in the patient's

product) has made a commitment to conduct postmarketing 

studies.

• Bleeding disorders or current anticoagulant (blood­

can accurately determine the 

duration of a patient's pregnancy and detect an ectopic (or

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-

.09/28/00 THU 11:38 FAX 202 4015783
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medical record.

terminate pregnancy.

TOTAL F.05

♦

More detailed information about this product is

available on FDA's website at 

Mifepristone will be distributed in the U.S. by Danco

Laboratories, LLC, New York, N.Y.

The drug has also been approved in 

the United Kingdom, Sweden, and other countries.

http://www.fda.gov/cder/drug/infopaqe/mifepristone/

####

Mifepristone, whichjwas developed by a French 

pharmaceutical firm, was:first approved for use in France 

in 1988.

Page 4, POO-19, Mifepristone 

»’
as required; and a system for surveillance,

reporting and tracking rare ongoing pregnancies after

treatment with mifepristone in the U.S.

Since then, more than 620,000 European women have

taken mifepristone in combination with a prostaglandin to
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Questions and Answers on Mifepristone: INTERNAL USE ONLY

General

Q;

A:

Q:

A:

Is this the first drug approved in the U.S. for the termination of

How effective was the regimen in clinical trials?

In the U.S. trials, medical termination of pregnancy was complete in 
92% of the 827 women in the efficacy study - approximately six percent 
with mifepristone alone, and the remainder with mifepristone followed by

Q. 
pregnancy?

CHIEF OF STAFF 
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Draft 08/20/00 
INTERNAL USE ONLY

misoprostol. In eight percent of patients, surgical intervention was required. 
Fewer than 1% of patients had ongoing pregnancies.

In the French trials, more than 9S% of the 1,681 women experienced 
complete termination of pregnancy, 5.3% without misoprostol and the rest 
after mfring both drugs- Surgical intervention was required in 4-5% of 

women.

Q: What action did FDA take today?

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

What treatment regimen did FDa approve?

The drug (mifepristone) is administered to a woman by mouth. Two 

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 trials in

the United States and in France.

days later, the woman returns to her doctor for oral administration of

will return for a follow-up visit approximately 14 days after taking
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No. Two other drugs are approved for the lerminaiion of pregnancy.A:

RestrictioBs

What about distribution?Qi

A:

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

Q:

A:

2

Mifepristone will be distributed directly to qualified physicians. It 
will not be available through pharmacies or on the Internet.

What restrictions did FDA place on the use and distribution of 

this drug?

The drug may only be distributed to physicians who can accurately

CHIEF OF STAFF 

3015846004

Draft 08/2a/D0
INTERNAL USE ONLY
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Why did FDA impose these restrictions?

FDA always seeks to ensure thai the products it approves are used 
appropriately, so that risks are minimized and benefits are maximized. FDA 
believes rh^T, for this drug, these restrictions axe needed to ensure safe use.

A: The drug may only be distributed to physicians who can accurately
determine the duration of a woman’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 
bleedingor they must have made plans in advance to provide such care 

through others

FDA approved mifepristone under its “ Subpan H” regulations, which 
specifically allow FDA to establish appropriate controls on the distribution 

of a drug.

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 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 to take the drug, who 
should avoid taking it, and what side effects can occur. This Guide is also 

referenced in the “black box.”
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Q

A: The sponsor proposed a restricted distribution system for its product,
and the FDA advisory committee that discussed this application in July 1996

A:

3

•09/28/00 THU 11:58 FAX 202 4015783
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Draft 03/26/00
INTERNAL USE ONLY

In addition, the agency believes that women should have as much accurate

also recommended such a system. EDA has concluded that the terminanon 
of unwanted pregnancy is a serious condition, and that these restrictions are 

necessary for the safe use of this drug.

Moreover, mifepristone’s distribution is typically restricted in other 
countries where it has been approved. FDA has concluded that establishing 
terrain controls on the distribution of this drug are needed to help ensure that 

it is used appropriately.

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

The distribution of several other drugs has been restricted to assure 

that they are used safely. For example:

• rwapine (Clozaril), a drug used to manage severe schizophrenia, is 
available only through a registry system that ensures monitoring of 
certain blood test results prior to the delivery of the drug.

information as possible to make an informed decision about this regimen.

* : According to FDA regulations. Subpart “H" applies to drugs for 
serious and life-rbreateniog illnesses. Isn’t it overkill to invoke this 

provision for the mifepristone regimen?

