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7520 Standish Place, Room 272
Rockville, MD 20855

December 2, 1999

Re:  C.F. No. 9615606
Manufacturer: Shanghai HuaLian Pharmaceutical Co., Ltd.
Product: Mifepristone
Establishment Investigation: October 25-28, 1999
Inspectional Observations (Form FDA 483): Corrective Action

Dear Sirs:

On behalf of our principals, we are herewith enclosing a response to

Inspectional Observations (Form FDA 483) issued at the conclusion of her recent inspection
of their plant. Should you require any further information, please do not hesitate to contact
the undersigned.

A desk copy has been sent to for her review.
Thank you for your attention.

Sincerely,
M

President

Encl.

cc: - — Compliance Officer, U.S.F.D.A., Philadelphia District
. — . V.P., Manufacturing, Danco Investors Group, L.P.
Mr. Li Changfa, Chairman, Shanghai Hualian Pharmaceutical Co., Ltd.
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Shanghai Hualian Pharmaceutical Co., Ltd. (C.F. No. 9615606)
Inspectional Observations - Corrective Action

Inspectional Observations:

to Changfa, Li (October 28, 1999)

OBSERVATION: “1.

Recycled metal drums of the same type and color are used
for both virgin solvents and for storing waste solvents.
There is no clear policy of marking drums to assure that
mix up would not occur. For example, a drum bearing

complete labeling for . was filling with
waste solvent during this inspection. Other solvents such
as ————and are received from the

central office in drums of the same color that bear minimal
identification. Some of these drums are returned to the
central office for refilling and others are used for collection
of waste with only a minimum of identification.”

CORRECTIVE ACTION:  The procedure followed for the purchase and distribution of
dedicated empty drums intended for the storage of organic
solvents has been revised in order to establish adequate control
of their use.

Also, drums to be used for the disposition of used solvents or
process mother liquors, are now painted in a specific color in
order to ensure that they will not be confused with drums used
for fresh solvents.

For further details please refer to the attached translation of SOP
————— effective November 30, 1999.

December 1999
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Shanghai Hualian Pharmaceutical Co., Ltd. (C.F. No. 9615606)
Inspectional Observations - Corrective Action

Inspectional Observations: ——_____ —— to Changfa, Li (October 28, 1999)

OBSERVATION: “2. For nd — analyses performed prior to September
1999, no formal system suitability was performed aside
from the initial —— of reference standard.”

CORRECTIVE ACTION:  As noted during the Agency’s investigation, system suitability has

December 1999

MIF 005404

been routinely performed for methods since
September 1999.

In the specific case of the final product, data originally obtained
for Assay and ———— Purity for the ten lots included
in the validation of the manufacturing process has been proven
to be equivalent to the data generated in November for the
corresponding retained samples of the product analyzed
following current procedures.

The same equivalence has been established for Residual Solvent
data obtained for the same ten lots of Mifepristone.

Please refer to the attached summary of the data obtained for this
comparative study.

APPEARS THIS WAY
ON ORIGINAL
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Shanghai Hualian Pharmaceutical Co., Ltd. (C.F. No. 9615606)
Inspectional Observations - Corrective Action

Inspectional Observations:

—_— — to Changfa, Li (October 28, 1999)

OBSERVATION: “3. No acceptance criteria have been established for
calibration of the - analyzer although
Q.C. approves the monthly calibration runs.”

CORRECTIVE ACTION:  Members of the technical support staff for the equipment

December 1999
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distributor in Shanghai have been requested to visit the plant and
to once again conduct a detailed training session on the
operation and calibration procedures to be followed in the use
of the ——————————— model.

Subsequently, the attached procedure has been prepared to
establish all the required details of the operation and calibration
of this equipment and of its acceptance criteria. After the
required training of laboratory personnel, this SOP has become
effective November 30, 1999.

APPEARS THIS WAY
ON ORIGINAL



Shanghai Hualian Pharmaceutical Co., Ltd. (C.F. No. 9615606)
Inspectional Observations - Corrective Action

Inspectional Observations: to Changfa, Li (October 28, 1999)

OBSERVATION: “4. There are numerous errors and/or omissions in the CMC
methods filed for NDA 20-687 for Mifepristone including,
but not limited to, the following:

Finished product testing:
a) The —— .nethod used for release testing of the
purified Mifepristone is not described in the CMC.”

CORRECTIVE ACTION:  The CMC Section submitted to the Agency by the Population
Council on June 3, 1999 has been reviewed in order to identify
any errors and/or omissions in its original version.

Subsequently, an Amendment to this CMC Section has been
compiled and submitted to the Agency in order to address these
deficiencies’.

With regard to the specific case transcribed above, please refer
to the attached copy of Pages 192-1 & 192-2 including the
description of the Mifepristone == Assay method.

APPEARS THIS WAY
ON ORIGINAL

' For further information, please refer to the attached Revision Summary included with the

Amendment submission.

58

December 1999
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2 Shanghai Hualian Pharmaceutical Co., Ltd. (C.F. No. 9615606)
% Inspectional Observations - Corrective Action

Inspectional Observations: — to Changfa, Li (October 28, 1999)

OBSERVATION: “4. There are numerous errors and/or omissions in the CMC
methods filed for NDA 20-687 for Mifepristone including,
but not limited to, the following:

Finished product testing:

b) The specification for residual in
finished product on CMC page 168 is incorrectly
reported as The actual specification is

O ————

CORRECTIVE ACTION:  As previously indicated, the CMC Section submitted to the
Agency by the Population Council on June 3, 1999 has been
reviewed in order to identify any errors and/or omissions in its
original version and an Amendment to this CMC Section has
been compiled and submitted to the Agency in order to address
these deficiencies.

With regard to the specific case transcribed above, please refer
to the attached copy of revised Page 168 where the ————
specifications are now accurately reported.

Please note that the original specifications were incorrectly
reported as —— and should have been reported as
Following the validation of the -process, the specifications
for residual — have been reduced to ———

APPEARS THIS WAY
0% JRIGINAL

)

December 1999
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Shanghai Hualian Pharmaceutical Co., Ltd. (C.F. No. 9615606)
Inspectional Observations - Corrective Action

Inspectional Observations: to Changfa, Li (October 28, 1999)

OBSERVATION: “4. There are numerous errors and/or omissions in the CMC
methods filed for NDA 20-687 for Mifepristone including,
but not limited to, the following:

Finished product testing:

¢) The — analysis for ———— on pages 188-189 is
incorrect. Flow rates and temperatures are
incorrectly reported.”

CORRECTIVE ACTION:  As previously indicated, the CMC Section submitted to the
Agency by the Population Council on June 3, 1999 has been
reviewed in order to identify any errors and/or omissions in its
original version and an Amendment to this CMC Section has
been compiled and submitted to the Agency in order to address
these deficiencies.

With regard to the specific case transcribed above, please refer
to the attached copy of revised Pages 188 & 189 where the
— method of analysis is now accurately described.

APPEARS THIS WAY
ON ORIGINAL

December 1999
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Shanghai Hualian Pharmaceutical Co., Ltd. (C.F. No. 9615606)
Inspectional Observations - Corrective Action

Inspectional Observations: to Changfa, Li (October 28, 1999)

OBSERVATION: “4, There are numerous errors and/or omissions in the CMC
methods filed for NDA 20-687 for Mifepristone including,
but not limited to, the following:

In-process/intermediate test methods:

a) For — analyses of the ~— intermediate run prior
to September 1999, reference standards were only
run once per 5 samples. The data from this standard
run was used in calculations for all subsequent
samples run on different days.”

CORRECTIVE ACTION:  The procedures followed since September 1999 require alternate
— of working standards and test solutions of any analyte
following the performance of theé pertaining method’s system
suitability

APPEARS THIS WAY
ON ORIGINAL

December 1999
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Inspectional Observations:

Shanghai Hualian Pharmaceutical Co., Ltd. (C.F. No. 9615606)
Inspectional Observations - Corrective Action

to Changfa, Li (October 28, 1999)

OBSERVATION:

“4. There are numerous errors and/or omissions in the CMC
methods filed for NDA 20-687 for Mifepristone including,
but not limited to, the following:

In-process/intermediate test methods:

b) There is limited resolution of the =~ major
impurities from the main reactant in the ————
method for in-processing monitoring of the —
reaction in synthesis of the key intermediate,
e e,

CORRECTIVE ACTION:

December 1999
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An improved method has been developed to monitor the
completion of the conversion of the starting material —
into the process’s This new
method has been described in the attached Pages 142 and 142-1
of the CMC Section Amendment recently submitted to the
Agency.

Please refer to the attached method’s validation protocol and
report. Also attached, please find comparative e
obtained with both methods for lot 991103 and for a mixture of
working standards documentmg the |mproved resolution
between the — .

APPEARS THIS WAY
ON ORIGINAL
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NDA 20-687 The Population Council
Mifepristone August 28, 1996

Medical Officer’s Summary of Safety Update Dated
June 20, 1996

Included in the Safety Update Report received June 27, 1996 are two new clinical study reports
as well as new information regarding study reports previously submitted.

The first new clinical study report is entitled, “The Efficacy and Safety of Mifepristone 600 mg
in a Single Dose in Combination with Intravenously Administered Sulprostone (Nalador) in
Therapeutic Termination of Second Trimester Pregnancy”. The second new clinical report is
entitled “Role of Cortisol in the Thermal Response to Alimentation: Effect of Mifepristone” and
consisted of twelve healthy, male volunteers, six of whom received a single 600 mg tablet and
six of whom received a placebo.

Neither of the two new clinical study reports reveal any additional safety concerns not identified
in the two pivotal clinical studies.

Newly completed clinical trials include three studies of labor induction, two studies of breast
cancer, and the United States clinical trials of early pregnancy termination. Laboratory data from
these completed studies have not yet been analyzed and, therefore, no information on laboratory
data are reported in this safety update. Final data analysis and study reports for these six studies
have not been completed. The results for termination of pregnancy studies conducted in the
United States are expected to be in full agreement with the two pivotal clinical studies. No
unanticipated safety issues were raised in these studies. Preliminary examination of information
from the United States studies as it was forwarded weekly from the clinics directly to the sponsor
during the course of the trials indicates that the final, analyzed results will be similar to those
obtained in similar clinical trials of the same medical regimen.

The literature update includes eleven articles published in 1995 and one article published in
1996. Three articles are of particular interest. One is the publication of one of the pivotal
clinical studies (FF/92/486/24) by Aubeny et.al. The second is entitled “A Comparative Analysis
of Fall in Hemoglobin Following Abortions Conducted By Mifepristone (600 mg) and Vacuum
Aspiration” by Thonneau et. Al. The investigators found significant blood loss in the two weeks
following abortions by the mifepristone/sulprostone protocol while hemoglobin concentrations
remained stable in women who had vacuum aspiration. Women who took mifepristone
experienced a mean fall of 0.7 g/dl in hemoglobin two weeks after the abortion. The third article
entitled “Clinical, Hormonal, and Sonographic Predictors of Successful RU-486-Induced
Abortions” was by Menashe et.al. A small hematoma, seen as a localized detachment of the
gestational sac, was observed in the decidua capsularis in women who aborted successfully. A
significant decrease in plasma levels of estradiol and progesterone and significantly increased
cortisol levels in the plasma of the patients who aborted were observed by the seventh day
following treatment.

MIF 005411



Table four of the Safety Update Report contains adverse reactions from all sources reported to
Roussel Uclaf which were summarized in the quarterly line listings covering July 1, 1995 to
September 30, 1995; October 1, 1995 to December 31, 1995; January 1, 1996 to March 31, 1996
and reported in the Periodic Safety Update No. 3 dated January 1996 for the period June 1, 1995
to November 30, 1995.

Of a total of forty eight patient reports of adverse experiences listed in Table 4, twenty-eight
were reported from patients enrolled in the United States studies (protocols 166A and B). Of
these twenty-eight reports, nineteen were metrorrhagia, three were abdominal pain, two were
dehydration, and there were one each of depression, viral meningitis, vomiting, and syncope.
Vacuum aspiration or D&C was performed in twelve cases of metrorrhagia and a blood
transfusion was given in one case of metrorrhagia. Concomitant hypotension was also reported
in four patients with severe metrorrhagia. The patient with syncope presented with a marked
vasovagal reaction fifteen minutes after misoprostol administration.

In the section of the Safety Update Report entitled “Tolerance of RU 486 During United States
Studies” there is Table 1 which was submitted to the sponsor by Russell Uclaf June 7,1995
which indicates that there were forty-seven serious adverse events plus 8 non serious adverse
events in the United States studies (protocols 166 A and B). Table 2 indicates that of the forty-
seven serious adverse events forty-one were related to bleeding, two to hypotension, and one

each to vomiting, chest pain, infection, and accidental injury.
> / alae

Two deaths have occurred in clinical trials conducted by Roussel Uclaf. One was a male in a 3/
ave oceurred in . . . o

study evaluating mifepristone in the treatment of Cushing syndromes by ectopic ACTH secretion KM

or adrenal tumor. The other was an eighty-three year old female with an unresectable /

meningioma who suffered a stoke like event leading to death. Seven other deaths were reported

in patients enrolled in compassionate use protocols. One of these deaths was a seventy-one year

old woman with an acute myocardial infarction.

