TELEFAX
%
e Tel (1) 40 62 44 34
Direction de la Communication Fax. (1) 40 62 44 9% {

- - Separtment of Health & Human Services
FDA - Rockville (USA) - Fax —

ROUSSEL UCLAF A

.
February 26, 1993 Page(s): 1+6

—— —

Dear

Re:- RU 486 - Agreement between the Population Council and Roussel Uclaf

Following your discussion with Dr. Sakiz, please find attached copy of his letter dated July 18,
1984, to Dr. C. Wayne Bardin, at the Popuiation Coundil, stating that “...in addition to the
rights granted to the Council under the Agreement, Roussel is willing to grant the Council the
right to arrange for sales of products (as defined in the Agreement) to public sector
organtzations for distribution in the United States of America on the other terms set forth in
the Agreement notwithstanding the exclusion of the United States from Territory (as defined
in the Agreement).’ -

Alsd ;;Eo’sed'is a copy of the agreement signed on July 17, 1984 between the Population
Council and Roussel Uclaf referred to in the above letter,

I am at your disposal for any further information which you may require, and remain,
Yours sincerely,

/5f
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8oite Postale: 120.07
78323 Paris Cédex 07

) Paris, on July 18, 1984
B | Annce Z

THE POPULATION COUNCIL, INC.
Canter for Biomedical Resesarch
1230 York Avenue

NEW YORK, N.Y. 10021

U.S.A.

Attantion to Dr. C. Wayne BARDIN

Dear Sirs, ‘ -3
R

~ Reference {s made to the Agresnent, dated as of July 17, 1984 ’>

(the "igreasment”), becween the POPULATION COUNCIL, INC. (che 'COb’NCIL“tand

ROUSSEL~UCLAF S.A. ("ROUSSEL").

. .
We understand that in addition to the rights grauted to the CCUNCIL
cader the Agreement, ROUSSEL is willing to grant the COUNCIL the right te
arrange for sales of Products (as defined in the Agreement) to public sector
organizations for distribuction {a the United States of America on the other
teras set forch {n the Agreement Mocvithstanding the exclusicn of the United
Staces. from Tecritozy>(as defindd in_the“Agtécient). The ters “pudblic sector

" organizatior” for this purpose shall include entities based in the United States

MIF 004402

nominated ‘by the COUNCIL and approved by ROUSSEL, such spproval not to be
unreasonably vichheld. ROUSSEL shidll ba enticled ia connection with each
nomination czade by the COUNCIL hereunder to request vritten tnformation
demonstratiag that the oouines qualifies as a public sector organization and
the COUNCIL shall have & reasonable asount of time following receipt of any
such Y@qust {n vhich to provide such {uformatioan.

1£ you agree wvith the foregoing, would you please retura to us a copy
of this le®ter sccepted on behalf of your company, dated and signed.

—

. Thanking you in advance, ve tesain,

Sincerely yours,
14

3 F LUt

S § Rt :

Dr..E. SA ‘?( i

PPt :.';::~:':l

Accepted by : THE POPULATION COUNCIL, INC. é:;’ —— e

i v AE Lo 7t a e Iﬂ\n-.ﬂ.\..
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- MEMORANDUM OF MEETING
March 2, 1993, at 3:30 p.m.

ATTENDEES: See.attached list

SUBJECT: Initiatives to promote the testing in the United States of Mifepristone
(RU-486) and other antiprogestins

The Food and Drug Administration initiated this meeting to discuss with the National
Institutes of Health initiatives that were ongoing, and which could be planned, to respond to
the President’s directive to assess initiatives by which the Department can promote the testing
in the United States of RU-486 and other antiprogestins.

Representatives from the National Institute of Child Health and Human Development
(NICHD) provided the following information:

1. On February 5, 1993, NICHD published a Program Announcement inviting the submission
of investigator-initiated research grant applications to conduct basic research on antiprogestins
and to explore the potential clinical utilization of antiprogestins in the treatment of a variety
of reproductive disorders as well as for contraception. The purpose of this initiative is to
stimulate research that will attempt to further characterize and define the mechanism(s) of
action of antiprogestins, their use for treatment of disorders of the reproductive system, and
their utility for application as contraceptive agents or in facilitating parturition. Examples of
research topics that would be considered responsive to this solicitation include studies on
reproductive health, reproductive disorders (endometriosis, fibroids), contraceptives (including
the morning-after pill), cervical ripening, etc.