• Transmucosal fentanyl (Oralet), a potent analgesic delivered on a 
lollipop as piemedication in pediatric patients before surgery or before 
painful procedures, is restricted to certain registered hospitals, and is 

not available retail pharmacy outlets.

• The manufacturer of trovafloxacin/alatrofloxacin mesylate 
(Trovan/Trovan-IV) agreed to limit distribution only to hospitals and 

long-term nursing care facilities.

• Thalidomide (Thalomid) is marketed only under a special restricted 
distribution program. Under that program, only registered prescribers 
and pharmaeisTs are allowed to prescribe and dispense the product.
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woman using mifepristone?

Q:

A:

Q:

A: Mifepristone is avauanjc xor ccnaui Gausci pox-icuio t
panent IND. Patients must be treated according to a specified treatment

A: FDA is a scientific regulatory agency uiai —
basis of science. The agency’s review and approval of mifepristone adhered
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Q: Why is FDA requiring a physician to be able to provide surgical
intervention or to provide a plan for obtaining those services for each

. 09/28/00
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Patients must also be registered and participate in mandatory 
pregnancy testing prior to receiving the drug.

A: Clinical trials and experichce in countries where mifepristone is
approved have shown that this regimen fails in five to eight of 100 women.
Therefore, if the regimen foils 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 wifi be required to stop the bleeding.

Q; Will FDA or the manufacturer establish a registry of physicians 

who have access to mifepristone?

Neither FDA nor the manufacturer has any plans to establish a 

registry of physicians.

How can cancer patients obtain mifepristone?

Mifepristone is available for certain cancer patients through a single 

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

re on FDA:

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 regulatory agency that makes decisions on the

strictly to its 'legal mandate and mission as a science-based public health 

regulatory agency.

T-oor p.oos/azo f-ozz
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Q:

A:

Q:

Q:

A:

nor Danco Laboratories has disclosed the identity of the manufacturer.

Q:

A:

5
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Why won’t FDA disclose the identity and location of the 

manufacturing site?
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 identity of the manufacturer or the 

manufacturing site.
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Qi 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 sent the sponsor an “approvable” letter in September 1996, six
months after receiving the application. The letter identified outstanding 
issues that needed to be resolved before FDA could approve mifepristone. 
The sponsor responded to those issues in September 1999. FDA issued 
another “approvable” letter in February, 2000, asking additional questions. 
The sponsor has now answered those questions.

Some members of Congress have expressed their opposition to 

mifepristone. Could Congress overturn FDA’s decision?

It would be unprecedented for Congress to overrule an FDA decision

io 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. Ir would 
be unprecedented for a new administration to overrule an FDA decision to 

approve a medical product.

Who manufactures and distributes mifepristone?

Danco Laboratories, LLC, based in New York Cfry, distributes 
mifepristone. Neither the Population Council, the sponsor of this product.

0010
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Q:

6

CHIEF OF STAFF

3D1684EQO4

.09/28/00 THU 11:59 FAX 202 4015783

Sep-2B-200t3 11:33am Froti-FPA-PUBLIC AFFAIRS

Draft 09^00 
INTERNAL USE ONLY

Under these circumstances, this manufacturing information is 
considered confidential commercial information.

Q: Why is 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 ar
persons associaied with reproductive righis issues similar to those raised by 
mifepristone, FDA will not disclose these employees’ names. Under these 
circumstances, this employee information is considered personal privacy 

information.
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The regimen:

How can mifepristone be safety used?

Basically, a woman should follow all the instructions for taking the 
product. First, a woman must read the Medication Guide and sign the 

Patient Agreement Form­

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

Day 3: a patient must 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 
two 200 microgram tablets of misoprostol that she will take orally.

Day 14: the patient will return for a follow-up visit. This visit is very 
important to 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 submitted a new drug application to the FDA, seeking the
agency’s approval to market mifepristone for the termination 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 approval of this application, FDA adhered strictly to its legal 

mandate and mission as a science-based regulatory agency.
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Q:

A:

Q:

Q:

A:

A:
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A:

These resmctions are designed to ensure safe and appropriate use of the 

product,

Cao ourse-practitioners, midwives, or others prescribe 

mifepristone? Why?

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

What about misoprostol? Is the use of misoprostol an unlabeled

Why did FDA require a second visit on Day 3. when the product is 
being studied and used iu a U.S. clinical trial without a return visit on 

Day 3?

Mifepristone was approved on the basis of data from clinical trials, 
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 
fxwmi nanon or an uliiasonographic scan, the woman will take misoprostol 

during this second visit.