Also included is a half page document entitled “Notifications Report to Roussel Uclaf from
Study English PMS” which lists seven reactions occurring in five patients. There were three
reports of uterine hemorrhage, one incomplete abortion with bleeding, one convulsion, one
congenital nail disorder, and one report of lack of efficacy.

Also included is a section entitled “New Foreign Marketing Information” which consists only of
a core product information document from the product manufacturer revised in March 1995.

Since the start of the use of mifepristone until November 30, 1995, Roussel Uclaf has recorded

fifty-three cases of continued pregnancy after the intake of mifepristone for early pregnancy
termination (alone or associated with a postaglandin analog).
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Among these fifty-three cases:

Nineteen pregnancies were delivered at term (or close to it):
Fifteen were uneventful pregnancies with children normal at birth.
One was normal but born prematurely (33-34 weeks) from caesarean section
One was normal except for common slight bilateral talipes.
One case involves unilateral fingernail defects.
One child was reported as strictly normal at birth but it was known that when she
was three months old, the infant was diagnosed as having an autoimmune disorder
with chronic giant cell hepatitis and immunohemolytic anemia and latef died of
severe infectious pneumonia likely exacerbated by immuno-suppressive drugs.
The reporting physician’s opinion (an expert in teratogenicity) was that
the onset of the autoimmune disorder was coincidental and that the role of
mifepristone could be reasonably excluded.

In fifteen cases information on further condition of the fetus was made available, mainly
in the cases where pregnancy is known to have been terminated later:

In nine cases, termination was performed voluntarily and information either from
histologic examination or from ultrasound was that the fetus was normal.

In one case, at therapeutic termination the fetus was noted to have sirenomelia
associated with other fetal malformations. The opinion of the consulting
embryologists to whom the case was submitted by Roussel Uclaf was that the role
of mifepristone was very unlikely. This case has been published (Pons J.C. and
all : Lancet, 1991, 328: 763).

In five cases of ongoing pregnancy, the latest available information during second
trimester examination indicated normal pregnancy and fetus development.

In six cases, no information on the fetus could be obtained but pregnancy was known to
have been terminated later.

In thirteen cases, no further information was made available; in most cases patients were
lost to follow-up, and in some cases pregnancy is still ongoing.
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Comment: This Safety Update does not reveal any unexpected, unanticipated safety issues that
were not made known in the original submission of the NDA.
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Form Approved: OMB No. 0910-0014.
DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiration Date: December 31, 1999

PUBLIC HEALTH SERVICE See OMB Statement on Rggerse.
—~ FOOD AND DRUG ADMINISTRATION

INVESTIGATIONAL NEW DRUG APPLICATION (IND) NOTE: Nodrug may be shipped or linical

investigation begun until an IND for that

(TITLE 21, CODE OF FEDERAL REGULATIONS (CFR) PART 312} investigation is in effect (21 CFR 312.40).
1. NAME OF SPONSOR 2. DATE OF SUBMISSION
Population Council July 16, 1997
3. ADDRESS (Number, Street, City, State and Zip Code) 4. TELEPHONE NUMBER
1230 York Avenue {include Area Code) .
New York, NY 10021 (212) 327-8748 " -
5. NAME(S) OF DRUG (Inciude a/l available names: Trade, Generic, Chemical, Code) 6. IND NUMBER (If previously assigned)

Mifepristone Tablets

7. INDICATION(S) (Covered by this submission)

Induction of aborfion

8. PHASE(S) OF CLINICAL INVESTIGATION TO BE CONDUGTED: [ ] PHAse 1 [JpHase2 [X] prases [] omier

(Specity)

9. UST NUMBERS OF ALL INVESTIGATIONAL NEW DRUG APPLICATIONS (21 CFR Part 312), NEW, DRUG OR ANTIBIOTIC APPLICATIONS
(21 CFR Part 314), DRUG MASTER. FILES (2! CFR Part 314.420), AND PRODUCT UCENSE APPLICATIONS (21 CFR Part 601) REFERRED
TO IN THIS APPLICATION. -

10. IND submission should be consecutively numbered. The Inltial IND should be numbered N .
“Serlal number: 000.” The next submlission &e).f., amendment, report, or correspondence) SERIAL NUMBER
should be numbered “Serlal Number: " Subsequent submissions should be
numbered consecutively In the order In which they are submitted. 1 809

11. THIS SUBMISSION CONTAINS THE FOLLOWING: (Check all that apply)

INITIAL INVESTIGATIONAL NEW DRUG APPLICATION (IND) [J RESPONSE TO GLINICAL HOLD

PROTOCOL AMENDMENT(S): . INFORMATION AMENDMENT(S): - IND SAFETY REPORT(S):

[J newproTocOL (J cHEMISTRY/MICROBIOLOGY (7] INITIAL WRITTEN REPORT

(] cHANGE IN PROTOCOL [0 PHARMACOLOGY/TOXICOLOGY ] FOLLOW-UP TO A WRITTEN REPORT

] newinvESTIGATOR {3 cunicaL C

] RESPONSE TO FDA REQUEST FOR INFORMATION ] AnnuAL REPORT K] GENERAL CORRESPONDENCE

(] REQUEST FOR REINSTATEMENT OF IND THAT IS WITHDRAWN, ] otHeR i :

INACTIVATED, TERMINATEDOR DISCONTINUED ) == (Spedify)

~CHECK ONLY IF

_FORFERMUSEONLY N\

CDR/DBIND/DGD RECEIPT STAMP ODR RECEIPT SPMP IND NUMBER ASSIGNED:

>

DIVISION ASSIGNMENT: -

FORM FDA 1571 (1/97) PREVIOUS ED PAGE 1 OF 2 L4
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12 CONTENTS OF APPLICATION
' This application contains the following items: (Check all that apply)

[ 1. Form FDA 1571 [21 CFR 312.23(a)(1)] - i
[ 2. Table of Contents [21 CFR 312.23(a)(2)] -
[ 3. introductory statement {27 CFR 312.23(a)(3)]
O 4. Genssal Investigational plan {21 CFR 312.23(a)(3)]
[ s. investigator’s brochure [21 CFR 312.23(a)(5)]
[ 6. Protocol(s) [21 CFR 312.23(a)(6)] ’ -
[ a. Study protocol(s) [21 CFR 312.23(a)(6)]
[ b. Investigator data [21 CFR 312.23(a)(6)(iii)(b)] or completed Form(s) FDA 1572
[ c. Facilities data {21 CFR 312.23(a)(6)(iii)(b)] or completed Form(s) FDA 1572 -
[ 4. Institutional Review Board data {21 CFR 312.23(a)(6)(iii)(b)] or completed Form(s) FDA 1572
O 7. Chemistry, manufacturing, and control data [21 CFR 312.23(a)(7)]
] (O Environmental assessment of claim for exclusion [21 CFR 312.23(a)(7)(iv)(e)]
[ 8. Pharmacology and toxicology data [21 CFR 312.23(a)(8)]
O o. Previous human expérience [21 CFR 312.23(a)(9)]
{J10. Additional informatior.t' [21 CFR 312.23(a){10)]

T3 15 ANY PART OF THE CUNICAL STUDY TO BE CONDUCTED BY A CONTRAGT RESEARCH orGANzZATIONT=FK] YES [ Ino
|F YES. WILL ANY SPONSOR OBLIGATIONS BE TRANSFERRED TO THE CONTRAGT RESEARCH orcanizaton? 3 ves [ no -

IF YES, ATTACH A STATEMENT CONTAINING THE NAME AND ADDRESS OF THE CONTRACT RESEARCH ORGANIZATION,
IDENTIFICATION OF THE CUNICAL STUDY, AND A USTING OF THE OBUGATIONS TRANSFERRED. efer to

14. NAME AND TITLE OF THE PERSON RESPONSIBLE FOR MONITORING THE CONDUCT AND PROGRESS OF THE CUNICAL
INVESTIGATIONS

Ann Robbins, Ph.D. . , : v v e e IR
Scientist ’
Population Council

15. NAME(S) AND TITLE(S) OF THE PERSON(S) RESPONSIBLE FOR REVIEW AND EVALUATION OF INFORMATION RELEVANT TO THE
SAFETY OF THE DRUG

Ann Robbins, Ph.D. » Irving M. Spitz, M.D.
Scientist - Senior Scientist
Population Council " Population Council

| agree not to begin clinical investigations untll 30 days after FDA'’s recelpt of the IND unless | recelve earller notification
by FDA that the studles may begin. | also agree not to begin or continue clinical Investigations covered by the IND if
those studles are placed on clinical hold. | agree that an Institutional Review Board (IRB) that complies with the
requirements set fourth in 21 CFR Part 56 will be responsible for Initial and continuing review and approval of each of the

studles In the proposeddlinical Investigation. 1 agree to conduct the Investigation in accordance with all other applicable
regulatory requirements- ST L. )

16. NAME OF SPONSOR OR SPORSOR'S AUTHORIZED 17. SIGNATURE OF SPONSOR OR SPONSOR'S AUTHORIZED
REPRESENTATIVE . REPRESENTATIVE

Ann Robbins, Ph.D: Q .

18. ADDRESS (Number, Street, City, State and Zip Code) , 19. TELEPHONE NUMBER - . DATE
Population Council ' . : (inckuda Area Code) - }
1230 York Avenue o . -

New York, NY 10021 ' (212) 327-8748 -07/16/97

(WARNING: A withully faise staterent is a criminal oﬂense.‘ U.S.C. Title 18, Sec. 1001.)

Public reporﬁp% burden for this collection of information is estimated to average 100 hours per response, including the time for reviewing instructions,
searching exisling data sowrces, gathering and maintaining the data needed, and completing reviewing'lhe collection of information. Send comments
regarding this burden estimate or any other aspact ol this collection of Information, Including suggestions for reducing this burden to: -

OHHS Reports Clearance Officer *An agency may not conduct or sponsof, and a person is not required to respond to, a collection
P:g:mo'%edudm Pr 0910-0014. of information unless it displays a currently valid OMB control number.®
Hubert H. Humphrey B , Room 531-H

7o npondstes Bmue. SV
ashington. Please DO NOT RETURN this application to this address.

FORM FDA 1571 (1/97) PAGE20F 2
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Form Approved: OMB No. 0910-0014.
DEPARTMENT OF HEALTH AND HUMAN SERVICES Evpiration Dafe: Decomber 31, 1999
RUBLIC HEALTH SERVICE See OMB Statement gngene.
—~ FOOD AND DRUG ADMINISTRATION NOTE: Nodrug may b hipped or clnical
=\A : i n
INVESTIGATIONAL NEW DRUG APPLICATION (IND) investigation begun until an IND for that
(TITLE 21; CODE OF FEDERAL REGULATIONS (CFR) PART 312) investigation is in effect (21 CFR 312.40). -
1. NAME OF SPONSOR = 2. DATE OF SUBMISSION
Population Council @ July 16, 1997
3. ADDRESS (Number, Street, City, State and Zip Code) ’ 4. TELEPHONE NUMBER
1230 York Avenue (include Area Code) i
New York, NY 10021 (212) 327-8748 ~ ~
5. NAME(S) OF DRUG (Include all avaiable names: Trade, Generic, Chemical, Code} 6. IND NUMBER (If previously assigned)
Mifepristone Tablets —

7. INDICATION(S) (Covered by this submission)

Induction of abog.tion

6. PHASE(S) OF CLINICAL INVESTIGATION TO BE CONOUCTED: [ J PHASE 1 [JPrAsE2 [X] PHASE3 [ omHeR

. (Speciy).