L. e

A Program Announcement (PA) is unlike a Request for Applications (RFA) in that,
for a PA, no funding has been set aside, no Study Section has been designated, etc.; a PA is
only an announcement of interest for potential funding. NICHD will analyze the responses
rcccxvcd If the applications are adequate, no RFA is necessary. If there are insufficient
apphczmons submitted on a given topic, NICHD could publish a Request for Proposals on that
topic(s).

2. The Hyde Amendment, in DHHS’s appropriation, prohibits the use of agency funds to "be
used to performi abortions except where the life of the mother would be endangered if the

fetus were carried ta term.” The specific language of the Hyde Amendment has varied from

year to year. As currently worded, NIH could gather data related to the consequences or -
effects of abortion; however, it could not use its funds to pay for the performance of

abortions. (Title X is no longer a limiting factor, because when it was renewed, the NICHD
appropriation for population research was no longer under it.)
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3. NICHD has talked with Roussel-Uclaf about RU-486, and with Schering about other
antiprogestins under development. Both companies indicated their interest in supplying these
drugs for preclinical and clinical testing. However, Schering indicated that it would not
supply drugs for preclinical or clinical testing for an abortifacient indication. In discussing
the various indications under study for RU-486, NICHD indicated that while the original
optimism for its usefulness in ——————""_ has not yet been proven and it did not
appear to be helpful in treating ——— . there remained a theoretical
basis for optimism concerning its analogs, partwularly for obstctncal uses such as induction
of labor.

4. The World Health Organization is conducting a dose response study of RU-486 to
determine whether the 600 mg. dose currently in clinical use is the optimal dose. ——

e m———

5. NICHD -~ antiprogestins for post-coital use. In order to issue an
RFP for a post-coital contraceptive drug (morning-after pill), funding would need to be set
aside. There was some discussion of using the Population Council’s IND as an alternate to a
master file for post-coital clinical studies and problems that individual investigators may have
with that approach.

;-r? whiv :

6. In order for NICHD to support research involving RU-486, a clinical investigator and
Roussel-Uclaf would need to start the process by submitting a research application to NIH.
NICHD could respond to such a request following its peer review, and assuming that it scored
well in the peer review process. This process takes approximately 9 months. For use as an
abortifacient, given the Hyde Amendment, NIH could conceivably monitor a study, receive
case report forms, analyze data, etc., but NIH could not fund the abortifacient activity itself.
NICHD is willing to be involved in this type of activity, but indicated its preference for an
effort to test and market RU-486 as a ———— ’

Representatives from the National Cancer Institute (NCI) provided the following information:

1. NCI has met several times in the last two years with Roussel-Uclaf. Results from studies
of Cushing’s disease _appear good but this is a rare disease.

2. NCI has no plans at present to study RU-486 for ——————  The data from European
and Canadian studies will be followed closely.

- e

—

3. NCI is serving as a drug distribution resource for study of RU-486 in the
—————— sponsored under his own IND. He has completed a Phase I study;
it is too early to determine its effectiveness for this indication. NCI discussed with Roussel-
Uclaf a compassionate use mechanism for patients ineligible for —————— study;
Roussel-Uclaf declined the offer.

<
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The representative from NIH’s Office of Research on Women's Health (ORWH) provided the
Sfollowing information:

. The ORWH funds research in women’s health in collaboration with each of the Institutes
and Centers of the NIH.- Proposals are considered for ORWH funding only after they are
submitted to a specific institute or center and undergo peer review. The ORWH has not
funded RU-486 research because proposals have not been submitted by an institute or center.
However, the ORWH will consider funding future research in this area.

/S/

Senior Policy Analyst
Office of the Executive Secretariat

Attachment

P

APPEARS THIS WAY
ON ORIGINAL

- —— o B

"
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March 2 Meeting Attendees
3:30 p.m., Room 14-94

- - NATIONAL INSTITUTES OF HEALTH

National Institute of-Child Health and Human Development (NICHD)

Center for Popu]ation Research, NICHD
[Attending for -

i - h NCI

Cancer ’I'ﬁcrapy Evaluation Program, NCI

I

v

o

dfﬂce of Research on Women’s Health, Office of the Director
[Attending for

FOOD AND DRUG ADMINISTRATION

o Center for Drug Evaluation and Research (CDER)

o~ - »