A third visit, to confirm that a complete tennmation of pregnancy has 

occurred, is also required.

Why can’t all physicians prescribe mifepristone?

FDA is restricting the distribution of mifepristone to physicians with 
specific qualifications, such as the ability to diagnose a tubal pregnancy.

-09/28/00 THU 11:59 FAX 202 4015783

Sep-ZB-j!OQO 1|:33am Frpffl-FDA-RUBLIC AFFAIRS

Draft 0W2SW 
INTERNAL USE ONLY

T-007 P.012/020 F-OZZ

Q: 
use?

Under the approved treatment 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 to be safe 
and effective for the termination of early pregnancy.
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Q: The manufacturer of misoprostol just issues a war mug »u
physicians not to use the drug in pregnant women, and there have been

A: Misoprostol (used aionej is currenuy approvcu iw
patients from gastric ulcers induced by certain pain relievers. A women who

prescribers that misoprostol may cause abortion. It therefore emphasizes

Q: Searle just distributed new labeling tor its misoproswi
(Cytotec) that says the product is not approved for abortion, 
rrria,____ lak-lino'’

A: Now that FDA has approved me treauncm pmu ivi u* w*
mifepristone followed by the administraiion of misoprostol for the medical

Q:

misoprostol administration on Day 3, there may be nausea, vomiting, and

8
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Patient Safety and Side Effects:

What are the major side effects of mifepristone?

A: The Medication Guide provides information that women should be
aware of concerning the incidence of side effects from administration of 
Mifeprex. These include cramping and, sometimes, heavy bleeding. After 
misoprostol administration on Day 3, there may be nausea, vomiting, and 
diarrhea. Before taking this medication, a woman must be fully aware of 
what to expect and will have to sign the Patient Agreement form.
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Q: The manufacturer of misoprostol just issued a warning to
physicians not to use the drug in pregnant women, and there have been 
press reports that the manufacturer worked with FDa on this warning. 
How can FDA reconcile this warning with the approval of mifepristone 

when used with misoprostol?

A: Misoprostol (used alone) is currently approved for use in protecting
patients from gastric ulcers induced by certain pain relievers. A women who 

is or may be pregnant - and who does NOT wish to terminaie her pregnancy 
- should know that she should not take misoprostol for prevention of gastric 

ulcers or any other reason.

The “Dear Doctor” letter issued by Searle on August 23,2000, warns 
prescribers that misoprostol may cause abortion. It therefore emphasizes 
that misoprostol is contraindicated for use by any pregnantwoman who does 

not wish to terminate her pregnancy.

As pan of the mifepristone-misoprostol regimen, misoprostol is appropriate 

for use to terminate early pregnancy.

Q: Searle just distributed new labeling for its misoprostol product
(Cytotec) that says the product is not approved for abortion. What is 

FDA’s position on this labeling?

A: Now that FDA has approved the treatment plan for The use of
mifepristone followed by the administraiion of misoprostol for the medical 
Termination of intrauterine pregnancy through 49 days of pregnancy, the 
statement in the Searle label is inappropriate. FDA has asked that it be 

removed.
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A:

What if a woman changes her mind?Q:

A:

Critics of this drug say it is dangerous to women and fetuses.

A:

9

Q: What steps has FDA taken to ensure that women are adequately
informed about how to use this regimen safely?

CHIEF OF STAFF
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Q:
How does FDa respond?

FDA and the sponsor have established a program to inform women 
about this regimen, including the risk of birth defects if the regimen does not 
end the pregnancy. Although the data on this risk are very limited, there are 
several reports in the medical literature of defects after first trimester 
exposure to prostaglandins, including misoprostol.

Among rhe many safeguards FDa has established for this treatment 
regimen are the requirements that each woman read the Medication Guide

FDA and the sponsor have established a program to inform women 
about this regimen, including the risk of birth defects if the regimen does not 
end the pregnancy. Women are instructed that surgical terminarion may be 
needed, and the Patient Agreement Form certifies that they understand this 
possibility.

for mifepristone and that she also sign the Patient Agreement Form- These 
safeguards are designed to ensure that every woman knows and understands 
that this regimen is for the termination of early pregnancy and is committed 

to that course of action.
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FDA is requiring that each woman who takes mifepristone receive a 
Medication Guide that clearly explains how to take the drug, who should 

avoid raking it, and what side effects can occur.

Each woman taking this drug must also read the Medication Guide 
and sign the patient agreement form before the drug will be administered.

