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Progescross 0.2 mg a3 28 of gestation. .
(ssbcwaseowaly) + 1 X Various madificatioas of the products and methods of
':"'""::“ ) ‘: 4'1: 13 the invention muy be made without departing from the
Mample $ (by somh » ° spirit or scope thereof and it is 10 be understood that the
T y . < tnvention is intended to be limited only as defined in the
‘:_“m“mncuu Lr e appended claims.
' What we clsim is:

Groups of three immature female rabbits weighing 29

about | kg were topically wreated on the dorsal skin with
2S5 ug of estradiol in 10 pul of ethanol on day |. On day
4 the product to be tested dinsolved in 0.1 mi of sesame
oil containiag 5% benzyl alcohol was introduced into a

part of the uterus isolsted between two ligaiures. On the 25

sizsth day the animals were mcrificed, their uterases
retained and fized in Bouin's solution for histological
examination. Changes in the uterine endometrium were

noted after the method of McPhail
‘The following resuits were obtained.
CHANGE
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+ Progecs of 3 8]
Ezampis ¢ 0 0
» as
0 aé
Conclusion:

This product tested is devoid of ptogmonm
am:wtywhﬂeoa:hemmylmam

antiprogestomimetic activity.

V. ANTI-IMPLANTATION AND ABORTIVE
ACTIVITIES IN FEMALE RATS

m&-aydmhmbythwu-”

ence of sperm in the vagine. The product of ezampie 4
& administered by mouth J comsacutive days at the rate
dSmlmtBomn-;md&S%dmy-
methyl cellulose in water coataining 0.2% Tweea.

The animals were sacrificed between the Sth and Sth
day afier the last sreaument and the uvterus was exaum-
ined. »

The following results were obtained:
UAYS OF
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L As astiprogestomimetic composition comprising
an anti-progestomimetically effective amount of at least
mmmmrmmemm;of
19-nor sicroids and 19-nor-D-bomo-stervids of the for-
muls

N Rs 1 3

R

wherein R\ is an organic radical of 1 to [§ carbon atoms
conzaining at lesst one atom selected from the group
consisting of nitrogen, phospborous and silicon with the
atomn immediately adjacent 10 the 11-carbon atom being
mx:nammdlmlmmx
s selected from &cmmﬁ;d‘amﬂ
ring and a bexagomal ring opticnally subetiruted and
optionaily coannining 2 double b:~1. Band C together
foren a double boad ¢r an epoxy group, the ring C==A
group at position J is selected from the group coasisting
o(C=O.ken.l.
S

/ \o—co-ur..

H
\cf’" N
/N /N
o OAIR

> C=NOH. > CaxNOAIK; and CHj, AIK;, ALK2nd
AlK ) are sclected from the group isting of atkyl of
1 10 8 carbon atoms and aralkyl of 7 t0 1S carton atons
and lharmphmmnaﬂyaeaqnbkaad
addition salts and sn inert carrier.
zamdmxmn-acm-
double bond.
J.Amduhnlmxgnmﬁ.
* 4. A composition of claim I whereia X and the car-

b boas 10 which & is attached form the ring of the formaula

Ry
t v
”
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wherein R; has the above definiton, the Jorted hine in

the 16.17-pusition is an optioaal double bond, Y is the
group '

Ry
A

[
“ -
nis | or 2. Ryis selected from the group consisting of
hydrogen. alkyl of | 10 8 carbon atoms, alkenyl and
alkynyl o2 10 8 carbon atoems, aryl of 6 to 14 carbon
atoms and aralkyl of 7 to 15 carbon atoms, R¢ may be
the same as Rsand may be selected from the same group
of members as Rs or —OH,R; and Ry are individually
selected from the group coasisting of hydrogen, —OH-

~OAlks —OCOAIk;, alkenyl and alkynyl of 2 10 § 59

carbon aloms,

A R T
~=CCH0H, C~CH;—~0=—CAlky —C—COON.
o 0

11 ]
—C=COALT~CHO. —C—NHAly

and —CN wherein AlksAlks, and Alkg are se- X

lected from the group coasisting of alkyl of | to §
carbon atoms and aralkyl of 7 0 13 carbon atoms,
Alkg is selected from the group coasisting of op-
tionally substituted alkyl of | 10 8 carbon atoms and

aralkyl of 7 to 1S carbon atoms and Alkyis alkyl of »

1 10 8 carbon atoms and R and R4 form the group

=
cn,-cn—c:za

and Z, is selected from the group counsisting of 45

hydrogea, alkyl of 1 to § carbon atoms and acyl of
an organic carboxylic acid of 1 v § carbon atoms
and Z3 is alkyl of | 10 § carbon atoms.

S. A composition of claim 4 whevein the D ring is

-satunated, Ry and Rgare hydrogen and n is L.