9. UST NUMBERS OF ALL INVESTIGATIONAL NEW ORUG APPLICATIONS (21 CFR Pan 312), NEW DRUG OR ANTIBIOTIC APPUCATIONS
(21 CFR Part 314), DRUG MASTER. FILES (21 CFR Part 314.420), ANO PRODUCT UCENSE APPLISATIONS (21 CFR Part 601) REFERRED
TO IN THIS APPLICATION. - o

?.
70, IND submission should be consecutively numbered. The initial IND should be numbered s i
“Serial number: 000.” The next submission &a,.f., amendment, report, or correspondence) SERIAL NUMBER . -}~
should be numbered “Serlal Number: ¥ Subsequent submissions should be
numbered consecutively In the order in which they are submitted. 1 89
11. THIS SUBMISSION CONTAINS THE FOLLOWING: (Cisck ¥ that apply)
(] INIMAL INVESTIGATIONAL NEW DRUG APPLICATION (IND) (] RESPONSE TO CLINICAL HOLD
PROTOCOL AMENDMENT(S): X lNFdMWN'AMBUMNT(S): - IND SAFETY REPORT(S):
O] new ProTOCOL " [0 cHEMISTRYMCROBIOLOGY ] NITIAL WRITTEN REPORT
] cHANGE N PROTOCOL J PHARMACOLOGY/TOXICOLOGY ] FOLLOW-UP TO A WRITTEN REPORT
] NEWINVESTIGATOR O cuncaL -

D RESPONSE TO FDA REQUEST FOR INFORMATION E GENERAL CORRESPONDENCE
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12. CONTENTS OF APPLICATION
This application contains the following items: (Check all that apply)

] 1.Form FDA 1571 [21 CFR 312.23(a)(1)] _ -i_
[ 2. Table of Contents [21 CFR 312.23(a)(2)] : :
3 3. Introductory statement (21 CFR 312.23(a)(3)]
O 4. Genegal Investigational plan @.1 CFR 312.23(a)(3)]
[ s. Investigator's brochure {21 CFR 312.23(a)(5)]
[ 6. Protocol(s) [21 CFR 312:23(a)(6)]
[J a. Study protocol(s) [21 CFR 312.23(a)(6)]
[J b. Investigator data [21 CFR 312.23(a)(6)(iii)(b)] or completed Form(s) FOA 1572 T
[ c. Facilities data (21 CFR 312.23(a)(6)(iii)(b)] oF completed Form(s) FDA 1572 s
[ d. institutional Review Board data [21 CFR 312.23(a)(6)(ii)(b)] or completed Form(s) FDA 1572
O 7. Chemistry, manutacturing, and control data 21 CFR 312.23(a)(7)]
O (] Environmental assessment or claim for exclusion [21 CFR 312.23(a)(7)(v)(e)] - :
[ &. Pharmacology and toxicology data (21 CFR 312.23(a)(8)] T
(] 9. Previous human expafience (21 CFR 312.23(a)(S)]
[J10. Additional information (21 CFR 312.23(a)(10)]

275 ANY PARTOF THE CUNICAL STUDY TO BE CONDUCTED BY A CONTRACT RESEARGH ORGANZATION. ] YES  []no
IF YES. WILL ANY SPONSOR OBLIGATIONS BE TRANSFERRED TO THE CONTRACT RESEARCH orcanzatone T8 ves [ vo

IF YES, ATTACH A STATEMENT CONTAINING THE NAME AND ADDRESS OF THE CONTRACT RESEARCH ORGANIZATION, N
IDENTIFICATION OF THE CUNICAL STUDY, AND A USTING OF THE OBUGATIONS TRANSFERRED.

o
7 TUAME AND TITLE OF THE PERSON RESPONSIBLE FORMONITORING THE CONDUGT AND PROGRESS OF THE CUNICAL R
INVESTIGATIONS ¢ .
Ann Robbins, Ph.D. . _ , vo- - T
Scientist

Population Council N

15. NAME(S) AND TITLE(S) OF THE PERSON(S) RESPONSIBLE FOR REVIEW AND EVALUATION OF INFORMATION RELEVANT TO THE
SAFETY OF THE DRUG T

Ar\n RObbinSp P‘t‘-Dn IrV'ing M- SpitZ: MoDo
Scientist . Senior Scientist
Population Council " Population Council -

1 agree not to begin clinical Investigations until 30 days after FDA's recelpt of the IND unless | receive eariler notlfication
by FDA that the studies may begin. | also agree not to begin or continue clinical Investigations covered by the IND It
those studies are placed on clinical hold. | agree that an institutional Review Board (IRB) that complies with the
requirements set fourth in 21 CFR Part 56 will be responsible for initlal and continuing review and approval of each of the
studles In the proposed,clinical Investigation. |agree to conduct the investigation in accordance with all other applicable
regulatoly requirements. . - - v
16. NAME OF SPONSOR OR SPONSOR'S AUTHORIZED 17. SIGNATURE OF SPONSOR OR SPONSOR'S AUTHORIZED
REPRESENTATIVE : ] REPRESENTATIVE

Ann Robbins, Ph.Ds

5. ADDRESS (Number, Street, Gity, State and Zip Code) 19, TELEPHONE NUMBER - 20. DATE il
Population Council ' . : (inckxds Area Code) o
1230 York Avenue L - - i
New York, NY 10021 (212) 327-8748 .07/16/97

(WARNING: A wilfully false statement is a criminal oﬂem.' U.S.C. TRie 18, Sec. 1001.) '

Public _fepoﬂip% burden for this coflection of information is estimated 10 average 100 hours per response imludm? the time for reviewing instructions,
searching exisling data sources, gathering and mainlaining the data needed, and “ihe collection of information._Send comments
regarding this burden estimate or any other aspect of this collection of information, Including suggestions for reducing this burden to: .

DHHS Re| Clearance Officer *An agency may not conduct of sponsor, and & person is not required to respond to, a ocollection
meazoigwdm Project 0910-0014 of in(dgtmtm tZiess il displays a currently vali OMB control number.”
Hubert H. Humptrey Buil , Room 531-H

200 Inde| ence Avenue, S.W.
Washington, DC 20201

Please DO NOT RETURN this application to this address.

FORM FDA 1571 (1/97) PAGE 2 OF 2
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
INVESTIGATIONAL NEW DRUG APPLICATION (IND)
(TITLE 21, CODE OF FEDERAL REGULATIONS (CFR) PART 312)

Form Approved: OMB No. 0910-0014.
Expiration Date: February 29, 1996.
See OMB Statement on Reverse.

NOTE: Nodrug may be shipped or dlinicat
investigation begun until an IND for that
lnvestigation Is in effect (21 CFR 312.40).

1. NAME OF SPONSOR
The Population Council

2. DATE OF SUBMISSION
August 23, 1996

3. ADDRESS (Number, troet, Gity, Slate and Zip Code)
1230 York Avenue
New York, NY 10021

4. TELEPHONE NUMBER
(ncluds Area Code)

(212) 327-8748

6. NAME(S) OF DRUG (Includs alf avalable names: Trade, Generkc, Chemical, Code)

Mifepristone Tablets

6. IND NUMBER (¥f proviously assigned)

7. INDICATION(S) (Coverod by this submission)

Induction of abortion

8. PHASE(S) OF CLINICAL INVESTIGATION TO BE CONDUGTED: [ ] PHASE 1 [(Oerase2 [X] prases [} omer

(Specity)

TO N THIS APPLICATION.

9. UST NUMBERS dl-' ALL INVESTIGATIONAL NEW ORUG APPLICATIONS (21 CFR -Pat 812, NEW DRUG OR ANTIBIOTIC APPLICATIONS
(21 CFR Part 314), DRUG MASTER FILES (21 CFR Part 314.420), AND PRODUGT UIGENSE APPUICATIONS (21 CFR Part 601) REFERRED

“Serfal number: 000." The next submission &e).f., amendment,
should be numbered "Serial Number:
numbered consecutively In the order In which they are submitted.

10. IND submisslon should be consecutively numbered. The Inltlal IND should be numbered

report, or correspondence
8ubsequent submissions should b)e

SERIAL NUMBER

167

11, THIS SUBMISSION CONTAINS THE FOLLOWING: (Cheok afl that spply)
] WNMAL INVESTIGATIONAL NEW DRUG APPLIGATION (IND)

PROTOCOL AMENDMENT(S):

[J newproToCOL
[0 cHANGE N PROTOCOL

INFORMATION AMENDMENT(S):

[C] cHEMISTRYMICROBIOLOGY
[0 eHARMACOLOGY/TOXICOLOGY

] NEWINVESTIGATOR 3 cunicaL
] RESPONSE TO FDA REQUEST FOR INFORMATION [CJ annuaL reporT
(C] REQUEST FOR REINSTATEMENT OF IND THAT IS WITHDRAWN, [ omer

{C] RESPONSE TO CUNICAL HOLD

IND SAFETY REPORT(S):

[0 wmAL WRITTEN REPORT
{0 rouLOW-UP TO A WRITTEN REPORT

A GENERAL CORRESPONDENCE

INACGTIVATED, TERMINATED OR DISCONTINUED

(Spedify)
CHECK ONLY IF APPLICABLE
. FOR
COR/DBIND/OGD RECEIPT STAMP DDR RECEIPT IND NUMBER ASSIGNED:
REC'D
. DIVISION ASSIGNMENT:
AUG 26 1996
S,
FORM FDA 1671 (1/96) OMON IS PAGE { OF 2 €&
Trow i ¥

MIF 005419




Electronic Mail Message

Date: 5/12/97 3:04:16 PM

TO: T viatir et e g rmas T
Subject: RU 486

M —

RU 486 hasn't been approved yet has it? | got a call from FDA's NY-DO
saying they heard it was approved and it was available in a NY dinic.
Please advise, so | can relay the correct information to the field.

Thanks!!
—t , HFD-150)

MIF 005428




ADR #
DCT ADVERSE REACTION FORM FOR INVESTIGATIONAL AGENTS (Assigned by NCI)

Pcrson completing this faorm Date

Phyaician rcsponsible for this report

1.
A. Demographics

Pt ID # Age Sex Date of Initial Dx

Malignancy

Site of primary . PS (at start of study)
Site(s) of metastatic disease

Concurrent Non-Malignant Disecase and Non-Protocol Medications? yes no

B. DBrug Information

Drug name

Source of drug: NCI Other Speci fy

Typc of reaction Toxicity grade
Date of reaction Date IRB notified

NC} Protocol # Attending phyeician (Investigator)

Phase of study Institution Phone

Protocol Treatment (include all agents)

g
i
:

Drug

I

H
|
[

Date of first course Number of courses
Date last course sterted Date of therapy associated with ADR

Prior therapy (drug, radiation, relevant surgery) Dates of prior therapy

11> Documentation of Reection
A. Non-Myelosuppressive Toxicity and Previously Unknown Myelosuppression

1. Description of reaction and temporal relationship to Investigational Drug administration.

2. Physical findings and leboratory dste documenting toxicity (e.g. bilirubin, creatinine, including
baseline, worst, and recovery values).

SHMC 6-91

MIF 005438



3. Complication and sequetae (1f death, was an sutopay cbtaincd?)

&. Past history of organ dysfunction

5. Rechallenge with agent? yes no

— —

1f *yes', describe outcome.

8. Myelosuppression (Previously known or unknown)

1. Laboratory data documenting myelosuppressian.

Baseline Machir Recovery
Date - value Date - Value Date - Value
WBC or PMN
Platelets
Hgb or Hct

2. Complications, trestment end sequeloc (c.g. infection, hemorrhage).

C. Grade of Toxicity and Reporting Requirements (check one)
1. Previougly unknown toxicities
a. tetal ____ b. life-threatening __ Report by telephone within 26 hrs (301) 496-7957
b. Grade 1 __ Grade Il ___  Grade Il ___  Send DCT Adverse Reactiont Form within 10 days
2. Previously known non-myelosuppressive toxicities
a. famal __ b, life-threstening ___  Send DCT Adverse Reactions Form within 10 days

3. Previously known myelosuppressive toxicities

a. fatal Send DCT Adverse Reactions Form within 10 days

0. Investigator's Assessment (Acsess each investigationol if more than one ic used)

IND wON-IND DISEASE Action Teken Therapy Required
Unrelated None None
Not likely related Dose Reduced Symptomatic
Possibly retated Dose Withheld Supportive
Probable related Drug Discontinued Intensive

Definitely related

E. I hereby certify that the information contained in this report ic correct and complets to the best of
my knowledge.

Signature of responsible phystcian Date

SHMC 6-91

MIF 005439
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CDER EXECUTIVE SECRETARIAT STAFF

METROPARK NORTH, BUILDING |

DATE: 3-2Z.23
TO: _ PHONE#

FROM:_— | HFD#

NUMBER OF PAGES_«%_+ COVER
.Am, R aht éa/ THs ned VZXL
M c =S/ |

COMMENTS:

T8 DOCUMENT 15 INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 1S ADDRESSED AND MAY CONTAIN
AFORMATION THAT 18 PRIVILEGED, CONFIDENTIAL, AND FROTECTED FROM IXSCLOSURE UNDER APPLICABLELAW.
If you ere not the addresses, or person authorized to deliver the document to the addressse, You are hersby notifled that
ahy review, disclosura, dissemination. copying. or other action based on the content of this communication le not
suthotized, If you have recsivad this document in emar, please inmediately notify us by telephone et and
retum &t to us et 5800 Fishere lane, Rockvile, MD 20867, Attn: ank you.