The problems or side effects that women should be warned about include 
bleeding or sporting that is likely to occur from 9 to 16 days and that has 
been reported to last as long as 69 days. Up to eight percent of women may 
experience some kind of bleeding for 30 days or more. Surgical intervention 
may be needed to control the bleeding.
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Q:

A: To gainer aoainonai oaia aooui me use ox nuicyu
Council has made a commitment to conduct postmarketmg studies. These

Q: The sponsor of mifepristone has agreed to conouci ptsnaarKeui
studies involving this drug. Doesn’t that mean FDA realty thinks rhe

A:

Access:

Q:

A: The drug be distnbuteu onjy io pnysicidjo wuu uau vmaw-v
determine the duration of a woman’s pregnancy and detect an ectopic (or
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The sponsor of mifepristone has agreed to conduct postmarketing
* - _ __ - - .____*1.^

regimen is unsafe?

No. It is not at all unusual for sponsors to conduct posunarketing 

studies on their approved products.
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Who may prescribe mifepristone?

The drug will be distributed only to physicians who can accurately
— _ _ - ________ 2_

•>***••* «■ PM ■■ I ■ - -----J| _

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 for patients to obtain 

such care through others.

As of May 2000,82 cases had been reported in which women with 
ongoing pregnancies after using mifepristone, alone or followed by 
misoprostol, declined to have a surgical procedure. Of those, follow-up 
information is available for 36. Twenty-six of those women experienced 
live births, and nope of the infants had any abnormalities detected at birth. 
Ten of the women later decided to have a surgical termination, and of those, 

there was one case of fetal mallprmation-

Has the sponsor agreed to carry out pcstmarketing studies of

mifepristone?

To gather additional data about the use of mifepristone, the Population 

include a study comparing patient outcomes 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 treatmem 

with mifepristone in the U.S.
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Q:

A:

Q=

A: Some siaies allow physicians to supervise other health care
practitioners such as certified registered nurse practitioners and nurse

Q:

Q:

Q:

11

Will it be available in pharmacies?

No. Mifepristone will be available only through qualified physicians. 

What health professionals will have access to mifepristone?

CHIEF OF STAFF 
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A: FDA issued this import Alert oecause oi saieiy cunccma peupn*.
raving the unapproved drug without adequate supervision from a health care 

been revised to exempt this specific product from the alert. Formulations of

midwives, and these states may allow a supervised health care provider to 

dispense mifepristone.

Will mifepristone be available over the Internet?

A: No. FDA and the sponsor have established a treatment regimen with
many safeguards, including the direct distribution of the drug only to 

qualified physicians.

Q: In 1990 FDA issued an Import Alert that banned the importation
of mifepristone into the United States. The drug was listed under 
several other names. Is that Import Alert still valid?

FDA issued this Import Alert because of safety concerns for people

professional. Now that FDA has approved Mifeprex, the Import Alert has 
_ - - _*■ _t______ TT'________ -1 —.* j

mifepristone not covered by ths NDA or by an IND in effect would still be 

denied entry into the U.S., however.

Wan mifepristone been studied for other uses? If so, will those 

studies continue?

A: Mifepristone is being studied for a variety of uses, because it can
block steroid receptors. In particular, it is being mvestigaied as a potential 

treatment for cancers whose tumors have progesterone receptors.



A:

Q: Earlier this year there were reports that FDA was going to
impose severe restrictions on the availability of mifepristone. What

A:

Q*

FDA does not comment on security matters.

What about reports that FDA has hired armed guards and 
heightened security?

ADDITIONAL QUESTIONS AND ANSWERS—INEBNAL USE ONLY 

or Secretary Shalala intervene in FDA's
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Q: Did the White Hon
review of mifepristone?

No. Neither the White House nor the Secretary were involved in 
FDA’s decision- FDA based its decision on the science.

changed FDA's thinking?

A: Some early press reports on this issue were inaccurate. When FDA
is nearing the end of a product review, give and take between the agency 
and the sponsor is normal.

Q: President Clinton in 1993 asked Secretary Shalala to sec what
could be done to expedite the availability of mifepristone. The 
Secretary in 1994 said that “FDA will do all it can to quickly 
evaluate mifepristone.* What happened? Why did FDA not tell the 
spouBor until 1996 that mifepristone was “approvable?”

Many things had to occur before the FDA could take any action, 
The sponsor had to obtain patent rights to the drug, and this happened 
in May, 1994. The sponsor then had to identify a manufacturer for the 
drug, file an IND with the FDA, and design and conduct clinical studies 
of the product. Finally, rhe sponsor had to analyse the data and submit 
a marketing application to the FDA.