6. A composition of claim 1 wherein the CamA group
sC=0. -
7. A composition of claim 1 wherein R is 2 hydrocar-

bon of 1 o 18 carbon stoms containing at least one s§

aitrogen atom.
8. A compasition of claims 7 wherein R is & primary,
secondary of tertiary alkyl of 1 to 3 carbon atoms con-

Ry
/
-
N
Rs
wherein Ryand Ry are alkyl of 10 § carbon atoms or
primacy, secondary or tertiary alkyl of 1 to 8 carbon
atoms conlining at least one hateroatom of the group
consisting of nitrogen, sulfur and osygen of which at
least one is nitrogen or substituted with a heterocycle
containing at least one nitrogen atom.
11. A composition of claim 10 wherein R, is selected
from the group consisting of 2-pyridyt, 3-pyridyi, 4-
pyridyl.

CHy

Ve
—(Cﬂz).-ﬂ\ mdes Bl
(=}

CHy
N/
-O—o—o«r-cng— o
CHy
< > Vont < > :l
N . N or
AN
(=
-

12. A composition of cisim 1 wherein Ry contains an
oxidized nitrogen atoms.

13. A composition of claim 1 wherein the active com-
pound is szlected from the group coumsisting of 11g{4-
(N.Ndimethylaminoethoxy)-pbeayi}-17¢ (prop-1-
yayl)-8%Y-estradiene-17g-0l-3-one,  118-{4-(N,N-dime-
thylamino)-pheny(}-17g-(prop-1-yny{)-A 49 estradiene-
17g-ol-3-0ne, N-axide of 118{4(N.N-dimethylaminc)-
phenyi}-21 chioro-19-nor-44%-pregnadiene-20-yne-175-
ol-3-coe, N-oxide of 9a,10az-epoxy-118{4-(N.N-dime-
thylamino)-pbenyi}2i-chloro 19-nor-17a-A4-pregnene-
20~yoe-178-0l-3-0ne-1 1 8-{4(N ] N-dimethylamino)-
phenyl} 1 Ta<(prop-2-yuyl)-a4-astradiene- 1 78-0t-
3one, Nozide of 118{4(N.N-dimethylamino)-
phenyl}-17a<prop-1-ynyl)-449-estradiene-175-0l-3-one
addition salts.

14. The compasition of claim 1 wherein the active

taining at {f23t cne beteroatom of the group cousisting _ compound is 115-/4-(N.N-dimethylamino)pheayl/17a-
of sitrogen. sulfur and oxygen at least one being nitro- - (prop-1-yayA? estradiene-178-0l-3-coe.

gen or substituted with a heterocycic containing at least
one nitrogen atom.

18. A method of inducing menses in warm-biooded
imal L. iminisering (0 ed

9. A composiiion of ciaim 7 wherein Ry s beterocycle  animals, when progesierone plays a physiologically
conuining az.ieast one nitrogen a1om optionally substi- ¢ essential role. an ant-progestomimetically effectve

tuted with an alkyl of | 1o 8 carbon stoms.
10. A composition of claim 7 wherein R, is aryl or
aralkyl containing the group

_;

amount of ar lesst one compound selected from the
group coasisting of 19-nor stervids and 19-noc-D-homo-
fieroids of the formula
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wherein R is an organic radical of 1 to 18 carbon atoms
containing at least one atom selected from the group.
consisting of nitrogen, phosphorous and silicon with the
atom immediately adjacent © the | l-carbon atom being

carbon, Ry is a hydrocarbon of | 1o 8 carbon atoms, X 15

is selected from the group consisting of a pentagonal
ring and 3 hexagonal ring optionally substituted and
optionally containiag a double bond, B and C 1ogether

form a double bond or an cpoxy group, the ring C=A 5

group at position J is selected from the group consisting
of C=0, ketal,

M H M
4 rd

\C' ) \ c/’ ) \c,

VAN /7 N\ VRN
[-_ ] QAIK, O=CO=AIK

62
f:
}
Re

8 s 1 or 2Ry is selected from the group consisting of

0 hydrogen, alkyl or | t© § carboa atoms, alkenyl and

alkynyl of 2 to § carbon atorm, aryl of § 10 14 carbon
atoms and aralkyl of 7 10 1S carbon atoms, Ry may be
the ;ame as Rs and may be selected from the same groap
of members as R or —OH, Ry and Ry are individually
selected from the group coasisting of hrydrogen, —OH,-
~OAIKs, —OCOAIKsalkenyl and alkynyl of 2 10 8
crbon aloms,

N

~CCHOH. C~Clly—0—CAl, —C—COOH.
00 0 :
1t ]
~C=COART=CHO, ~C—NHAR),

from the group consisting of alkyl of | o 8§ carboa
astoms and aralkyl of 7 10 1S carbon atomg, AIKg is
selected from the group coasisting of optionally substi-

AlK) are selected from the group consisting of alkyl of
1 10 8 carbon atoms and aralkyl of 7 to 1S carbon atoms
and their non-toxic, pharmaceutically acteptable acid
addition salts.

15
16. A method of claim 15 comprising administering to

women an antiprogestomimetically effective amount of
at least one compound of claim 1 during the luteal
phase.