— _ Division of Metabolism and Endocrine Drug Products
CDER -

- —e——_
—

Division of Metabolism and Endocrine Drug Products, CDER

f
Division of Oncology and Pulmonary Drug Products, CDER

———— e —

— Executive Secretariat
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15-FEB-2000 FDA CDER EES Page 1lof
ESTABLISHMENT EVALUATION REQUEST
DETAIL REPORT

Application: NDA 20687/000 Action Goal:
Stamp: 18-MAR-1996 District Goal: 17-JAN-1997
Regulatory Due:. 19-FEB-2000 Brand Name: MIFEPRISTONE 200MG TABS
Applicant: POBULATION COUNCIL Estab. Name:
1230 YORK AVE Generic Name: MIFEPRISTONE 200MG TABS
NEW YORK, NY 10021
Priority: 1P Dosage Form: (TABLET)
Org Code: 580 Strength: 200 MG
Application Comment:
FDA Contactsy —— (HED-580) — Project Manager
e (HFD-580) —_— =
Team Leader

— (HED-580) —

e R

Overall Recommenda WTOL
WITHHOLD on 14-FEB-

o e — e ———

Establishmentc[-"\-’-//

DMF No:. L AADA:

E
Responsibilities: FINISHED DOSAGE RELEASE TESTER % —
FINISHED DOSAGE STABILITY TESTER i
Profile: CTL OAl Status: NONE C e
Estab. ComentC ‘j
Milestone Name Date Req. TypeInsp. Date Decision & Reason Creator
SUBMITTED TO OC 01-SEP-1999 -
OC RECOMMENDATION 01-SEP-1999 ACCEPTABLE -~
BASED ON PROFILE
ASSIGNED INSPECTION 14-OCT-1999 PS —
DO RECOMMENDATION  19-OCT-1999 : WITHHOLD —
INADEQUATE LAB C
EIR RECEIVED BY OC 11-JAN-2000 -~
INSPECTION PERFORMED 14-FEB-2000 11-FEB-2000 o~
DO RECOMMENDATION 14-FEB-2000 ACCEPTABLE ~
e~ ] INSPECTION
OC RECOMMENDATION 14-FEB-2000 ACCEPTABLE —
) DISTRICT RECOMMENDATION
Establiwntr
DMF No: -~ AADA:

Responsibilities: FINISHED DOSAGE MANUFACTURER
FINISHED DOSAGE PACKAGER
Profile: TCM OAI Status: NONE

Estab. Comment:/

—}) ——— I—-' -

Milestone Name Date Req. TypeInsp. Date Decision & Reason Creator

SUBMITTED TO OC 01-SEP-1999 T




15-FEB-2000 FDA CDER EES Page 2 of
ESTABLISHMENT EVALUATION REQUEST
DETAIL REPORT

SUBMITTED TO DO 01-SEP-1999 PS ! -
ASSIGNED INSPECTION 17-SEP-1999 PS i _
DO RECOMMENDATION 19-0CT=-1999 . WITHHOLD —_

EQUIPMENT QUALIFICATION
INSUFFICIENT DEVELOPMENT

. DATA e
DO RECOMMENDATION 17-DEC-1999 ACCEPTABLE ( —

N\t
ADEQUATE FIRM RESPONSE
RESPONSE TO FDA-483 WAS ADEQUATE, NO REINSPECTION NEEEDED.

OC RECOMMENDATION 20-DEC-1999 ACCEPTABLE b ’
DISTRICT RECOMMENDATION

Establishment: 9610721
HOECHST MARION ROUSSEL

63480
VERTOLAYE, , FR

DMF No:\ S AADA: _
Responsibilities:
Profile: CSN OAI Status: NONE B
Estab. Comment: CSN; PLANT 2 (on 24-AUG-1996 by EES_CONV) ]
Milestone Name Date Req. Typelnsp. Date Decision & Reason Creatdr
SUBMITTED TO OC 22-APR-~1996 EES_CONV
OC RECOMMENDATION 23-APR-1996 ACCEPTABLE EES_CONV
BASED ON PROFILE

Establishment: 9611688

HOECHST MARION ROUSSEL

60200

COMPIEGNE, CEDEX, FR
DMF No: AADA:
Responsibilities: '
Profile: TCM OAI Status: NONE
Estab. Comment: MFG; NME PRODUCT (on 24-AUG-1996 by EES_CONV)
Milestone Name Date Req. Typelnsp. Date Decision & Reason Creator
SUBMITTED_TQ_OG 22-APR-1996 EES_CONV
OC RECOMMENDATION 14-MAY-1996 EES_CONV