' owe v UUWYL ¢ LOTOUTE . UGUL YV HUVYO (0] AVJOXIAH INSS
MIF 005450
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Federal Register / Vol. 58, No. 23 / Fridsy, February 5, 1893 / Presidential Documents 7430

Presidential Documents

Memorandum of January 22, 1083
fmportution of RU-488

Memorandum for the Socretary of Health end Human Sorvices

In Impon Alert 66-47, the Food and Drug Administration ("FDA") sxcluded
the qs:llnno—wmmonl y known a8 RU~488—from the list of drugs
that {ndividuals can impart iato the United States for their * use,”
allho\?hlhodmybmmtynbuncmndfotdw tion by the
FDA. (Soe FDA Regulatory Procedures tor 8-71.) Impost Alest
6047 offectivaly Lons the Impmhﬂvn into this bﬂunn of a drug that Is
used In other nations as a nonsurgical means of abortion.

I am informed that in excluding RU—486 from the use imporistion
mmpﬁon.thoFDAO‘ppuutohnobandm ononfactnnothor
than en asssssment le heaith and risks of the drug.

t instruct FDA to determine
i b s 50 T
t o use on exemption.
R “*ﬁ*,m' A ol et 400 man B ol i
perso use I u tako
steps to rescind Import Alert m 7o Y
In addition, I direct that you promptly aseces initiatives by which the Depart-
ment of Health and Human Services can promots the testing, licensing,
mdmmuﬁchﬂn;hthowwdwuolmumothumupm

You are hershy lulhmiud end directed to publish this memorandum in
the Federal Register.

c' o L

THE WHITE HOUSE,

— , | Washington, January 22, 1993. ‘
Filed 5-2-23; 130 pm]
Pilliog cods 3195-91-M
Bditoriad note: The of Healkth and Hixmn Sexvicos s documsst relating
hhhmnhh?ﬂ'dhhhchhhﬂmﬁxmhmmm
momorsndum, ses p. 85 of the af Dacusenis.
8 _ v L%l ! E6-B2-E ¢ 020L J91d023191 X0JX:AQ IN3S

MIF 005451
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7468 Federal Register / Vol. 58, No. 23 / Friday, February 5, 1983 / Notices

m " n e Aasinin i § —u
NDEPARTMENT OF HEALTH AND Audroy Manley, MD., MP.H., Acting National institutes of Health, as
HUMAN SERYICES Aseistant Secrotary for Hoalth, Public  recommended by the committes, to

Health, Public Hoalth Servics (202) 680- assure that Pederal suppart of such
Offios of the Secrstary 7694, resoarch doss not encouragoe the cholce

Famity Pla SUPPLIMENTARY RNFORMATION: The of inducod abortion.
goticne g Standard of Complanca or Aborton-  FDA Alet 0047 Excluding
elated Services y I Imporiation of the Drug Mifeprestine

N emnio ROMMION - Service rojocs (the "Gog Aule~ (“AU—486}—The FDA has been

printed eloswhaere in this directed to initiate immediate and
AQEvCY: Office of the Secrotary, HHS,  lasue mm:&t: “m\-ralmz mmi?' th mwu&mam“umwm
.} " p“nﬂ.l
AcTIon: Natice. A, published on Fobruary 2, 1088 (83 FR .i:u:on thh:pdm;fa;omulm.

SUMMARY: In accordance with diroctives  2832)~commouly refecred to a8 the review
of Presidont Clinton dated Janvary 22, " I!.n.uh"—culy end e Of the m}?m’d

1903, 1 have today that tho mmwodtow;rh' im&oncz:l.:ndndIthm
following actions bo taken: Pmﬂy?lunlﬂ‘gv@mmod exclusion of the RU-480 from the list of
(1) The Stendard of Compliance for under Title X of the Public Health drugs that quelify for the use
Abortion-Kelated Secvices tn Family Servios Act. ' importation fmport alert
Flanning Sorvios Projects (the “Gag Rule) s Foderal of Fetal Tissue be At the same time,
to by suspondad, pendiog the onof Transplantation h—Thisnotico  FpA is directed 10 promptly asoess

to formally the ruln. advizes the public that the PHS la initistives t0 promote teating of RU-486
2) The taposary miotetorium imposed directod ta reacind the inoretozium . or other antiprogssting in the United

on Novetaber 2, m.‘ ts Foderal of research end in this country, end
remeplentutio of bumen el tewoe foca.  L15us from induced sbortions. Such - gecrotary for Health and the Secretary,
toduced dborton. s W berorciodd, m"m"ﬁ, ©the g5 President’s memamanda ar
Aot 0047, knpoxtaton o Pt govern Federa) ofbiomedical  published in Part IV of this Federel

¢ 18 o be sxnediatoly research, and o guidalines a8 losus.
wd reviovod roguding the recommended by  National Institutes ~ Dwsne 5. Shalels,
import of the drug fv parsonal uso, lhmmlo’ um {PR Doc. 832738 Filed 2-3-93; 1:118 pm)
POR FURTHEN SNIFOARATION COHTACT! mmedintely by the ofthe BRLING CUUE S190-91-
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DEPARTMEINT OF HEALTH & HUMAN SERVICES Ao Heskth Servoe

Otfics of the Assietare Secretary
for Heekh
Washington 0C 20201

FEB 5 190 \

A

™: . Commissioner of Food and Drugs
PRON: Acting Assistant Secretary for Health
SUBJECT: Importation of RU-486

In accordance with the attached memoranda from the President and
ease analyse existing evidenca to determine if

-the Secretary, sl
RU-486 from the list of drugs that qp;il!y for

the exclusion o
the rsonal use importation exemption is warranted.
sufficient evidence does not exist, please take immadiate steps

to rescind the RU-486 import alart.

In addition, you are raquested to assess initiatives by whioch
testing, licensing, and manufacturing of RU-4$6 and other
antiprogestins can be promoted in the United Btates.

The Secretary has requested that I direot you to proceed with all
posaible spoed in these matters, and has asked that I report back

to her roqa.rding the Luﬁon alert, and options to prumote the
testing of RU-486 or othor antiprogestins. Accordingly, please

report to me as soon as possible with respect to these matters.

A

Attachments

3

APPEARS THIS WAY
ON ORIGINAL

MIF 005453
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: z Tl SELRETARY OF sl ALTIH AND HUMAN $EA YV CES
- . Y YU TAARTL I R - F L34
e T -

iEg LI

¥
\
T0: The Acting Assistant Secretary for Realth

FROM: The Secratary
SUBJECT: Importation of RU=486

In accordance with the attached memorandum from the President,
you should instruct the Food and Drug Administration to initiate
an immediate and thorough review of the potential import of the
drug Mifeprestine (RU=486) for personal use. The purpose of this
analysis is to determine if suffioient evidence exists to warrant
axclusion of RU-486 from thes list of drugs that qualify for the
personal use importation exeaption. The review should foous on
health and safety implications of the drug and findings should be
reported to the Seoretary promptly. If sufficient evidence dces
not exist to warrant exclusion of the RU-486 from the list of
drugs for personal use importation exemption, this import alert
shall be rescinded.

At the same time, PDA is dirscted to pronptly assess initiatives
to promote testing of RU-486 or othar antiprogestins in the
United Btates, and as appropriate, Liconsing and manufaoturing {n
this country, and report on options to the Assistant Secretary

for Health and the Secretary.

S 8L

Donna E. Shalala

\

Attachment

APPEARS THIS WAY
ON ORIGINAL

MIF 005454



BEST POSSIBLE COPY

' THE WHITE HOUSE

WASMINGTON

January 22, 199)J

MENORANDUN FOR THE SECRETARY OF HEALTH AND HUNAN SERVICES
SUBJECT: Inportation of RU-48¢

In Import Alert 66-47, the FPood and Drug Administration ("rpa")
excluded the drug Mifepristine -- commonly known as RU-486 ==
fron the list of drugs that individuals can {nport into the
United States for their “personal use,” although the drugs have
not yet been approved for distribution by the FDA. (Seg FDA
Regulatory Procedures Nanual, CNCTtlr 9-71.) Import Alert €6-47
effectively bans the importation into this Nation of a drug that
is used in other nations as a nonsurgical means of abortion.

I an informed that in excluding RU-486 from the personal use
importation exemption, the FDA appears to have based its
decision on factors other than an assessnent of the possible
health and safety risks of the drug. Acoordingly, I here
direct that you promptly instruct the FDA to determine whether
thers is sufficient evidence to warrant exclusion of RU=-486 from
the list of drugs that qualify for the personal use importation
exerption.. .rurthermore, if the FDA concludes that RU-486 xzeets
the criteria for the personal use importation exemption, I
direct that you immediately take steps to rescind Import

Alert 6§6-47,

In addition, I direct that Iou promptly assess initiatives by
which the Department of Health and Human Services can promote

the testing, liccnsing, and manufacturing in the United States
of RU-486 or other an\iprogoltinl. )

You are hereby authorized and directed to publisgh this
memorandun in the Faderal Ragistar.

\

L&'\{L\: 6o YClues

MIF 005455



TO}'BE COMPLETED IN CASE OF :

“- Llfe~threaten|ng event ) [ , | ,

- Death

»l fi_ancer/congenital anomaly -

- Event leading to hospltahsatlon or prolongation of hospvtallsatton
E;ent reseltmg in chronlc condition/sequelae :
T h Q‘.,’?,' dols’ ' ;

r\' e

of the patient's condition. .

f Qossnble please jom a copy of the relevant» ;.
hospxtallsatlon report when avallable - !

ase -pe as complete and '"s prec:se as possuble when"descrlblng

MIF 005457



UNUQG SQURVEILLANUE UEFAHIMENT - HOUSSEL UCLAF 1

T

" STUDY/INVESTIGATOR " Protocolnumber: | | | | | | | | | 1}

) Center number: | Lt

Indication :

Investigator's name :

Address : Country :
Number allocated Local drug
" PATIENT 1' in the study l L1 ]  surveillancenumber | | | 11 | | | ||
Initials Age Sex Weight Height
LL 1] [ S N M L] F || 0y I O I R B
y m kg g m cm
Occupation : Ethnic origin :

Previous relevant history :

Previous Intolerance to drugs : No L_! Yes L which drugs ?

Unknown L_]
| aoverse EVENT | Dateofonset | )y L1y 11y
D M Y

Description :
Hospitalisation (or prolongation
of hospitalisation) necessary ? LI yes | | no
Treatment :
OUTCOME : Complete recovery | | Chronic condition or sequelae L]

Not yet resolved || Unknown ||

Death |_J

»Date || | L1 | |||
D M Y

MIF 005458 > Autoosv 1 ives 1 tno
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Protocolnumoer |1 1 1 4 1 1 1 a4 VUUJCUL (UUS Lt

" CASE SUMMARY "

(Precise description of history with respect to the adverse event)

MIF 005459




Protocolnumber L1 L 1 ¢t L} 1} |

Subjectnumber] 1 | { | |

L 113 3

[ stuovoruc | Name
ST or Daily dose regimen :
Code LI L L1111} dose unit frequency
Route Ly L
Therapydate: | | ;| 111 | to L1 | Ongoing L]
from D M Y D M Y
Action taken with study drug Immediate results :
after the event :
Continued
same dose L | Stopped L_| Improvement || No.change ||
' NA* |
Decreased | | NA* L] Aggravation || Uninterpretable ||
Rechallenge Recurrence of event :
Nol | Yes LI NA* || No L_J Yes || NA* L
Date: Lt J L1 } L1} Uninterpretable LI
D M Y
* Not applicable
| concomITANT DRUGS |
Drug Daily From To Indication
dose
| cAusaL RELATIONSHIP ||
) 1
Doctor's assessment :
Unrelated Unlikely
LJ [
possible probable highly probable
L (. (]
not assessable
LJ  explain why
This form was filled out > on l_[l)_l |_“14_1 L#J > Monitor's name and signature :
> by (print)

MIF 005460
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IND The Population Council
RU486 October 2, 1989

Medical Officer’s Review of Submission Dated September 22, 1989

Submission dated September 22, 1989 is a follow-up report pPursuant to our
letter of August 15, 1989 to the sponsor requesting followup reports of
the five patients in the Los Angeles clinic where SGPT elevations at day
14 or 15 were still apparent.

Subject Dosage Day SGPT
06043 100 mg/d x 7 15 63.0
22 19.0

06095 50 mg/d x 7 08 88.0
. 15 97.0

22 36.0

06103 100 mg/d x 4 14 48.0
19 12.0

There was no follow-up on patients 06111 and 06100, Patient 06111 who
received 100 mg/d x 4 had an SGPT of 73 on day 8 which ‘had dropped only to
69 on day 15 and patient 06100 who received a single 600 mg dose had an
SGPT of 71 on day 14. From the information on the three patients
followed, it appears that SGPT returns to normal by day 22,

sl

HFD-510) — /
of e

APPEARS THIS WAY
ON ORIGINAL

MIF 005461
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DEPARTMENT OF HEALTH AND HUMAN SERVICES )
I /; . 1‘" ‘r‘ /- K ;'j,-v-.
;oL .
The Honorable Barbara F. Yucanoyich.