FDA received the new drug application in March 1996, It began 
reviewing the application immediately, held an advisory committee 
meeting in July, and issued an ’approvable’ letter in September 1996.

Who made the decision to approve mifepristous?

A: Many FDA employees contribute to the review and approval of a
new product. The ’approval’ letter FDA sends to the sponsor is typically 
signed by a senior official.

In the case of mifepristone, FDA is not disclosing the identity of the 
reviewers and others who reviewed this application.
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1. What is MIFEPREX (mifepristone) and how doe* it work?
Mifeprisronc is a drug thai blocks a hormone called progesterone that is needed for 
pregnancy Io continue. Mifepristone, when used together with another medicine called 
misoprosol, 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 js approved in many other countries including France, the Untied 

Kingdom, and Sweden.

3. Who sboold not take mifepristone?
Some women should not take mifepristone. Do not take mifepristone if it has teen mon: 
than 49 days since your last menstrual period or if you have:

• a rubai pregnancy
• an intrauterine device (IUD) in place (It mns be removed before you take

mifepristone)
• problems with your adrenal glands (the glands near your kidneys)
« been treated with certain steroid medications for a long 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 imponant that you understand the need for 2 follow-up visits with your health earc 
provider and that you have access to a medical care fenili^ 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 rwtricred?
Yes, mifepristone is supplied directly to doctors who meet certain qualifications. It is not 
and will not he available in pharmacies, and it is not legally available over the Internet.

5. Why are there restriction* for rbi» drug?
of rnifepristonc 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 mast docton have to obtain mifepristone?
Doctors must have the ability to date pregnancies accurately and to diagnose tubal 
pregnancies. Doctors also be qualified to provide any necessary surgery, or have
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Other possible side effects of the TregrrngHT include diarrhea, nausea, vomiting, headache, 
dizziness, back pain, and tiredness.

made arrangements for any necessary surgery. Doctor 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.
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10- Are there studies with mifepristone in women under the age of 18? 
Studies to evaluate mifepristone included women ages 18-45.

9. Is there an age renriction for termination of pregnancy? 
States may set age restrictions on tenninaiion of pregnancy if they believe such 
restrictions are appropriate.

8. Can health care provideri other than doctors dispense mifepristone? 
Some states allow physicians to supervise other health care practitioners, such as certified 
registered nurse practiiioncrs and nurse midwives, and these states may allow a 
supervised heath care provider to dispense mifeprisione. Health care providers should 
check their state law provisions.

12. What is a Medication Guide?
A Medicalion Guide contains FDA-approved infbnnaxjon, written especially for patients.

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.

7. What authority does FDA have to restrict distribution of a drug?
The law authorizes FDA to qsprove new drugs only if they have been demonstrated to be 
safe and effective fer use under the conditfens of use recntnmmded in the label. FDA 
has broad authority to require restrictions on distribution to ensure safe and effective usc. 
FDA’s full legal authority to restrict distribution of a drug is described in more detail in 
the preamble to agency drug regulations. (LINK to CRF or rcanned copy) 

The possible side effects are described in the Medication Guide, Please read the 
Medication Guide (LINK).

13. Why did FDA develop a Medication Guide for mifepristone?
FDA dctcitnined that a Medication Guide was necessary for women to be able to use 
mifepristone effectively and safely. It is important fer 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 14* day after mifepristone is admini^ered. 
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.
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16. How much will mifepriatoBc cost?

3

14. Can 1 become pregnant again if I take mifeprinane?
You can become pregnant again right after your pregnancy ends. If you do not want to 
beconie agpin, start using a birth, control method of your choice as soon as your
pregnancy ends.

CHIEF OF STAFF
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Manu&cturere establish prices for prescription drugs. FDA has no jurisdiction over drug 

pricing.

17. Will insurance companies pay for mifeprirtonc?
Insurance coverage is a decision made by your insurance provider. Please call your 
insurance company if you have questions.

Before you receive mifepristone, your doctor will provide you with the Medication Guide 
apH ask you to sign a szaiemeox (Patient Agreement) that you have decided to end your 

pregnancy.

15. Does PDA endorse the nse 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 e&ctive for 
its proposed indication under the eandirinns of use in the labeling. This means that the 
benefits of the drug outweigh ns risks. The same standards were applied to the new drug 
application for mifepristone as are applied to all applications.
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