. BASED ON FILE REVIEW
NO OC RECOQpENDATION FOR HISTORICAL DATA

Establishment: 9610109

ROUSSEL UCLAF

102, RT DE NOISY, 93200

. ROMAINVILLE, , FR

DMF No: AADA:
Responsibilities:
Profile: TCM OAI Status: NONE
Estab. Comment: MFG; NME PRODUCT (on 24-AUG-1996 by EES_CONV)
Milestone Name Date Req. Typelnsp. Date Decision & Reason Creator
SUBMITTED TO OC 22-APR-1996 EES_CONV
OC RECOMMENDATION 14-MAY-1996 EES_CONV

BASED ON FILE REVIEW
NO OC RECOMMENDATION FOR HISTORICAL DATA
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15-FEB-2000 FDA CDER EES

Page 3 of
ESTABLISHMENT EVALUATION REQUEST
DETAIL REPORT
Establishment: 96156Q6
SHANGHAI HUALIAN PHARMACEUTICAL CO LTD
MINLE ROAD PUDONG DEVELOPMENT AREA
SHANGHAI, , CH 201419
DMF No: . AADA:
Responsibilities: DRUG SUBSTANCE MANUFACTURER
Profile: CSN OAI Status: NONE
Estab. Comment: THIS IS THE NEW MANUFACTURER FOR THE BULK DRUG SUBSTANCE. THE
SPONSOR HAS STATED THAT THIS FACILITY WTLL BE READY FOR INSPECTION
IN JULY 1999. (on 17-MAY-1999 by T (HFD-580) ——— A
Milestone Name Date Req. Typelnsp. Date Decision & Reason Creator
SUBMITTED TO OC 17-MAY-1999 [ ~—
SUBMITTED TO DO 18-MAY-1999 GMP |
ASSIGNED INSPECTION 18-MAY-1999 GMP
INSPECTION SCHEDULED 21-SEP-1999 27-0CT-1999
INSPECTION PERFORMED 01-NOV-1999 28-0CT-1999
DO RECOMMENDATION 15-DEC-1999 WITHHOLD
DEVIATION FROM DME7/NDA/ANDA
OC RECOMMENDATTION 15-DEC-1999 _ WITHHOLD =<
DISTRICT RECOMMENDATIONG
i
APPEANS THIS WAY

ON ORIGINAL

- —— vy B
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DEPARTMENT OF FIEALTIH AND HUMAN SERVICES
° Public Health Service
- . FOOD AND DRUG ADMINISTRATION

ESTABLISHMENT EVALUATION REQUEST

\

REQUEST TYPE (Check One) - DATE ) PHONE # EERID t' - :
®originat DO Foliow-up El FUR 17 April 1996 [ ] OC>'38 ' '
REQUESTOR'S NAME DIVISION Metabolism & Endocrine D. P. | maiL cope HFD-510
APPLICATION AND SUPPLEMENT NUMBER NDA 20-687
BRAND NAME ' ESTABLISHED NAME Mifepristone
DOSAGE AND STRENGTH 200 mg tablets STERILE
) O YES ® NO
el
PROFILE CLASS TCM PRIORITY CLASSIFICATION (See SMG CDER-482((3) 1P)
A
APPLICANT'S NAME Population Council
ADDRESS 1230 York Avenue, New York, NY 10021 —
COMMENTS At the Div. Meeting on 17 April 1996 it was decided to change the priority classification for this Applicatiorpfrom
1Sto 1P. Consequently, the new goal date is 25 Aug. 19986, =
Z.‘Z:.'!ZIZ::Z::.’i:::ZII:!Z::::.':ZZZ:!Z::I:::3:::22:2::2::?7?:2:?2::Z:::::::IZ:Z::Z!:.'::I::::2::Z::Z:Z:::::::::t:::::l:!:Z:::::::::.’::Z::.‘:Z::22:::::::::::::;::::2:ZZ:Z:::Z:::2::::::::Z:.’ZIZ.‘:I:::!.‘I:I::t:::l.‘Z::ZI:::::.’:?:.’::I::::.'.':.
WJPOE,,%J,Q“EE EVALUATED RESPONSIBILITY D%&‘i’rzaggé Fé%'ls D HFD-324 USE ONLY
\OUSSEL UCLAF Manufacture of Drug| DMF | o0 fo. )0
PLANT 2 Substance — s
63480 Vertolaye, France ml_\/ ¥
SN oo |

2. USIPHAR Manufacture of Drugl DMF

Plant at Compiégne Product —

Route de Choisy-au—Bac

60205 Compiegne- FRANCE . TCM

C——— f"V\Pﬁjz\( NG

3. Roussel Uclaf Plant 1 _ Manufacture of

102, route de Noisy ol Drug Product

93235 Romainville e _

France - ' : TCM

NI E

4
5.
S

HFD-324 -

/.
USE . CGMP COMPLIANCE STATUS
ONLY .