House of Representatives
JUL 31156

Washington, D.C. 20515

TRi's is in resoonse to your letter of July 7, 1989, on behalf of

Ny concerning the unapproved new drug,
- ’860

e r———y—

The Federal Food, Drug, and Cosmetic Act, which the Food and Drug
Administration (FDA) administers, defines a new drug as one not
generally recognized by qualified experts as safe and effective for the
recommended uses. A new drug may not be distributed interstate (except
for clinical study) until we have approved a new drug application (NDA)
containing substantial scientific evidence of safety and effectiveness
for use of the drug as labeled.

Dear Ms. Vucagovich:

An investigationa] new drug (IND) application acceptable to the FDA is
required of a sponsor (e.g., a drug manufacturer or a clinical :
investigator) to study the safety and effectiveness of an unapproved -
new dru?. When the sponsor determines that adequate and well-
controlled studies have been performed, which reflect favorably on a
new drug's safety and effectiveness, the sponsor then submits that
information, together with adequate information on manufacturing
procedures and controls, in a new drug application to FDA. After a
comprehensive review by the FDA, the NDA is either approved or not .
approved; upon approval the drug may be marketed.

nr—o ﬂf.’

We are enclosing reprints, "Clinical Testing for Safe and Effective
Drugs" and "A Primer On New Drug Development," that describe in more
detail the requirements for new drug clearance in the United States.

We are unable to predict whether, or when, RU-486 will be approved for
marketing. You may assure ——————— that all imﬁortant new drug
submissions to FDA are given prompt attention, so that the public can
benefit from new products as soon as possible.

We hope these comments are helpful. If we can be of further service,
please let us know.

Sincerely yours,

APPEARSTHTS WAY Hugh C. Cannon

ON ORIGINAL Associate Commissioner
- for Legislative Affairs

2 Enclosures

“Clinical Testing . . .

"

"A Primer on New . . o~

cc:  HFW-10€2)
R/D: == :6/29/89:F/D: -———a :7/26/89
F/T:vaj:7/31/89:( —— :RU486)

Yy

E U l E OFFICE SUBMME ¢ DATH OFFICE SURNAME DATE ﬂ OFFICE SURNAME DATE

@@PW ..................................................................................
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BSARBARA F. VUCANOVICH 206 CANNON BUILDING

‘ WASHINGTON, D.C. 20515
ZNQ DISTRICT, NEVADA (202) 2256155

IS

COMMITTEE ON INTERIOR FEDERAL BUILDING

AND INSULAR AFFAIRS CONGRESS OF TH E U N ITED STATES 300 BOOTH STREET. SUITE 3038
Commmiceonrouse L ) HOUSE OF REPRESENTATIVES R o2y yaa aaoa

DMINISTRATION -
ISTRATY : WASHINGTON, D.C. 20515 401 RAILROAD ST. #307

SELECT COMMITTEE ON
- ELKO. NEVADA 89801
CHILDREN, YOUTH AND FAMILIES (702) 738-4064

CONGRESSIONAL TRAVEL AND =

- 2200 Civic CENTER DRIVE

TourisM CAUCUS . = July 7 ’ 1989 PosT OFFICE BOX A
ENVIRONMENTAL AND ENERGY - ; NORTH LAS VEGAS, NV 830301320
STUDY CONFERENCE (702) 399-3555

Mr. Frank E. Young
Commissioner

Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20857

Dear Mr. Young:

I am writing you to request your assistance in a matter that has
‘ recently been brought to my attention.

One of my constituents, - has written me regarding the—

drug RU-486. I would greatly appreciate your reviewing and addressing
the concerns of I have enclosed a copy of the lettegf_

for your convenience. i

[ o
. . . . 1

Thank you in advance for your time and attention to this matter.

Sincerely,

%

BARBARA F. VUCANOVICH
Member of Congress

‘ BFV:ml

Enclosure

e~ - -
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cc:

MIF 005464

s

Ay

DEPARTMENT OF HEALTH AND HUMAN SERVICES -

———

.- o l‘:. o
. JUL 0 €3320

i 3
The {Honoralile Lante 8. Fascell
House of=Representatives

washington, D.C, 2051%
Dear Mr. Fascell:

This is in response to your letter of June 7, 1989, on behalf of
_ concerning the unapproved new

druy, RU-486,

e B S ——— A+

The Federal fFood, Drug, and Cosmetic Act, which the Food and Druy
Administration (FDA) administers, defines a new drug as one not
generally recognized by qualified experts as safe and effective for the
recomnended uses. A new drug may not be distributed interstate (except
for clinfcal study) until we have approved a new druy application (NDA)
containing substantial scientific evidence of safety and effectiveness
for use of the drug as labeled.

An investigational new drug (IND) applicatfon acceptable to the FDA is
required of a sponsor (e.g., a drug manufacturer or a clinical
investigator) to study the safety and effectiveness of an unapproved
new drug. Hhen the sponsor determines that adequate and well-
controlled studies have been performed, which reflect favorably on a
new drug's safety and effectiveness, the sponsor then submits that
information, together with adequate {nformation on manufacturing
procedures and controls, in a new drug application to FDA., After a
comprehensive review by the FDA, the NDA-is either approved or not
approved; upon approval the drug may be marketed.

: "F'-O ﬂf.

We are enclosing reprints, "Clinical Testing for Safe and Effective
Drugs® and "A Primer On New Drug Development," that describe in more
detail the requirements for new drug clearance in the United States.

We are unable to predict whether, or when, RU-486 will be approved for
marketing., You may assure ——————— that all important new drug
submtss4oms to FDA are given prompt attention, so that the public can
benefit from new products as soon as possible.

We hope these comments are helpful. If we can be of further service,
please=tet us know.

Sincerely yours,

Hugh C. Cannon
Associate Commissioner
for Legislative Affairs

2 Enclosures
"Clinical Testing . . ."

"A on Hew , . "

SURNAME DATE ﬂ OFFICE SURNAME DATE
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OANTE B. FASCELL

" ‘ 1?1»-« DISTRICT. FLORIDA

FOREIGN AFFAIRS COMMITTEE

Congress of the Wnited States

ARMS CONTROL, INTERNATIONAL
SECURITY AND SCIENCE SUBCOMMITTEE
CHAIRMAN

"

House of Representatioes
st D controL L Washington, DE 20515

MEMBER

June 7, 1989

Mr. Hugh C. Cannon, Associate Commissioner
for Legislative Affairs
Food and Drug Administration
5600 Fisher's Lane, Room 1555
. Rockville, Maryland 20857

Dear Mr. Cannon:

Enclosed is a copy of correspondence from one of my constituents.

It would be greatly appreciated if you would accord the comments i

CHARLES R. O REGAN
ADMINISTRATIVE ASSISTANT

COMMISSION ON SECURITY AND
COOPERATION IN EUROPE
MEMBER

NORTH ATLANTIC ASSEMBLY
CHAIRMAN
HQUSE DELEGATION

CANADA—UNITED STATES

INTERPARLIAMENTARY GROUP
MEMBER, U.S. DELEGATION

k
3
P
3
.

the letter every consideration and provide me with a report on the matter.

Many thanks for your assistance.

Sincerely,

’ DANTE B. FASCELL
Member of Congress

DBF/BT

Enclosure

-—— am »
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DEPARTMENT OF HEALTH AND HUMAN SER‘TES

The Honora®de Doug Sereuter TR R T

e = S i it s Mo ————— 1 3 q}-/u
rHouse of- Representatives \JU" S0 158>
washington, C.C. 20515

Dear Mr. Bereuter:

Thig is in response to your letter of June 10, 1989, on behalf of
— . concerning the unapproved new drug,
RU-486.

The Federal Food, Druy, and Cosmetic Act, which the Food and Drug
Administration (FDA) administers, defines a new drug as one not

generally recognized by qualified experts as safe and effective for the

recommended uses. A new drug may not be distributed interstate (except
for clinical study) until we have approved a new drug application (NDA)
containing substantial scientific evidence of safety and effectiveness
for use of the drug as labeled.

An investigational new drug (IND) application acceptable to the FDA is
required of a sponsor (e.y., a drug manufacturer or a clinical
investigator) to study the safety and effectiveness of an unapproved
new drug. When the sponsor determines that adequate and well-
controlled studies have been performed, which reflect favorably on a
new drug's safety and effectiveness, the sponsor then submits that
information, together with adeguate information on manufacturing
procedures and controls, in a new drug application to FDA, After a
comprehensive review by the FDA, the NDA is either approved or not
approved; upon approval the drug may be marketed,

we are enclosing reprints, “Clinical Testing for Safe and Effective
Drugs™ and “A Primer On New Drug Development,” that describe in more
detail the requirements for new drug clearance in the United States.

We are unable to predict whether, or when, RU-486 will be approved for
marketing. You may assure that all important new drug
submissieng to FDA are given prompt attention, so that the public can
benefit from new products as soon as possible.

We hope thege comments are helpful. If we can be of further service,
please_let us know.

Sincerely yours,

Hugh C. Cannon
Associate Conmissioner

3 Enclosures
Constituent's 1tr for Legislative Affairs

“Clinical Testing . "
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MIF 005467

The Hgggrable 7 <:>é>

U. S. House of Representatives

washington D. C.20515 \<AQ<}<)

Dear Representative‘

I am writing to you to oppose any attempts to
restrict the Food and Drug Administration from further
testing of the(§rug RU:ﬁQ@. This drug provides an
alternative to surgical abortion. Although first tri=-
mester abortion is currently one of the safest surgical
procedures in the United States, RU-486 decreases or
eliminates many of the occasional complications which
can occur with any kind of surgery.

: "F'-.ﬁ'..

American women ought to have access to the best
possible health care, and this includes making sure
the safest methods are available for all legal mecical
procedures. Plezse don't allow a vocal minority to

deprive all women of advances in medical technology.

Sincerely vyours, .
/
|5/
Name
Addr

——
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HOUSE OF REPRESENTATIVES, U.S.
WASHINGTON, D.C.
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The attached communication is sub-
mitted for your consideration. and to ask
that the request made therein be complied
with, if possible.

If you will advise me of your action in
this matter and have the letter returned to
me with your reply, I will appreciate it.

[

Very truly yours,

NeD /FW

................ District.

/;{-IU 'ﬂ: pU f@)Ué "7-4 ﬁ(ﬁv\/



ROBERT C. 3YRD. WEST VIRGINIA, CHAJRMAN

DANIEL K INOLYE, HAWAIL MARK O. HATFIELD. OREGON
EFNEST F. HOLLINGS. SOUTH CARCLINA  TED STEVENS, ALASKA
J. BENNETT JOHNSTON, LOUISIANA JAMES A McCLURE, IDAHO

QUENTIN N. BURDICK. NORTH DAKOTA JAKE GARN, UTAH

PATRICK J. LEAHY, VERMONT THAD COCHRAN, MISSISSIPPI ¢
JIM SASSER, TENNESSEE ACBERT W. KASTEN, JR., WISCONSIN
DENNIS DsCONCINI, ARIZONA

ALFONSE M. D'AMATO, NEW YORK

DALE BUMPERS. ARKANSAS WARREN RUDMAN, NEW HAMPSHIRE

FRANK R. LAUTENBERG, NEW JERSEY -  ABLEN SPECTER, PENNSYLVANIA COMMITTEE ON APPROPRIATIONS
TOM HARKIN, I0WA PETE V. DQMENICI, NEW MEXICO b2
BARBARA A MIKULSKI, MARYLAND CHARLES E. GRASSLEY, IOWA WASHINGTON’ DC 20510-6025
HARRY REID, NEVADA OON NICKLES, OKLAHOMA

BROCK ADAMS, WASHINGTON PHIL GRANIM, TEXAS

WYCHE FOWLER, JR., GEORGIA
J. ROBERT KERREY, NEBRASKA -

JAMES M. ENGLISH, STAFF DIRECTOR
J. KEITH KENNEDY, MINORITY ETAFF DIRECTOR

June 19, 1989

Mr. Hugh C. Cannon

Associate Commissioner for
Legislative Affairs

Food and Drug Administration

1555 Parklawn Building

5600 Fishers Lane

Bethesda, Maryland 20857

Dear Mr. Cannon:

I have been contacted by constituents concerned, and interested
in obtaining more information, about RU-486, the abortifacient X
drug developed by the French pharmaceutical firm Roussel Uclaf. ?7
It would be appreciated if you would look into this matter and =“
provide me with your comments which may serve as the basis for a
reply to my constituents.

Thank you in advance for your attention to this matter.

ely yours,

RCB:dw
Enclosure

4POEARS THIS WAY
= 7 QN ORIGINAL
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 7

L AE.