17. A method of claim 16 wherein the compound s
administered at the end of luteal phase.

18. A method of claim 18 of interrupting pregnancy
comprising administening to warm-blooded animais aa

antiprogestomimetically effective amount of at least one 45

compound of clsim L.
19. A method of claim 1S wherein the compound is
administered orally oc locally.

20. A method of claim 16 whereis the compound is o,

adminisiered orally or locally.

21. A method of claim 1S wherein the compound is
administered during | 10 5 days

22 A method of claim 1S wherein B and C form a
double boad. )

nAmddﬁn’BMhinahyL

24. A method of claim 1S wherein X and the carboss
1o which it is agtashed from the riag of the formuls

w herein R; has the above defiaition. the dotted line in
the 16,17 pasition is an optional boad. Y is the group

MIF 003403

- carbon atoms and AlK7is alkyl of 1 10 § carbon atoms
and Rjand R4 form the groep

and Z,; is selected from the group coasisting of hydro-
gen. alkyl of 1 to § carboa atoms and acyl of an organic
carboxylic acid of 1 to § carboa atoms and Zzis alkyl of
! © 8 carbon atoms.

5. A method of claim 24 wherein the D ring is sato-
rated, Rsand Ry are hydrogen and a s L.

26. A mathod of claim 1S wherein the C==A group &8
C=0.

11, A method of claim 1S whersia R; s hydrocarbos
of 1 10 18 carboa atoms containing at least coe nitrogea

stom.
28. A method of ciaim 27 whersin R, is & primary,
sscoodary or tertiary alkyl of 1 0 8 carbos atoms con-
aining at lesst one beterostom of the group consisting
of aitrogen, sulfur and oxygena st lexst one being nitro-
gen or substituted with a heterocycie containing at least

53 Ons mitrogea atom.

29. A method of claim 27 wherein R; is heterocycie
containing s least One nitroges atom optionzlly subus-
titoted with an alkyl of | to 8 carbon atoms.

30. A method of claim 27 wherein R, is aryl or aralkyl

4 coataining the group

r
/ : ]
-
\
”e

wherein Ryand Rg are alkyl of | 10 § carbon atoms or
primary, sccondary or teniary alkyl of | to 8 carboa
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atoms conining at least one heteroatom of the group
. =onsisung of nitrogen, suifur and oxygen of which at
least one is nitrogen or substituted with a heterocycle
containing at least one nitrogen atom.
31. A method of claim 30 wherein R, is selected from
the group consisting of 2-pyridyl. 3-pyridyl, 4-pyridyl,

32 A method of claim 15 wherein R; contains an
oxidized ni atom.

10

64

178-0l-}-one. N-oxide of 118-{4 N Ndimethytamino)
phenyi]-21-chioro-19-nor-44%-pregnadiene-20-yae-
178-0l }-one, N-oxide of 9a,10a-epoxy-!18-{4-(N,N-
dimethylamino)-phenyl}-21-chloro-19-nor- 1 7a-44-
pregnene-20-yne- 178-0l-3-one, 1184{4-(N.N-dime-
thylamino)-pbenyl]-17a{prop-2-ynyl)-A4Y-éstradiene-
178-0l-3-one, N-oxide of 118-{4-(N ,N-dimethylamino)-
phenyl}-17a<(prop- l-ynyl)-44Y-cstradiene-178-0l-3-
ooeand their non-toxic, pharmaceutically accepuaahble
acid addition salts. -~

34. The method of clsim 16 wherein the sctive com-
pound is selected from the group consisting of 118-{4-
(N,N-dimethylaminoethoxy)-phenyi}-17a<(prop-1-
yoya4-sinadiene-178-0l-3-one,  118-{4-N.N-dime-
thylamino)-phenyl}-17a-{prop-1-ynyl)-A49-estradiene-
178-ol-3-one, N-oxide of 1]8-{4-N ,N-dimethylamino)-
pbenyl}-21-chloro-19-nor-A49-pregnadiene-20-yne-
178-ol-3-cae, N-oxide of 9a,l0a-epoxy-118-{4-(N,N-
dimethylamino)-phenyi}-21chloro-19-nor-17a-4%-
pregnene-20-yne-178-0l-3-0ve, 118{4-N.N-dime-
thylamino)-pbenyl}-17a<(prop-2-ynyl)-44-estradiene-
178-0k-3-00e, N-oxide of 118{4(N.N-dimethylamino)-
phenyl}-17a<prop-1-ynyl)-A4Y-estradiene-178-0l-3-00e
and their soo-toxic, pharmaceutically acceptable acid

3S. The method of cizim 1S wherein the active com-
pound 8 118-/4«(N,N-dimethylamino)pbenyl/17a-

gitrogen -
33. The method of claim 15 wherein the active com- 39 (Prop-1-yay))A%? estradiene-178 oi-3-one.

pound is selected from the group coasisting of 118-{4-
(N, Ndimethylaminoethoxy)-pbenyl}-17a<(prop-1-

36. The method of claim 16 wherein the active com-
pound i 118-/4-(N.N-dimethylamino)phenyl/17a-

ynyl)>-a4%estradiene-178-ok-3-coe, 118{4(N.N-dime-  (prop-l-ynyl)A4? estradiene 175 ol-3-one.

thylamino)-phenyl}-17a<(prop-1-ynyl)-A4?-estradiene-
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The undersigned declares that Patent No. 4,626,531 covers the formulation,
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This product is the subject of this application for which approval is being
sought.