DATE

t FOR 'Cso,?-, ‘ _ “ | DATE"RE?‘E;‘EDH/;;—/{;Q_M "

5057

|
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EER Inspection For EER ID: 10038 & EER Type/#: N 020687

_Facility: 42300 ROUSSEL -UCLAF
ddress: 2124 -
VERTOLAYE, 63480

District:
Profile: CCS CHEMTCAL SYNTHESIS CRUDE DRUG
Comment : CSN; PLANT 2

CFN: 9610721 "DMF #: —m Insp ID: 24568 Fac. Type: FOR
Inspection Socurce: PR ORA PROF CSO0:
Inspection Request Date: Assigned:
Inspection Date: 27-JUN-1995 Completed:
Inspection Received: CSO Review Status:
CES Conclusion: To District-Final:

Rec’d District-Final:

Status/Date: CM COMPLETE 23-APR-1996

CTRL H = Previous Block; CTRL N = Next Block; F4 = BExit;

Press RETURN to go to the Comment field. -~
Count: *1 ~ <Replace>

s
r

=

B e

v
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EER Inspection For EER ID: 10038 & EER Type/#: N 020687

‘jgcility: 42300 ROUSSEL UCLAF
ddress: 30846 -

COMPIEGNE, FR

District:
Profile: TCM TABLETS, PROMPT RELEASE
Comment : MFG; NME PRODUCT

CFN: 9611688 - DMF #: Insp ID: 24569 Fac. Type: FOR
Inspection Source: FF FOR FILE CSO:
Inspection Request Date: Assigned:
Inspection Date: 20-SEP-1994 Completed:
Inspection Received: CSO Review Status:
CES Conclusion: To District-Final:
Rec’d District-Final:

Status/Date: CM COMPLETE 14-MAY-1996

CTRL H = Previous Block; CTRL N = Next Block; F4 = Exit;

Press RETURN to go to the Comment field. :

Count: #1 »<R$place>
: .

*

i

——— -

“"

MIF 004413



EER Inspection For EER ID: 10038 & EER Type/#: N 020687

acility: 42300 ROUSSEL UCLAF
ddress: 30721 -
ROMAINVILLE, FR

District:
Profile: TCM TABLETS, PROMPT RELEASE
Comment: MFG; NME PRODUCT

CFN: 9610109 - DMF #: Insp ID: 24570 Fac. Type: FOR
Inspection Source: FF FOR FILE CSO:
Inspection Request Date: Assigned:
Inspection Date: 15-APR-1996 Completed:
Inspection Received: CSO Review Status:
CES Conclusion: To -District-Final:
Rec’d District-Final:
Status/Date: CM COMPLETE 14-MAY-1996
CIRL H = Previous Block; CTRL N = Next Block; F4 = Exit;
Press RETURN to go to the Comment field. »
Count: *1 ~gR?place>
& -
?
',.,
A
- . o
-
A—
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EER ID:

EER Type/#:

Date:

rofile:
Appl Type/#:

Brand Name:
Estab. Name:
Dosage Form:

+*++**EER Information**t*+s :