The jtonaraple Rovert C. Syrd i SRR
United States Senate ) SS9
washington, D.,C. 2051C

Jear Senmator Byrd:

This is in response to your letter of June 1Y, 1939, on behalf of
your gonstituents who are interested in the unapproved new drug,

The Federal Foed, Drug, and Cosmetic Act, which the Food and Drug
Administration (FDA) administers, defines a2 new drug as one not
generally recognized by qualified experts as safe and effective for the
recommended uses. A new drug may not be distributed interstate (except
for clinical study) until we have approved a new drug application (NDA)
containing substantial scientific evidence of safety and effectiveness
for use of the drug as labeled,

An investigational new drug (IND) application acceptable to the FDA is g
required of a sponsor (e.g., a drug manufacturer or a clinical
investigator) to study the safety and effectiveness nf an unapproved
new drug., When the sponsor determines that adequate and well-
controlled studies have been performed, which reflect favorably on a
new drug's safety and effectiveness, the sponsor then submits that
information, together with adequate information on manufacturing
procedures and controls, in a new drug application to FDA. After a
comprehensive review by the FDA, the NDA is either approved or not
approved; upon approval the drug may be marketed.

: ﬂr-. 'v".

We are enclosiny reprints, “Clinical Testing for Safe and Effective
Drugs® and “A Primer On tiew Drug Development,” that describe in more
detail the requirements for new drug clearance in the United States,

We are unable to predict whether, or when, RU-486 will be approved for
marketing., You may assure your constituents tnat all important new
drug submissions to FDA are yiven prompt attention, so that the public
can BEnETIY from new products as soon as possible.

e hope these comments are helpful. If we can be of further service,
please let @s know.

Sincerely yours,

2 Enclosures Hugh C. Cannon
“Clinical Testing . . ." Associate Commissioner
“A Primer on New , . ." for Legislative Affairs

[ oFFicE SURNAME, | DATE ]| OFFICE- SURNAME oaTe || oFFicE SURNAME DATE
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
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JUN15 1989

; =
K

The Honorahle {ee H. Hamilton
House of Representatives
washinaton, D.C. 20515

Dear iir, Hamilton:

Tnig;is response to vour inauiry of May 15, 1989, on behalf of
, concerning the unapproved drug,

RyU-486

The Federal Food, Drug, and Cosmetic Act, which the Food and Drug
Administration (FDA) administers, defines a new drug as one not
aenasrally recognized by qualified experts as safe and effective for tne
recommended uses.
for clinical study) until we have approved a new drug application (HNDA)
containing substantial scientific evidence of safetv and effectiveness
for use of the drug as labeled.

An investigational new drug (IND) application acceptable to the FDA is
reguired of a soonsor (e.g., a drug manufacturer or a clinical
investigator) to study the safety and effectiveness of an unapproved
new drug. Wwhen the sponsor determines that adequate and
well-controlled studies have been performed, which reflect favorably on
a new drug's safety and effectiveness the sponsor then submits that
information, together with adequate information on manufacturing
nrocedures and controls, in a new drug application to FDA. After a
comprehensive review by the FDA, the NDA is either approved or not
approvea; upon approval the drug may be marketed.

we are unable to predict whether, or when, RU-486 will be approved for
marketing. You may assure that all important new drug
submissions to FDA are given prompt attention, so that the public can
benefit -from mMew products as soon as possible.

It is also important to point out that FDA does not actually do the
clinical testinm of drugs before they are marketed. Pharmaceutical
manufactur®rs; tne National Institutes of Health, and other research
institutions across the coqntrv carry out programs to identify, develoo
and test arugs. It is FDA's responsibility to review and analyze the
results of the testing to determine if a druc is safe and effective for
widespread marketing for use by the aeneral public,

A new drug may not be distributed interstate (except .

FILE

/k /r’(fw
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Page 72 - Tne Honorable Lea H, Hamilton

We nope these comments are helnful. If we can be of furtner service,
please let us know.

Sincerely yours,

Hugh . Cannon
Associate Commissioner
for Legislative Affairs

Znclosure
Constituent's Ltr

cc: HF%-10(2)

HF""'].Z W —
Fla: — :0/1/8Y
R/t:var:6/7/89( —— RU48S)
F/T:var:6/9/89
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The sonorable Lee -, namilton
a0USH oY enrasertatives
=esninoton, 5.7 70515

Oear T, nantlton:

fnis is response to vour dnguiry of sMay 15, 1989, on hehalf of
concernine the unapnrovea orua,

hEEL Aty

Tne Fegeral Foord, Druc, and (osmetic &ct, which the Food and Druc
riministration (FDA) administers, defines a new drug as one not
cenarally recounized ny gualified experts as safe and effective for tne
recomrended uses, A new drun may not ba distributed interstate (except
for clinical stuoy) until we nave approved 2 new drug application (NDA)
containina substantial scientific evidence of cafetv and effectiveness
far ys2 of the drug as laveled.

An investigational new drug (IMD) anplication acceptable to the Fia is
requirec of & snonsor (e.g., a drua manuyfacturer or a clinical
investiagator) to studv the safety and effectiveness of an unapproved
new drug., When the sponsor determines that adequate and

@li-controllea studies have been performed, which reflect favorably on
a new arye's safetv and effectiveness the snonsor then submits that
inforwation, together with adequate information on manufacturine
nrocedures and controls, in a pew drug application to FDA, After 3
coaorenensive review by the FDA, the MDA is either approved or not
approved; unon approval the drug may bhe marketed,

we are unable to oredict whether, or when, RY-486 will be approved for
marketina. You may assure —————that all important new drug
subimissions to FDA are yiven prompt attention, sc that the public can
benefit from new nroducts as soon as pnssible,

It is aT¢d Tm@drtant to point out that FDA does not actually do the
clinical testina of drugs before theyv are marketed. Pharmaceutical
rianufacturers, tne iational Institutes of Health, and other research
institutions across the country carry out programs to identify, develop
and test grugs. It is FDA's responsibility to review and analvze the
results of tne testina to determine if a drug is safe and effective for
widespread marketing for use v the aeneral oublic,

MIF 005474
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Fage 2 - Tng Honorable Lee H. Hamilton

We nope these comments are helptul. If we can be of furtner service,
please let us know.

Sincerely yours,

Huan C. Cannon
Asspociate Commissiocner
for Legislative Affairs

“nclosure
Constituent's Lir

cc: 2

HFW-12 JR—

F/T:var:6/9/89
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MIF 005475



!

MAY 22 720 = _,B

NOTE TO: Office-of LeégisFative Affairs

SUBJECT: Congressional Correspondence

The attached-ccfrespondence arrived in the Office of Management
and Operations on May 18, 1989 through messenger envelopes. We
believe these documents should be directed to your office for

action.
TSN
e T
Attachment
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DEPARTMENT OF HEALTH AND HUMAN SERVICES ! -

‘
/

Tha/hwrmn JUN 0‘5 1389
House of Representatives
Hashington, 1,C, 20515

tlear ®Mr, Dornan:

1 write to respona to your letter of May &, 1989 also signed hy
several of your colleagues, relating to the Fooa and Drug
Administration's (FDA) policy on the importation of unapproved drugs
into the Uniteg States, Specifically, you asked whether this policy
woula allow the mail order of RU-4%6 (mifeprisone), and other
apbortifacient drugs which are not approved for marketing in the
United States.

For nmany years FDA has, as a matter of discretion, permitted
indiviguals to bring into the United States, for their personal use,
guantities of «rugs sold abroad but not approved in the linfited States.
UOver the years numerous patients, family members and physicians have
urged the Agency to permit this personal importation of various drugs
out of compassion for the individual patients involved, many of whom
have serious or life threatening disease, 1 should note that numerocus
Hembers of Congress have also uryed FDA to allow the personal
importation of drugs out of compassion for their constituents,

: —r-o WT.

Personal use quantities are gyenerally considered to be amounts for a
patient's treatment for three months or less. Imports involving larger
guantities are generally not permitted as they could lead to
commercialization,

As you know, 1n .July 1988, the Agency issued written quidance to our
tiela offices to clarify the policy's applicability to mail imports,
and to ensure that our policies ant practices in this important area
are consistent throughout the country, The guidance states that
unapprovedq drugs may be imported if there is no unreasonable safety
risk or evidence of fraud, end other criteria are met relating to
personal use, quantity, and other factars,

| 4

-

SURNAME DATE
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Page 7 - Tne Honorable 2anert X, rtornan

-—

ke 1o not believe that this palicy can be appropriately applied to the
importation ot xu=42f necause use of the product could present an
unreasonable- safety risy, anc we nave recently issuec an import alert
to this eftect, The intended use of this drug makes it likely it would
he used without benefit of supervicion of a physician, and
intiscriminate or unsupervised use could he hazardous to the patient's
nealth pecause the drug has potertial side effects such as uterine
pleeding, Severe nausea, vomiting, and weakness, which mignt require
prompt rmedical intervention. for your information, 1 am enclosing an
updated copy of the import alert, dated June £, 198G, which instructs
our field personnel to prevent the importation of unapproved
abortifactent darugys such as Rl-4%A,

I hepe this information is helpful, If we can be of any further
assistance, please let us know, A similar letter has heen sent to the
other co-signers of your letter,

Sincerely yours,

: N{".ﬂt.

-

Frank E, Young, M.D,, Pn.D,
-Commissioner of Food and Druys

Enclosure

cc: A1l copies with copy of incoming and enclosure:

HF -1 HFW-10(2)

HF =2 HF W=12

4F =40 HFW=1

HF =43 HF N=2
HFC=3

R/Dy ———— (from previous approved corres.}:5/18/89
R/T:it):5/19/89:( —— ABNRTIFACIENT)
F/D:ity:a/&3/@9:( —~ ABORTIFACIENT)

Init: ;n/25/89

Init: ——:5/31/89

Edited: —— :&/31/8Y

Init: e :5/3)/80

Initst =—— 115/31/84

Retype:itj:6/8/RQ

FrT:itj6/12/89
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'\ . ROBERT K. DORNAN CHAIRMAN

38TH DISTRICT, CALIF HOUSE REPUBLICAN STUDY
LIFORNIA COMMITTEE

INTELLIGENCE COMMITTEE

CHAIRMAN

RSC TASK FORCE ON

ARMED SERVICES COMMITTEE FOREIGN AFFAIRS

SUBCOMMITTEES:
COMBAT READINESS

RESEARCH AND DEVELOPMENT i@ﬂngtiss Uf tbg mnittb 5tat£§ HOUSEEX;EEEZBA;%OAT‘{M:ETSE:ARCH

TTEE
SELECT COMMITTEE ON - :
NARCOTICS ABUSE AND CONTROL House of VRepresentatives wx ronces:
. May 5, 1989 AMERICANS MISSING IN ACTION
PERMANENT OBSERVERTO ’ BUDGET REFORM
o onioner X Young, M-D. N BEFENSE MM TECMNOLOGY
Commissioner
Food and Drug Administration HISPANIC CAUCUS
5600 Fishers Lane GRACE COMMISSION CAUCUS

Rockville, MD 20857
Dear Dr. Young:

An article published in the December 1988 issue of American
. Health, entitled "Mail Order Drugs from Abrcad," asserts that you
have approved a policy that would allow Amerlcan citizens to mail

order non-approved drugs from overseas for personal use.

While this apparent blanket policy is prima facie
disturbing overall, one specific concern is that the French
abortifacient RU 486 is not one of the 40 drugs specifically
excluded. We are aware of the September 26, 1988 memo signed by
Burton I. Love but we have seen no official statement from you
confirming the ban on RU 486.

: 'T'-.Iflﬁ

The U.S. government should not be involved in abetting
abortion. This includes regulations that would allow the use of
abortifacients such as RU 486. But of equal importance, the FDA
should look at the effects non-approved drugs may have on the
health and welfare of U.S. citizens. RU 486 has more than a
dozen "contra indications" which proscribe its use. If a woman

. does not meet certain criteria, than she risks serious
complications. That is why in France and China, where it has been
legalized, RU 486 can only be administered under direct medical
supervision. How then could the FDA possibly allow it to be
purchased through mail order?!

We weudd agreatly appreciate a clarification on your policy.
Does your policy directive allow the importation of RU-486 or
similar non-approved abortifacient drugs? If it does, have
abortifacients such as RU 486 been imported under your directive?
Finally, -ame-there regulations currently being drafted that would
add abortifacients, and specifically RU 486, to the list of
prohibited drugs?

We look forward to your prompt reply.

gibert K. Dornan, M.C. Henr

WASHINGTON, DC OFFICE: 301 CanN
DISTRICT OFFICE: 12387

H'de/.c. MWalce, M.C.

House OFFICE BUILDING, WASHINGTON, DC 205185, (202) 226-2968
STREET, #203, GARDEN GROvE, CA 92640, (714) 971-9292

MIF 005479



Honorable Frank Young
May 5, 1989 _ ;
Page two

ine, M.C. Duncan Hunter, M.C. ThZ/mas Bliley, Mi

Arlan 8 Cnris Cox, M.C.
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€ C. "HollIoway, M

.