Signed on: October 3, 1995
for The Population Co
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" BEST POSSIBLE COPY
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Houze after sulprostone injection
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1

PROSTAGLANDINS AND ANTIGESTAGENS POR
INDUCTION OF LABOR AND FOR ABORTION

BACKGROUND OF THE INVENTION
This isvention relates. 10 3 combinasion produce for
combined use in the indoction of labor.or for abortion.

Tomw’hhm&-!tﬂ!laaﬂd.tn
ometznes ‘to mduce bdow artiScially or to

LETTRIDALE & P ity Secfin® hviin St i oo hmiques 19

u;mﬂm-:«m&:h

porpome.
A fsvonble

inomsosculer of promagisnding which, s

sppication
the case of abortion, are taken in the first or mcond 15

thres-mouth perixd of pregaancy (Contraception 1933,
Vdﬂ,!!—&pﬂl&&ﬁynsd.m 1922, Yol
include their

acTe side cffecss soch 83 pain and nanses; moreover, the
sacoem T i the case of abortion i advenced phsess
of pregasocy is ook over 90% even with s long period
of prostaglandin treatoent.

Another i
sists in the
982, Vol 40, 2087-2097). Astigestagens sre beter wl-
eratad than bwt have & greater Istency
and individua! varichility of ceeet of ~<Pon in comper-
oo with prostaglandins.

SUMMARY OF THE INVENTION

Accordingly, it is s object of this invention 1o pro-
vide a new and method for inductica of

composioon
labor or abonticn. which significantly amelicrates these 33

problems.

Uson further study of the spesification end appendad
claims, further objects aad advantagns of this invention
will become appmrent 10 those skilled in the art

These objecn have been attsined based in par: on this ®©

finding, that the PG type uad AG type disadvastagm
are svoided or significantly smeliorsied if prosaghme-
dm(?G)ndw(AG)mwxonherw
these purpcees.

BRIEF DESCRIPTION OF THE DRAWINGS

Various other objects. featnres and sttendas: odven-
ags of tbe preseut investion will be more fully sppre-
ciated a8 the same becomes betiar sndesmood when

mhmjndaﬁhms

wherein:
FIG. 1 Qustrstey the ramiy of 130 involving the
termination of pregnsacy is gwines pigs. The day of
abortica is shown woder various treatinent conditions;

n&zmmmﬂ.mudﬁ: ss

abortive action of dlprostone (PG) sd RU-38.486
ua)mlhmnlmdum-m

sutopsy day 17 pc.
DETALLED DISCUSSION

Smnn;ly:h:mhvaﬂ'ﬂfm
and aptigestagen can de greatly redoced i combined
mnmm&&emﬂmﬂw

63 wsing fally routine p
Elger. Animal Reproduction Science 2 (1979), 133,

2

wbeg they are wied alone. Forther surprising is the fact
the} the succem rate of abortions or labor Exduction can
even be mcrramed ;1 a resall The promagisncdin and
satigestagen are sdvastageoasly meed separately, simul-
tsocomly sad/ar sequentially. The weight ratio of pros-
tgimfia 10 sntigastagen & geoerally 1:20 w0 1:6000,
preferably 1:107 ©© 1:500

Mwmmnuamvﬂu
&r 32 7 sodesred active § is, salpro-
;;-u:o):aﬂ}-nm T N e

17a-propinyl-4,9%()

exradicos-3-onc a5 the antigestagen Ca‘lup:nﬁq:
n&mhqmmghmﬂy
determined waicg fully couventiooal techniques. eg.
-vnhn. differential poweocy stadies using conven-

tonal protocols.

Pu—;l-d:m suitable hr we according o the in-
veation are all suitable for sbortion or
inducing labor. These are wel] knows. They particn-
larty include profaglsadins of the E snd P types. There
< be mentioned for exxmple: prostagiandin E;, prosts-
ghadin Fy, prosagiasdin E derivasives, eg. 16
pbenozy-e~17,18,19 20-tetrancr - PG E-methylsulfonyl-
amide (sulprostooe), 1616-dimethyl-trans-4 :-PGE,;-
mecthyl aner (Gemeprost), 9denzo-16, ] 6-diznethyl-5-
M Odcicacopront), prosaglandin F de-
sivatives, 15-methyl-PGFRa-methyl oter,
(SZ.HB)-(’NILB&MILI
» l6l6Ciaabyl-s.1 acad (DE-OS No. 29
so @7, CZLEFCRIIR LR L 15-dikydroxy-9-
fuoro-16-pbencxy-17,18,19.20-texranor-5,1

-pres-
tadiencic acid (DE-OS No. 31 26 924), (SZ.IJE) ..