10038 Division:; 510 METABOLISM AND ENDOCRI

N 020687

: Requestor: i
Phone:
TCM TABLETS, PROMPT RELEASE Special Rev: M

17-APR-19396 -

N 020687 Doc Type/#: N 000

- Priority: 18
MIFEPRISTONE TABLETS

TAB Strength: 200 MG

Applicant: POPULATION COUNCIL Sterility: NS
Addressg: 1230 YORK AVE
NEW YORK NY 10021 us
Received Date: 22-ABR-1996
EER Technician:|
EER CSO:i
CES Supervisor:!
EER Status/Date: 15-MAY-1996
CTRL H = Previous Block; CTRL N = Next Block; F4 = Exit
Count: *1 <Re;1ace>
R
‘,..
S~
< ".—-‘_A . -
APPEARS THIS WAY
ON ORIGINAL
. 2 -
- _i-
—_— )
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CONSULTATION RESPONSE
. Office of Post-Marketing_ Drug Risk Assessment
(OPDRA; HFD-400)
DATE SENT: January 4, 2000 DUE DATE: January 13, 2000 | OPDRA CONSULT #: 99-085
TO (Division): r — ]
Division of Reproductive and Urologic Drug Products
FD-380)
PRODUCT NAMES: MANUFACTURER: Population Council
Mifeprex (mifepristone tablets) '
Alternate nameq \ o
NDA: 20-687 , _

CASE REPORT NUMBER(S): N/A

e |

SUMMARY: -~

In response to a November 10, 1999 request by the Division of Reproductive and Urologic Drug Products,
OPDRA conducted a review of the potential name confusion of the proposed proprietary name, Mifeprex, and

OPDRA RECOMMENDATION:
OPDRA does not recommend the use of the pro ietary name, Mifeprex. However, OPDRA does not object
to the use of the alternative proprietary name,] See review for details.
———
J / S/ e - ) ) ' ) J“l‘___‘—

ce of Post-Marketin i Office of Post-Marketing Drug Risk Assessment
_ . Center for Drug Evaluation and Research
Food and Drug Administration

MIF 004416



Office of;;.Post-Marketing Drug Risk Assessment
HFD-400;{ o
Center for Drug Evaluation and Research

e Proprietary Name Review
DATE OF REVIEW: January 4, 2000

NDA: 20-687
NAME OF DRUG: Mifeprex (mifepristone tablets)
Alternate name -Cj

NDA HOLDER: Population Council

L INTRODUCTION —
This consult is in response to a request sent on November 10, 1999, from the Division of
Reproductive and Urologic Drug Products, to review a proposed proprietary drug name,
Mifeprex, and an alternate name garding potential name confusion with other ;-
proprietary/generic drug names. Container labels and carton labeling were not available
for review of possible interventions in minimizing medication errors.

g
b 4

1

According to the Labeling and Nomenclature Committee (LNC) database, the proposed

proprietary name, Mifeprex, was previously reviewed and was found to be unacceptable

because of the look-alike and sound-alike similarity- with Mirapex. The alternative name,
{ )was found to be acceptable.

However, according to the Division, the proposed name, Mifeprex, was previously
determined by the LNC to be unacceptable because the trademark contained the first part
of the established name. The sponsor wishes to have the name reconsidered.

Mifeprex.(mifepristone) is a synthetic steroid with antiprogestational effects. The anti-
progestational activity of mifepristone results from competitive interaction with
progesterone at progesterone-receptor sites. Mifepristone has been shown to antagonize
the endometrial and myometrial effects of progesterone in women. Furthermore, it also
exhibifs antiglucocorticoid and weak antiandrogenic activity. Mifeprex is indicated for
the medical termination of intrauterine pregnancy through 49 days’ pregnancy. If
treatment fails to terminate a woman’s pregnancy, fetal malformation may result, and
pregnancy termination by surgery must be recommended. Following oral administration,
mifepristone is rapidly absorbed with the peak plasma concentration occurring
approximately 90 minutes after ingestion. The metabolism of mifepristone is primarily
via pathways involving N-demethylation and terminal hydroxylation of the 17-propynyl
chain. Mifeprex is excreted in feces and urine. There are no data with respect to the

MIF 004417



effects of mifeprepristone on hepatically and renally impaired patients. Mifeprex is
supplied as 200 mg tablets. Detailed dosing guidelines are listed in the package insert.

I RISK ASSESSMENT

In order to predict the potential medication errors and to determine the degree of
confusion-of the proposed proprietary name, Mifeprex, and the alternative name,

ith other drug names, the medication error staff of OPDRA searched the
MICROMEDEX Healthcare Intranet Series (1999), which includes the following:
DrugDex, Poisindex, Martindale, Emergindex, Reprodisk, and Index Nominum.
Other references include American Drug Index (43™ Edition), Drug Facts and
‘Comparisons (Monthly Updates), PDR (53" Edition, 1999), Electronic Orange Book,
US Patent and Trademark Office online database, Drug Product Reference File
(DPREF), Decision Support System (DSS), EES (Established Evaluation System),
United States Adopted Names Council handbook (USAN 5® edition), and the LNC
database for possible sound-alike or look-alike names to approved and unapproved
drug products. A focus group discussion was conducted to review all of the findings -
from the searches. In addition, OPDRA conducted studies of written and verbal '
analyses of the proposed proprietary name and the alternative name employing health - £
practitioners within FDA to evaluate potential errors in handwriting and verbal *
communication of the name. This exercise was conducted to simulate an actual ’
practice setting. ”