- -

MIF 005480



WPMAIL -ECHO
MAIL IMPORT-ALERT ’IMPORT ALERT 66-47'

DATE: JUNE &, 1989

FROM: DIRECTOR, D‘IﬁSICN OF FIELD INVESTIGATIONS (HFC—130).

SUBJ: IMPOR‘I'AALERT #66-47 "Automatic Detention of Abortifacient Drugs"
TO : IMPORT PROGRAM MANAGERS

INFO: ALL MAJOR FIELD OFFICES
RESIDENT POSTS

(HFC-101)
INTERGOVERNMENTAL AND INDUSTRY
AFFAIRS STAFF (HFC-50)
DIVISION OF FIELD SCIENCE {HFC-140)
DIVISION OF FEDERAL-STATE RELATIONS (HFC-150)
OFFICE OF LEGISLATIVE AFFAIRS (HFW-10)

OFFICE OF REGULATORY GUIDANCE (HFF-310) 3
———  (HFC-160) OFFICE OF ENFORCEMENT (HFC-20§)
— (HFC-210) (HFC-230) 1

(GeP-1) —=  (HFF=25)

OFFICE OF COMPLIANCE (HFF-300) PRESS OFFICE (HFI-20)

———  (HFD-300) PRESS OFFICE (HFI-21)
———— (HFV-230) (HFY-50)
S — (HFZ-300) L — (HPB—CANADA )

FIELD PROGRAMS BRANCH (HFF-26) ————  (HFC-41)

— (HFC-42) —— (HFD~301)
~——  (HFB~-100) —_— (HFC-6)

- (HFC-6)

* % % * CORRECTION TO PREVIOUS TRANSMISSION * * * *

* % * & NAME OF PRODUCT CHANGED TO RU486 * * * =

TYPE OF ALERT: - Automatic Detention

PRODUCT : )'\bortifacient Drugs (drug that induces abortion)

PROBLEM ’}‘-':":’ New Drug without NDA/Safety from unsupervised use (DRND/DRHL)
PRODUCT CODE : 66[1(}¢1[1(]

PAC ": 56008H

COUNTRY .- : All

MIF 005481



MANUFACTURER/

SHIPPER : ALL UNAPPROVED

CHARGE ;_;:The article is subject to refusal of admission pursuant to
Section 801(a)(3) in that it appears to be a new drug without
an effective new drug application (NDA) as required by Section
505(a)."

RECOMMENDING

OFFICE ¢ HFC-131 Import Operations Branch

REASON FOR

ALERT ¢ Questions have been raised about a new abortifacient product,

RU486 or "Mifepristone", (Import Bulletin 66-Bl13 9,/26,/88) and
whether the agency should use its discretion, pursuant to the
Pilot Guidance for Release of Mail Importations (7,20,88), or
otherwise, to allow its importation for personal use. FDA has
concluded that unapproved products of this kind would be-
inappropriate for release under the personal importation
policy. The intended use of such drugs could pose a risk to
the safety of the user.

.
i
INSTRUCTIONS : Automatically detain all shipments of unapproved abortifacieﬁt

drugs.
FOI : No purging is required of this alert.
/s/
e
—— . APPEARS THIS WAy
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

The HonorableBenjamin Ae-&+iman

House Of Representatives SN G Y w

Washington, D.C. - 20515

Dear Mr. Gilman:

This j@ in response to your inquiry of May 11, 1989, on behalf of

— e — , concerning the unapproved
new drug, RU-486.

The Federal Food, Drug, and Cosmetic Act, which the Food and Drug
Administration (FDA) administers, defines a new drug as one not
generally recognized by qualified experts as safe and effective for the
recommended uses. A new drug may not be distributed interstate (except
for clinical study) until we have approved a2 new drug application (NDA)
containing substantial scientific evidence of safety and effectiveness
for use of the drug as labeled.

An investigatfonal new drug (IND) application acceptable to the FDA is
required of a sponsor (e.g., a drug manufacturer or a clinical
investigator) to study the safety and effectiveness of an unapproved
new drug, When the sponsor determines that adequate and well-
controlled studies have been performed, which reflect favorably on a
new drug's safety and effectiveness, the sponsor then submits that
information, together with adequate information on manufacturing
procedures and controls, in a new drug application to FDA. After a
comprehensive review by the FDA, the NDA {is either approved or not
approved; upon approval the drug may be marketed.

We are enclosing reprints, “Clinfcal Testing for Safe and Effective
Drugs" and “A Primer On New Orug Development,” that describe in more
detail the requirements for new drug clearance in the United States.

We are unable to predict whether, or when, RU-486 will be approved for
marketing., You may assure that all important new drug
submissions.to FDA are given prompt attention, so that the public can
benefit From hew products as soon as possible.

We hope these comments are helpful. If we can be of further service,
please let us Know.

Sincerely yours,

Hugh C. Cannon
Associate Commissioner
for Legislative Affairs

— - Ba ot - -t .’ﬂf‘

; "r-i ﬂf.

o= Enclqspras
8 u\_ —ﬁ N URNAME DATE QFFICE SURNAME DATE ﬂ OFFICE SURNAME
onst{trentiqt

“Cliniqgal.

.................................

.....................

.......
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April 25, 1989

Congressman Benjamin A. Gilman
c/o U.S. House of Representatives
Washington, D.C. 20510

Dear Congressman Gilman:

I am writing to urge you to oppose any attempts to restrict the Food and
Drug Administration from further testing of the drug RU-486. This drug
provides an alternative to surgical abortion. Although first trimester
abortion is currently one of the safest surgical procedures performed in
the United States, RU-486 decreases or eliminates many of the occasional
complications which can occur with any kind of surgery.

American women ocught to have access to the best possible health care, and
this includes making sure the safest methods are available for all legal
medical procedures. Please don't allow a vocal minority to deprive all
women of advances in medical technology.

Sincerely, ) i

MIF 005484

: 'r'"f-.



4

. »
¢« BENJAMIN A. GILMAN

220 DISTRICT, NEw YORK

3
-

FOREIGN AFFAIRS COMMITTEE

suscommrees Congress of the Tnited States

EUROPE AND MIDDLE EAST
(RANKING MINORITY MEMBER)

INTERNATIONAL OPERATIONS - < kﬂust of Reﬂrtstntatihts

Washington, VL 20515-3222
= May 11, 1989

Dr. Frank E. Young
Commissioner

Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857

Dear Dr. Young:

I have received the attached communication from my

- -

POST OFFICE AND CIVIL
SERVICE COMMITTEE
{RANKING MINORITY MEMBER)

SUBCOMMITTEE:
INVESTIGATIONS

SELECT COMMITTEE ON
NARCOTICS ABUSE AND
CONTROL

SELECT COMMITTEE ON
HUNGER

VICE CHAIRMAN,
TASK FORCE ON
AMERICAN PRISONERS AND
MISSING IN SOUTHEAST ASIA

constituent, ————""""——— regarding the testing of RU-486.

I would welcome your review and every consideration which
can be given to this matter will be appreciated.

Please provide me with a report of your findings when youxy
review has been completed and have the letter returned to me wath

your reply.

Thank you for your kind attentio

BENJAMIN A. GILMAN
Member of Congress

BAG:epc

: APPEARS THIS WAY
T ON ORIGINAL

PLEASE REPLY TO:

OISTRICT OFFICE:

WASHINGTON OFFICE: 44 EAST AVENVE DISTRICT OFFICE:
2185 RavsunN BUILDING P.O. Box 368 223 RouTe 69
WASHINGTON, DC 20618-3222 MIODLETOWN, NY 108400358 MonseY, NY 10952-3488
TeLEPHONE: (202) 226-3776 [0 Tecerwone: (914) 343-8668 O  Teceenone: (914) 367-8000

MIF 005485

-

DISTRICT OFFICE:
32 MAIN STREETY
HASTINGS-ON-HUDSON,
NY 10706-1602
O  Teerwowe: (914) 478-5650
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-RU486)

5/17/89

cc: HFW-10(2)
R/D:
F/T:crw:5/19/89:(

FOLE
BORY

MIF 005486

DEPARTMENT OF HEALTH AND HUMAN SERVICES | /'~ -

.,‘

A.E. Te Tl

SR L IS VALY U TR T L W T Ty~ W GO K e " R Y ar g g 3% crwapy

fhg/Honorasle cnte , Fasceld i
House ok _geprosentotives .
vashingtan, ., 2l MA 1989

cear ir, Fancell:

This is in response tn your inguiry of foril 7€, 1982, on behalf of
your constituents who are concerned about the unapproved new drug,

Sij=dih,

The Federal Fooca, LUruy, and Cosmetic Ect, which the Foond and Orug
Famipistration (FO2) adninisters, defines a new drug as one not

cenerally recoanized by qualified experts as safe and effective for the
recoumended uses. A new drug may not be distripbuted interstate (except
for clinical study) until we have approved a new drug application (MDA)

containing suhstantial scientific evidence of safety and effectiveness

for use of the nrug as labelen,

' &
“n investigational new drug (IND) apnlication acceptable to the FA s 3

regquired of a sponsor (e.g., a drug manufacturer or a clinical
investigyator) to study the safety and effectiveness of an unapproved
rev drusg,., lhen the sponsor determines that adequate and well-
controlled studies have been performed, which reflect favorably on a
new drug's safety and eftectiveness, the sponsor then submits that
information, togyether with adequate inforration on manufacturing
procedures and controls, in a new drug application to FDA, After a
comprehensive review by the FDA, the NDA 1s either approved or not
approved; upon approval the drug may be marketed.

ke are enclosing reprints, “Clinical Testing for Safe and Effective
oruys” and "A Primer On Hew Drug Development ," that describe in more
detail the requirements for new drug clearance in the United States.

We are unable to predict whether, or when, RU-486 will be approved for

marketing, You may assure your constituents that all important new

drug _sybmjssions to FDA are given prompt attention, so that the public

can benefit from new products as soon as possible,

He hope these comments are helpful. If we can be of further service,
please_let us know,

Sincerely yours,

2 Enclosures rugh C. Cannon

b

21;n3cal Tes}1ng o v e Associate Commissioner
rimer on new . . . for Legislative Affairs
ey
OFFICE | SURNAME | DATE || OFFICE| SURNAME | DATE || OFFICE| SURNAME | DATE
e e ¥ ey
»U.8.GP0: 1988-0-213-062
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OANTE B8 Faz iz .

_ CHARLES S0 AECAN
€ 19TH DISTRICT, FLORIDA

ADMINISTRATIVE ASSISTANT

FOREIGN AFFAIRS COMMITTEE

CHAIRMAN aungrzzs Df thE Clanltzd 5tgtzs O OOPERATION 18 EUROPE

MEMBER
ARMS CONTROL, INTERNATIONAL
SECURITY AND SCIENCE SUBCOMMITTEE

= ouse of Representatioes v T

HOUSE DELEGATION

SELECT COMMITTEE ON NARCOTICS - ¢ '
. D] CANADA—UNITED STATES
ABUSE':ENN?BCEENTROL mﬂsh‘ngtUIL EE “05]5 INTERPARLIAMENTARY GROUP

- MEMBER, U.5. DELEGATION

April 24, 1989

Mr. Hugh C. Cannon, Associate Commissioner
for Legislative Affairs

Food and Drug Administration

5600 Fisher's Lane, Room 1555

Rockville, Maryland 20857

Dear- Mr. Cannon:

Enclosed are copies of correspondence from some of my constituents

3
a
1
It would be greatly appreciated if you would accord the comments itj
the letters every consideration and provide me with a report on the matter.

Many thanks for your assistance.

S¥ncerely,

ANTE B, FASCELL
. Member of Congress

DBF/BT

Enclosure

— — — -

C— APPEARS THIS WAY
CN ORIGINAL
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BANTE B. FASCELL

CHARLES 3 0 RECAN
1971H DISTRICT, FLORIDA

ADMINISTRATIVE ASSISTANT

'FOREIGN AFFAIRS COMMITTEE

» COMMISSION ON SECURITY AND
CHAIRMAN
Congress of the Wnited States
CURITY ARD SCIENCE SUBCOMMITTEE
SECURITY AND SCIEN UBCOMMITTE . . NORTH ATLANTIC ASSEMBLY
CHAIRMAN -
: Rouse of Representatioes
SELECTA(.;?}!?«LTJSEC%:TNR%TCOTICS - mashmgtun’ Ea 205]5 " CANADA—UNITED STATES
MEMBER -

INTERPARLIAMENTARY GROUP
MEMBER, U.S. DELEGATION

April 26, 1989

Mr. Hugh C. Cannon, Associate Commissioner
for Legislative Affairs

Food and Drug Administration

5600 Fisher's Lane, Room 1555

' Rockville, Marvland 20857

Dear Mr. Cannon:

[
. . 3 -
Enclosed are copies of correspondence from some of my constltuentsi

It would be greatly appreciated if you would accord the comments itr
the letters every consideration and provide me with a report on the matter.