OR1IR,ISR)11,15diydroxy-16,1
flooro-S,

acid (DE-OS No. 31 26 92¢),

13-prostadicacic

M:W&ll&lﬂ»«ml“%]&
phbenoxy-17,13,19.20-\etranor-3,
(DE-QS No. 31 “763).«(52!32)-(9&1!&1:1)-@-
bromo-1 1.1 $-dirydrary-16, ) 6-dimethyl-3, 13-pros-
tadiencic acid (DE-OS 31 48 743), &’

This sting & exemplary only. Maoy other prosts-
gisndins can be wad.

The ins can be wmed in smoumts that are
clearly lower ther the penenlly normal amounts for
aborticn or induction of labor. The amouat 10 be wed
sccopding 30 the inventios conventionally depends,
nter abia, om the bormone jevel, - periui of e preg-
msacy, ¢ie., of the putient and the manaer of spplication.
Precise domages can be routinely determined wsing con-
ventional techaiques i view of this dsclosare. When
sulprostone s waed a3 the prostaglandia, s a rule 0.03

0.5 mg per day suffices. Application can, for exampie,

be made locally, wopically, eatenally or pcaunny
Upos intaxoxmculsr njection of isravescus imfusion.

hmﬁ&m&u&luuudm
soue per day are sushctory. pon jocai epplication.
for caamppis axT»-emaictcally or intrsvagimally, about
Wuu“dw;udns-ifamb

donally, c.;.bypafmgdreanl poteccy srudies
eg. W.

The combived trestaven: with prostaglandin and an-
tigesagen occurs a 8 fulc over 1 w0 4, prefersbly 1 102
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dxys, ¢y which tme the prosagindia ad mege- Wizboat {urtber claborstion, it » delicved that

tagen cxn be spplicd prefenbly spezsaly ad aoal  killad i the 2t can, wxing the preceding dercripica.
mﬂy:;homndv:m-hmm utilize the preswot @vention 1 its fulle exent The
sixndi ougoagen ! combiocd B & following preforred specific embadiments are, there-
smgle domge wut 1o squential therapy, preferably, S fore, 1 be conxrucd = mesely . lusrstive, sad aot

3 astigesagen togrther, Gver 34 bours. The sppb- lu'acenafona - g

catica of the artigesagen for | or for ¢ drys depends co b uncorrecied i degrees Celsius; wnles
the pesiod of ; Sxgnarcy axd on e r oe-aerore livet, 10 otherwise indicated, all parts snd percentages. are by
- All compounds are Ml o By Lsgi for this d '
fvention which have 2 srogg aifixity for the grstagen EXAMPLE 1

ga;nondmdthnm'&-m-”’a

progest
118{(4-N.N-dimethylmsino)-pbeayl]-115-bydroxy. 1 mg Selpremous
17a-propinyl-4.9( 10)-estradien-3-one, 10 mg Pelyvirylpyrraldons (K vaie » 1318
118<{(4-N.N-Gmeth yixaino)pbesyl)-178-bydrozy-18- _ L% eg TrisnéresysuryDumisonaien: Fyérechiurule
oethyl-lTa-propisy-4.9(10)-caradies-3-coe, » (vensumol HC) (Sve 13 ag yuwewmel sd
115-{4-N.Ndimmethrylamino)-pheayl}-1 7a8-kydrozy- IN bydreshioric i)

1780 -propizy’-D-bomo-4.510), | Gestrazries-3-coe. LA ]
(Earopean paient application No. K2400023. 1—Pubb-
catoo No. 0 057 115k 28 For domage and application. the cootent of the sm-
1 15-p~@ethozsyphenyi-178-hydroxy-17a-ethiny}- poude & dissolveri with sotoaic saline salution for intra-
4,510 cseadien-3-cne (Steraids 37 (190]) 361-187).  mmecular imjection Or intavencos infusicn for extra-
or ampiotic spplication.
118{4-dimetbylaminopbenyl)-ITa-bydsroxy-175-C3- Production of the dry mbstance ‘
bydrozypropyl)-13a-methyhdSgonadien-3-ome. 3, Salprosone s drought to solusion by addition o &
Also suitable for wae o this Imvention sve aatigests- ~  joecooled salution of polyvinylpyrrolidooe  snd .
;nvwmmt?dﬂadmﬂ_’ﬂ tremetamol in distiled water. The pH of the solution s
i-e. opersie by » route difforent from competing with giumed 10 S0 by addition of IN bydrochloric scid ¢
the gostagen recepior. Suitable sach astigrsiagems @ oirh crong cooling. Then the sofution was filled to the
‘d;* ‘g;m of wilomsse (US. Pz No. 35 rrrired volume. After fluering with a wembrane filter,
nkmmmuu;.u.-&-my The solution is then froam by immerzion of the a-
aad Sterility 40, 253 (1952 Stervids 37, 361 (1981). poules &8 #a acetcne/dry ice freczing mismare and im-
The antgestagens according to this inventios are . " byt
Mhm&u-snhmnbbwthah‘h“mmmb:iu« .
geoenlly normal amounts for abortion or labor indue- the smprules are immedianiely
ton. In gevenal w;zm mg d#lﬁ-(«-ﬂ.ﬂ;(i;; EXAMPLE 2
thyla=iss) b1 178 -ydeexy- 1 7a-propixyl4. . . ;
estradien3-one ;e_ day 'Gl’lw,_ma C_oagmofaﬂ-mmbtwl#'
azpount of spother antigestagen suffice. Precise domges  picaticn
can be rouinely determined wing comvestions: Sch-