A. Studies conducted within FDA
1) Methodology

One study involved forty-seven health professionals comprised of pharmacists,
physicians, and nurses within FDA to determine the degree of confusion of
Mifeprex with other drug names due to the similarity in handwriting and verbal
pronunciation of the name. Forty-six health professionals were involved in the
alternative name study. Random samples of either inpatient or outpatient written
orders were delivered to the participating health professionals via e-mail. In
addition, verbal orders via voice mail were sent to the participating health

-~ peofessionals for their review. After receiving the prescription orders, the
participants sent their interpretations of the prescriptions via e-mail to the
medicgtion error staff.

2) Reslts for Mifeprex

Sixteen inpatiént written orders, fifteen outpatient written orders, and sixteen
verbal orders sent to the study participants for the proposed proprietary name. We
received responses from thirty-four participants. Twelve interpretations of
outpatient written orders, fourteen interpretations of verbal orders, and eight
interpretations of inpatient written orders were received for Mifeprex. Fifteen
(out of thirty-four) participants interpreted Mifeprex correctly. The results are as
follows: :

MIF 004418
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BEST POSSIBLE COPY

CCorrect Name
Rincorrect Name
B Name Not Given

‘ Verbal Written (outpatient) Written (inpatient)

ECorrect
H incorrect
O Name Not Given

3) Resultsfor )

e—

|

i .
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B. Focus Group Findings

1) The proposed proprietary name, Mifeprex, is similar to Mirapex and Niferex and
may cause name confusion. In fact, one of the participants of the above study
stafed that Niferex came to mind when interpreting the written prescription for
Mifeprex. Although the usual doses and dosage intervals are different for these
two drugs, look-alike and sound-alike similarity alone could cause name
confusion. Furthermore, these three drugs are available as tablet formulations.
Moreover, medication errors involving these three drugs can be significant
because of their different indications for use. Mifeprex is indicated for the
termination of intrauterine pregnancy, Niferex is indicated for treatment of
uncomplicated iron deficiency anemias, and Mirapex is indicated for signs and
symptoms of idiopathic Parkinson’s disease. Misadventures or substitution of any
of these drugs for one another can have significant outcomes, including bleeding,
unwanted abortion, asthenia, dystonia, postural hypotension, and worsening of
Parkinson’s discase or iron deficiency anemia. -

Although Niferex is an over-the-counter (OTC) drug, Niferex —PN, and Niferex-
PN Forte are available as prescription drugs. Since these drugs are usually ’
prescribed by number of tablets and not by a specific strength, the abbreviation,
PN, when scripted, could be misconstrued as a numerical strength. Mirapex and T
Mifeprex are prescription drugs.

Y s

2) Examples of abortifacients include carboprost tromethamine and dinoprostone.
Since Mifepristone is an another agent used for termination of pregnancy, the
intcntion may have been to designate an established name that is similar to other
abortifacients, with similar endings. However, the established name,
mifepristone, look-alike and sound-alike misoprostol. In addition, these two
drugs have the same numerical strength (mifepristone-200 mg, misoprostol-
200ug). Although the units are different between the two drugs, the similarity in
numerical strength could cause confusion and medication errors. These two drugs
are also available as tablets. Moreover, these two prescription drugs may be
stored in close proximity to each other, making it possible for dispensing errors to
occur. Furthermore, according to the package insert for mifepristone, misoprostol

" i5al%o indicated for a patient who is prescribed mifepristone, unless abortion has
occurred and has been confirmed by clinical examination. Since these drugs
should-be taken in a specific order within 3 days of each other, a dispensing error

___af these drugs could cause preventable complications in terminating the
pregnancy. Since this issue involves name confusion between two established
nanes, the USAN council should be contacted to verify the risk assessment of the
established name, mifepristone, to be in accordance with 21 CFR 201.10 ©)(5).