Many thanks for your assistance.

Sincerely,

Member of Congress
DBF/BT

Enclosure

e~ - »

APPEARS THIS WAY
- ON ORIGINAL
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HFW-10(2)

cc:
R/D:
F/T:crw

FILE
LOPY

MIF 005489
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

TheHanuraMe Zrock ddars

7 S PP et

itnjted States Senate

Gashinagton, \.(;. Lo MA\( 23 1989

Near Senatonr Naams:

This j& in response to your dinquiry of April 74, 1424, on behalf of
=~ concerning the

undidraved aew druy, Q=46

The Federal Fooa, rug, ang Cosmetic Act, which the Food and Urug
Administration (FA) administers, defines a new druj as one not

venerally recoynized bty qualified experts as safe and effective for the
recomiended uses, A new drug may not he distributed interstate {except
for c¢linicel study) until we nave approved a new drug application (NDA)
cortainiag substantial scientific evidence of safety and effactiveness
for use of the drug as labheled, -

tn investiyaticnal new drug (IND) application acceptable to the FDA is ;
required of a sponsor (e.g., a drug manufacturer or a clinical i
investigator) to study the safety and effectiveness of an unapproved {L
new drug, VYhen tne sponsor determines that adequate and well- .
controlled studies have heen performed, which reflect favorably on a

new drug's safety and effectiveness, the sponsor then submits that
information, together with adequate information on manufacturing
procedures and controls, in a new drug application to FDA., After a
comprehensive review by the FDA, the MDA is either approved or not
approved; upon approval the drug may be marketed,

we are enclosing reprints, "Clinical Testing for Safe and Effective
Prugs® and "A Primer On flew Drug Development,” that describe in more
cetail the requirements for new drug clearance in the United States.

Ve are unable to predict whether, or when, R!-486 will be approved for Q\
marketing, You may assure ————— that all important new drug \
subnissions ta FDA are given prompt attention, so that the public can
benefit_frgm rew products as soon as possible.

¥e hope these comments are helpful, I[f we can be of further service,
please let us know,

/7 *7 S

- —

Sincerely yours,

Hugh C, Cannon

Associate Commissioner
3 Enclosures for Legislative Affairs
Constituent's 1tr
Clinical Testinyg . . . - %ZL_
A PRSP T " S0y | DATE || OFFICE] SURNAME | DATE || OFFICE| SURNAME | DATE

W{iﬁ\w —F— ZQQF

#U.8.GP0: 1988-0-213-082
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* BROCK ADAMS COMM I TTEES.
WASHINGTON APPROPRIATIONS
LABOR AND HUMAN RESOURCES

- RULES AND ADMINISTRATION
WYlnifed Hlates Denafe

< WASHINGTON. D.C. 20510

April 24, 1989

Food and Drug Administration

Hugh C. Cannon

1555 Park Lawn Building

5600 Fishers Lane -
Rockville, Maryland 20857

Dear Mr. Cannon:
Enclosed please find a copy of a request from my

‘ constituent,
_—-—.’—’_’_—

’

I would appreciate it if you could address my constituent's
inquiries concerning her support for the drug RU-486.

Thank you for your attention to this matter. I look forward
to your response.

. nr-; 'yT.-

Sincerely

BROCK ADAMS
United States Senator

. BA/mk

Enclosure

~— am B

S APPEARS THIS WAY
ON ORIGINAL
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.'w (nited Dlates Denafe

- WASHINGTON, D.C. 20510

= April 28, 1989

Director of Legislative Affairs
Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20857

Dear Sir:

Enclosed is correspondence that I have received from -
concerning the drug RU-486. I would appreciate .
your expeditious attention to this matter.

"'F'-i F.'.

Please respond directly to ___——— However, for
record purposes, please send a copy of your response to Janet --
McCracken of my staff.

Best regards.

Sincerely,

John Glenn

United States Senator
JG/jmm
Enclosure

- APPEARS THIS WAY
ON ORIGINAL
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DEPARTMENT OF HEALTH AND HUMA

»
-

The Honorable Jesse Helms
United States Senate

Washington, D.C.

20510

NDear Senator Helms:

-

o

Ny -~
i -
—
~

-

MAY 021969

This {s in further response to your February 23, 1989, inquiry relating
to the Food and Drug Administration's (FOA) policy on the importation

of unapproved drugs into the United States.

Specifically, you asked

whether citizens and companies would be allowed to import the drug
RU-486 (mifeprisone), which is not approved for marketing in the

“Onited dtates,

For many years FDA has, as a matter of discretion, permitted

individuals to bring into the United States, for their personal use,
quantities of drugs sold abroad but not approved in the United States.
Personal use quantities are generally considered to be amounts for a

patient's treatment for three months or less.
quantities are generally not permitted as they could lead to

commercialization.

Imports involving larger

As you know, in July 1988, the Agency issued written guidance to our
field offices to clarify the policy's applicability to mail imports,
and to ensure that our polictes and practices in this important area
The guidance states that
unapproved drugs may be imported if there is no unreasonable safety
risk or evidence of fraud, and other criteria are met relating to
personal use, quantity, etc.

are consistent throughout the country.

We do not believe that this policy can be appropriately applied to the
importation of RU-486 because use of the product could present an
That is, the intended use of this drug makes

unreasonable safety risk.

it likelty-t& would be used without benefit of supervision of a
physician and indiscriminate or unsupervised use could be hazardous to

the patient's health.

This is because the drug has potential side

effects such assuterine hleeding, severe nausea, vomiting, and

weakness,~whieh might require prompt medical intervention.

Copies of

our July 20, 1988 guidance and an tmport bulletin on RU-486 dated

September 26, 1988 are enclosed for your information.

Please note that

this bulletin prevents to the best of our ability RU-486 from entering
the country for safety reasons.

FOLE
GOPY

MIF 005493
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Page 2 - The Honorable Jesse Helms

1 hope this information is helpful. If I can be of any further
assistance, please do not hesitate to contact me.

=
ST -

Sincerely yours,

Frank E. Young, M.D., Ph.D.
Commissioner of Food and Drugs

Enclosure
~L£c- N
HFU=-50U| ———  HID- HFP —_
—_— .:3/16/89)
{oncurrences. :3/16/8%8, — :3/17/89

— :3/17/89

Revised: — :jmb:3/20/89
Init: ~— :3/20/89

— 3/23/89

——  :3/24/89
Edit ——:3/24/89
R/T:vaj:3/24/89(-
R/T:car:3/30/89
Revised:: — — :3/30/89
~:3/30/89
with correction/addition — :4/3/89
Re/T:car:4/3/89:
Edit: =~ 4/3/89
Re/T:car:4/3/89
Edit: ~——:4/10/89 '
Revise “o0 include potential side effects: —— 4/12/89
Re/T:car:4/12/89

~————'RU-486)

Revised: = 4/12/89
Re/T:vai:4/13/89
Edit: 4/13/89

— :4/13/89
Init: = 4/13/89

—_—  °:4/13/89

- &4/14/89
Revised: — :4/27/89
Init: — :4/28/89

— 4/28/89

—— 5/1789
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Revised: —— :5/2/89
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. JRagaE HELMS

LD - AROUNA

- Bnited States Senate

< WASHINGTON, DC 20510

= February 23, 1989

Mr. Frank E. Young, M.D. Ph.D.
Commissioner

Food and Drug Adminstration
5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Young:

It is my understanding that the FDA has issued a new
' policy allowing the importation of certain drugs currently-

unapproved by the FDA. P _

-~ : N\
Under this new policy, will citizens and;companies be
allowed to import RU-4867 ~ 7

—

Kindest regards.

Sincerely,

JESSE HELMS:mjc

- — a B

: APPEARS THIS WAY
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The Honorable Clarence E
House of Representatives

Washington, D.C.

«~«TMENT OF HEALTH AND HUMAN SERVICES

Hiller

2051%

Dear Mr. Miller:

~

A
72.-272

L PN

'y
e
1§ el il

MAY 0T 1969

This is in response to your inquiry of March 30, 1989, on behalf of

i RU-28ET

concerning the unapproved new drug,

The Federal Food, Drug, and Cosmetic Act, which the Food and Drug

Administration (FDA) administers,
generally recognized by qualified
recommended uses.,
for clinical study) until we have
containing substantial scientific
for use of the drug as labeled.

A new drug may

defines a new drug as one not

experts as safe and effective for the
not be distributed interstate (except
approved a new drug application (NDA)
evidence of safety and effectiveness

An investigational new drug (IND) application acceptable to the FDA is
required of a sponsor (e.gd., a drug manufacturer or a clinical
investigator) to study the safety and effectiveness of an unapproved

new drug.

When the sponsor determines that adequate and well-

controlled studies have been performed, which reflect favorably on a
new drug's safety and effectiveness, the sponsor then submits that
information, together with adequate information on manufacturing

procedures and controls, in a new drug application to FDA,

After a

comprehensive review by the FDA, the NDA {s efther approved or not

approved; upon approval the drug may be marketed.

We are enclosing reprints, "Clinical Testing for Safe and Effective
Drugs"” and~"A=Primer On New Drug Development,® that describe in more
detail the requirements for new drug clearance in the United States.

We are unable %o predict whether, or when, @i~Zdb will be approved for
that all important new drug

submissions to FDA are given prompt attention, so that the public can
benefit from new products as soon as possible.

market ingTs You may assure

FOLE
GOPY

MIF 005496
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tle hope these comments are helnful, [f we can he of further service,
please et us know:

- Sincerely yours,

Hugh C. Cannon
Associate Commissianer
for Legislative Affairs

2 Enclosures
flinical Testing ., . .
A Primer on New , , ,

cc: HFW-10(2)

F/D: =~ :4/20/89
F/T:vaj:4/25/89:1 —== RUABS6)
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_ HOUSE OF REPRESENTATIVES, U.S.
= WASHINGTON, D.C.

March 30 Q
198 __

Respectfully referred to
Food and Drug Administration
Room 1555
5600 Fishers Lane
Rockville, MD 20857

Please find enclosed a recent
communication received by our
" “ice.

I would appreciate‘any informa-
tion or assistance you can pro-
vide us in this regard go that
we may answer this corr%spon-
dence. %k

Thank you. -

Sincerely,

I\ '
g THIS W \ U, 00

Clarence E. Miller

Member of Congress
2308 Rayburn House Office Bldg

Washington, D. C. 20515

P.S. #lease send your response to the
attention of Ms. James in my office

Thank you.

o - a

MIF 005498
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DEPARTMENT OF HEALTH AND HUMAN SERVICES |/ , - _

APR 28 19689
Th;fﬁggg;;nla-scn'ﬂﬂﬁn
Untted States Senator

Suite 1700

75 Spring Street, S.Y.
Atlanta, Georgia 30303

Dear Senator Nunn:
This is in response to your inquiry of April 6, 1989, on behalf of

—_— concerning the unapproved new’
drug, RU-330,

The Federal Food, Drug, and Cosmetic Act, which the Food and Drug
Administration (FDA) administers, defines a new drug as one not
generally recognized by qualified experts as safe and effective for the
recommended uses. A new drug may not be distributed interstate {except
for clinical study) until we have approved a new drug application (NDA)
containing substantial scientific evidence of safety and effectiveness
for use of the drug as labeled.

An investigational new drug (IND) application acceptahble to the FDA is
required of a sponsor (e.g., a drug manufacturer or a clinical
investigator) to study the safety and effectiveness of an unapproved
new drug. When the sponsor determines that adequate and well-
controlled studies have beer performed, which reflect favorably on a
new drug's safety and effectiveness, the sponsor then submits that
information, together with adequate information on manufacturing
procedures and controls, in a new drug applicatien to FDA. After a
comprehensive review by the FDA, the NDA is either approved or not
approved; qpoa approval the drug may be marketed.

We are enclosing reprints, “Clinical Testing for Safe and Effective
Drugs" and “A Primer On Hew Drug Development," that describe in more
detai] the requirements for new drug clearance in the United States.

We are unable to predict whether, or when, RU-A86 will be approved for
marketing. You may assure ——  — that all important new drug
submissions to FDA are given prompt attention, so that the public can
benefit from new products as soon as possible,

—
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Page ¥ - Tne Honorable Sam #unn

tle hope these cemments are helpful. If we can be of further service,
olease let us kpow,

= Sincerely yours,

" Hugh C. Cannon
Assnciate Commissioner
for Legislative Affairs

2 Enclosures
Clinical Testing . . .

A Primer on New . . . ] \\\\\\

cc: HFW-10(2)
F/O: e 4/20/89
F/T:vaj:4/25/89:1 — -RU486)

o APPEARS THIS WAY
- ON ORIGINAL

MIF 005500