aiques in view of s discloswwe. The sentioncd bio- Y
ivalent amouxs can be determined cosventionally 196 ug  Hhdrmypropyl ssliuioss
and routinely, eg. by puforming differential poteacy. 50 _a)2 pg  Pelyssyeirierssiyssypropyione sutymer
:&au;hnywmycwm (Prarenic P 88 @
;?(lem').‘ and Srerility 40, 2533 (19€2), Sweroids 37, NR ng

The astigestagens cmn. for cxampie, b applied Jo-
ally. wpaly, cnenly or parestenlly. g3 1 Lo bmslaghoicoa
For de prefered sppicacion of either cumpo~ ELOPLE 3

pent, tablets, contex! nalers, cupmales, pills, mespensions c stion of a film witd sul fort L appli-
cation

or solutions are sgitable. These can be produced in the
wsaal way asing the admixiares md vehicles
in galenicals, most notadly thove well knows for formy- ©

lstions of PG and AG compounda. For Jocal or topical Q) g Selpromase

spplication, for exsmpile, vaginal suppositaries or tam- 236 ag  Mydronypropyt esibulene

deramal sysems such ss skin plasiers are suitsble. 234 mg Cabwiens faers

A dosage mit gencrally containt about 10 to 200 mg <213 eg WMW-—“

of antigestagen. Suitsble hosts are mammals incleding ¢s (Prerenic ¥ & 3

bumacs. Otber than s indicased berein, sdmimistrstion 7 =

will be analrgous W that of the known sctive ingredi-

s alove. The surface of the film s 12x 1.2 cm

93
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4,626,531
EXAMPLE & TABLE |
Comporio o + abler vidh slproeme for gadl e ouoRR o T
wﬁ“u s -ﬁ.)-lta—-:):-m_—hu—
. i Y _Shi____T Y ¥ 1 ¥- -
. R » snimals whib abert/ .
ol =y Selgreame :; 1T Y
::::: P ——— - T e w=m3)  RU-1436 mu‘r.m-
10 =g Magmien sewes i X - Al W-C,:b'r.ﬁ"&:
3N0 =g o~ ‘1: - ¥ ) w
- - 71 m-.w-:uu
5] - A0} wg Selpresnse
a3 1w * )m
EXAMPLE S ” al al;::r 10 mg 1520408
Compositian of soctber wblet with 118{U-NN-Dime- 32 V0
thylamino)-phenyi} i 78-bydroxy- 17a-propayi-4X10)>r oo
exnadien-3-one for onal appbeation
o " Salprosone:

0o ag 115{(&NN—Dimcthyinnies)phanyf}175-ytrury-
e-propiayh-4 X )O)-cutrulie-J-ons v
123 mg Lacume
"3 mg Corn mweh
13 mg Polyvmytpyrraidoss 23
10 mg Ascml
83 =g Megeasaw mesme
230 mg Tewal weigh

Pharmacological observations »

The prostagisndin miprosooe sod the sotigestagens
118-{(4-N Ndimethylsmiro)-pheny(}-175-hydrozy-
17a-propinyl4,%10)-cstraien-3-coe (RU 33436) sod
115-(4-dimcthryiammophenyl) I Ta-hydraxy-17803- 13
bydrexypropyl)> 1 3a-metyld S-gonadien-3-coc  wers
selecied as mode] substances for s pilet text on pregmant
guines pigs and rats. The domgns wstedd can ba gathered
from Table | and FIOS. 10 &

(1) Reacarch on pregaant guines pigs
(1.1) Testing of the combination

Descripton of the test
Pregnant guines pigs with s body weight of about 300 43
g were ke an the 425d day of pregasccy for the et
(the scoonct day of the vaginal opening is the macing
R3O0 was countd a8 the St day of pragmascy). Preg-
2ancy was checked bry pulpation before beginning of the o
texz The treatpent ook place with the sslectad et
ssbetances or the combination by daily injecsion on the
43rd and 44th day of pregngacy. For this purpose, the
w5 substances were dimolvedd in byl bexroste + cas-
tor o (rasio of the mirmre in the cass of salprosione 3%
142 RU 38436 2+4.5) and the duily dose was injected
s.c. in s volume of 0.4 ml (miprostoec) or of 1.0 ml RU
33436). The pomsidle expalsion of the fetws was checked
* during and after Coatment several times daily. On the ©
3Cxh day of pregosacy, the aicoals ‘were sncxifind. The
( Resalzs:
N "herenludtbemfamdahrmn“
pregnant guines pigs with combined sdmbzisoratio~ of
sntigestagen 20d prosaglandis are smmarized @ Tadle

«

..