One of the participants in the above study interpreted Mifeprex as Misoprostol
even without knowing the established name of the product. Although the
similarity between the proposed proprietary name and Misoprostol is not as
evident as the above mentioned drugs in section B(1), this finding is still an



" important consideration.

J

Discussion

The results of the written and verbal analyses demonstrate that only fifteen (out of
thirty-four) participants interpreted Mifeprex correctly. One participant confused
Mifeprex for Niferex, and another participant confused Mifeprex for Misoprostol..
These findings are important given the small sample sizes of the studies and confirm .
the concerns expressed by the focus group regarding the name confusion between o
Mifeprex and existing approved drug names. We recognize that low scores of correct £
interpretations would be common for all unapproved drug product names because *
health professionals are not familiar with the names. However, in this case, the '
results of the Mifeprex study in combination with the possibilities of name confusion -
and the associated risks of medication errors are significant to render the proprietary
name, Mifeprex, objectionable. Moreover, the analyses also demonstrate that the
majority of the participants (twenty-one out of thirty-two) interpreted the alternative
name; incorrectly. Furthermore ___ Jwas confused for* ‘
Howeyver, there is insufficient evidence at this time to render the alternative name,
objectionable.

IlI. RECOMMENDATIONS

A. OPDRA does not recommend the use of the proprietary name, Mifeprex.

B. OPDRA does not object to the use of the alternative proprietary name(j

- —— v B

OPDRA would appreciate feedback of the final outcome of this consult. We would be
willing to meeg with the Division for further discussion, if needed. If you have further
questions or n€ed clarifications, please contm(’ i -)

MIF 004421

-y

s
-

Office of Post-Marketing Drug Risk Assessment



CC:

MIF 004422

Concur:

Office of Post-Marketing Drug Risk Assessment

NDA# 20-687 _
HFD-580; DivFiles; Jroject Manager, DRUDP
HFD-580;
Office Files
HFD-400; } OPDRA
HFD-400; OPDRA
HFD-400; . - OPDRA
HFD-2 ; OPDRA
APPEARS THIS WAY
. ON ORIGINAL
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MIF 004423

Memorandum —

4 FEB 15 2000
To: NDA 20-687, Mifepristone Tablets, 200 mg
Addendum to Chemistry Review #4. ,
, i zhitd oo
Through: .
From: | — L /S 2 lisfoo
Date:  February 15, 2000 '
Re: Establishmcnt Evaluation Request
Following re-inspection of the — Jon February 11, 2000, the

District issued an acceptable recommendation. However, the overall reccommendation By
the Office of Compliance is withhold (see attached EER).

cc:
Orig. NDA #20-687

HFD-58¢ ——— )
HFD-580;

HFD-580  — —=° -

- el

- APPEARS THIS WAY
- , ON ORIGINAL
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration

Rockville MO 20857

Daniel R. Mishsll, M.D.
1240 North Mtssion Road
Room 2kl

Los Angeles, CA 90033

Dear Dr. Mishell:

Between December 9 and December 14, 1999 _— Jrepresenting the
Food and Drug Administration (FDA), inspectéd your conduct of a clinical study
(Protocol #166A) of the investigational drug mifepristone and misoprostol that you
conducted for The Pofulation Council. From our evaluation of the inspection report

prepared by ——  we conclude that you conducted your study in compliance with
applicable ral regulations and good clinical investigational practices governing the
conduct of clinical investigations and the protection of human subjects.

This inspection is part of FDA's Bioresearch Monitoring Program, which includes
inspections designed to validate clinical studies on which drug approval may be based
and to assure that the rights and welfare of the human subjects of these studies have been
protected. ' .-

We appreciate the cooperation shown{ —  Jduring the inspection. Should you have
any questions or concerns regarding this letter or the inspection, please contact me by

letter at the address given below.

- HETe

- Sincerely yoms,

E 2
e - Division of Scientific [avestigations
) Office of Medical Policy, HFD-45
Ceater for Drug Evaluation and Resear<a,

. 7520 Standish Place, Suite 103
—— Rockville, Maryland 20855
APPEARS THIS WAY
ON ORIGINAL

MIF 004424



BEST POSSIBLE COPY

MEMORANDUM

DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

CENTER FOR DRUG EVALUATION AND RESEARCH

CLINICAL INSPECTION SUMMARY

DATE: February 2, 2000
TO: (— - Project Manager J
\
“—Diision of Reproductive and Urvlegic Drug Products, HFD-580
THROUGH:
L]
Division of Scientific Inves