MIF 003415
.

mmm«wum
dent oo damge. An abortion rate of 0% (mabertion in
3 out of 10 saimals treated) was fovnd in the e of &
dose of (.03 mp/d ac. Expulsion of the embrycs fom
dlemcu:urrd with this dose with a latency of
1-zapa-na.n

Axtigemageas:
leﬂ”nmd&:m
ing pregnascy with 30 mg/d 5.2 woe to be obtained in
4om of 9 snirnls resied, With s dose of 100 wg/d the .
aboTlion fait was )/ srimals trested After 30 mg/d -
s& only ] out of § snimaks treated aborted. The abor- *
tions coowrted with istency of 4 © 7 days from the -
beginzning of trestment (see FIG. 1) e
AG/PG combination:

The combimzion of ssbabortive antigestagen doues
(3.0 mg or 10.0 mg RU 33486/d 1) with 2 marginally
effective sulprostone dose of Q.03 mg/d 3. Jed, in com-
periscm with cnly satigestagen traatment, io each case
1 8 clexrly higher abortion rate sad 1 o far famer in-
ducsion of abortoaa. The interval of induction of abor-
tion was also shorter thap with ocoly PO westment, 10
umummmwdmm
GNm & ol (e table ! a2 F1C. 3.

12 Tening with ssqoeatial eatment

Deacription of the tast

Pregaant guines pigs whh a dody weight of about 300
§ were taken on the 4204 day of pregnancy for the tss
c.heu:-ddlydhn‘nlmhh—ns
=2a0a wm covated s the firn day of pregasacy). Preg-
aancy was checked by paipation befors begisning of the
S5t The trestment took place with the selectad aptiges-
-‘-wﬁm‘ jon ou the 43rd aad 4&th day of

benzyl benzoate<-castor ol (misture mtio 24-4.5) and
the daly dows mjected mbcuranecuesly is 3 volome of
1.0 mi The miprostrons was put in the galexical prepe-
noion of the Nalador @ smpoule and njectad subemts-
seouxly. The possible ezpulsion of feroecs was checkerd
dixing sad After estinent several tmes daily. On the
SOth dsy of pregRancy the anicals were mcrificed. The
wteri were mspecied and the fermes found.

Remite

The rosults of the ests for mduction of shortion in

preguant guines pigs in sequential of an-

spplcadon
’ wdwmnm:aﬂ&
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Saslprostooe ]

With a doac of Q] w3 smiprosone/d s.c. s abortos
raze of SO% (=sborton m 3 ont of 6 smzmals trexted)
was found. Expeluon of antryas frox the sterss oo
curred with this dose with 3 lsiency of sbout 6-24 bouxs
(=2 F1G. 2}

Antigeagrns:

wﬂwlviuunmdnm

pregoancy with 10 mg/c sc. i 3 out of 9 suimals
:‘ﬁumm the aberricy occurred
culy on the 43th or 49tk dey, ie., witha kzxcy of St
6 days from tbe beginming of trestment (ses F1G. 2).

AG/PG sxqocz=tial trestment:

With sequential admizigtration of the sbove men-
tionerd marginally cffective AG sad PO doscs, terming-
tion of pregamacy in all guiney pigs (6/6 animmks) oc-
curred (see FIQ. 2), in which the Istency period was
much shorer than with caly PG oeatment, 10 the &~
2t that the lazer wa sxsemfal at o) (madian valoe &
bowrs versusll ©© 24 bours).

(2) Rescarch oo pregmast nats

Dexcription of tent
The tests were conducted on female Wtar rass of an

in-bouse brexd with a2 weight of shout 200 g After 25

mating had occurred, the begingiag of pregusacy was

aszuredt by desermination of spern i & vaginal spear.
The day of determinazion of sperm is considered as

ﬁ;_;‘ofmm(-ﬂp&)-

were dimalvad @ & benzyl dbao- 0

ate-casior oil mixrure (ratio 1<4-4). The vebicle volume
m
* The dosmages scdiected can be gathered from FI1G. 3

The prosuglandia silprostone was dimalved in 3 1S

mixture of ethenol + dexzyl benzoste-camor ol (ratio
1434 12). The vehicle voinme of the selected Individ-

ual dase of Q.1 mg was 0.2 ml Salprosooe was spplied
sabcataneously.

Pregnascy was checkad by palpation before begm- ©0

m;oftbem»\mmdtbemwu
the varom tet poups was dome m:bnly
(o= 6/group). With administration caly of the mliges-

sciecied, the trestment wok place by mjection

tagens
{rom d13-d13 of pregaancy. Groups, which were given ¢S

3 combined intigesugrn/prostagiandin Teatment. re-
ccived, in additicn, 2X01 mg miprosoee/mita. &-3.
on d1S pc

Only suiprostone 2X0.1 mg/sninnl sc. on 1S pe)

wm sdmininersd to spother growp. From d13-15 pc. 30

02 ml of the benryl benzomtecamtor ol vebicle was
jed daily to the costrol groop. The s were acsi-
Sced on d17 pt. aod the Taeri were cxamined for Fving
and dead fetoe=x, retzined placertss and empry axdation
stss The pereentags of
ton enpry midation sits) was calcniated per proup.
‘The resuln of the et for induction of abortios in
pregnant rats soe documented i FIGS. 3end &

Tmmmwunma

tios of abartioas in ran. However, there s a iaxiency w
incomplete sbortions, i purt. the shortioss go aloag
wnhptdacd.mmvwmum

behsvior was obaerved i the formt clhnical

sponding b
rescarch with RU-486 &£ 1he axme of spoweaed men- 3

Kruanon.)
The perceatage of compicte abartoos with 3-day sc.
administration of 3.0 mg/d s.c. was 49.5% for the ten

MIF 003416

shortious (by defiai- 33

schetxoce llﬂtdnabylmcpbayn-lh—hydmxy-
176-Cydroyprepyl-13c-methy bt 2 5 e
3. mm«umdxwuc_
the rate af compicic sbortions wms $.3%. Additiogal
sdriniwration of 2x0.5 mg/d s.c. on day
15 coudd clearty incresme the abortive cflectivenes of

lwmo»)‘hml?’-ﬂ-
hydroxypropyl)- 13a-methyl-4.9-gonadien-)-cae
RU-4$6 (xce FIOS. 3 and §).

Thz prevading eremp’ss ena ke repe e wikh wmilar

seceee by &3 Wuwag e geasgicolly orpesifically
descrided rescaasis sud/or operating corcitions of ths
ivention for thase med in the precading crsmples.

Prom the foreguing description, cne skilled ia the ant
mdymhu&lchuﬂmdtb
Wmvention, sod without from the spirit and
scope therea!, can make veriom changrs snd modificy-
tions of the invention © adapt it 1o various wages end
conditions.

What i cisimed i

L A pharmaceutical composition comprisng 3 labor
umummuahucm
ton inducing antigestagen, the toml xmount of the con-
bmstios of the prostaglanciia and the sntigestagen being
eflective o indoce labor or an aborton

2 A pharmacestical composition of clam 1 wherein

" the amount of the proitagiandin and the smount of the

aptigestzgen mre boch lower thans the amoust st woich |
each i cffective t© induce labor or sbortios when used
alove.

X A pharmaceurical compastion of claim 1, wherein
at least cne of the zmowst of the provtaglandin and the
amount of the sntigesagen is lower thas the smount 2
wiich #t s effective to Induce labor or abortion when
used alove

(Aphrwmddnnl.-ﬁru

the prosaglandin sd spigeagen are contained in a
weight ragio of 1:20 to 1:6000

S, A pharmaceatical composition of claim 1, wherein
the prostaglandin snd the antigestagen ary contzined
scparate domge unim.

& A phsrmacrutical composition of claim 1, wherein
umwmmhm;mmwn
e same Gomage umil.

1Awmddﬂl.m
the prostaglandin 8 0.03-0.5 mg of 1é-pbenoxy-w~
17,18,19.20-tetrance-PGErmathylsulivariamide or a
biclogically equivalent smount of snotber prostagisn-
d&n

lAMmdhLm

tylaminopbenyl)-175-ydroxy- 1 7e-propisyi-4,9(10)-
estradies-3-coe of 3 biclogically equivalent amount of
asother antigestagen.
9. A M comyposition of clai 1. wheren
the prostaglandin @ E;. prostagizadin
Faglo-pheacxy-w-17.18.19 20~ cxanor-POErmethyl-
sifonylamide, 16 16Enehyi-oame-42-PGE raethyl
ester, u-n;mm;;l-%rcz; .
prosagisndin F devivative, 1S-methyl-PQFmethyl
oRer, (SZIMLIM}WILMV-
droxy-16,16dunethyt-5, 13-prostaiencic
(SZ.13E)(?R.1 l&lﬂ)lkls&vaurl-nmlﬁ
phenaxy-17.18.19.20-tetrancr-5, 1 3-prostadiencic  acid.
(SZISEXORIIRISR)11,13-dibydroxy- 16, 16-dirneth-
yi-9-Guoro-5.1 acid (DE-OS 31 26 924),
(SZ.13E)(9R. 1 1R, 1SR )-9-bromo-11,13-dibydraxy-16-
phenoxy-17. XLXQM&IM acid.

95
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MIWH 15-Ebydrary-
IG.XML&W
M compouition of chem 1,
m&

1 l&{(&Wmﬂ-ﬂm
1la-propixyl-4,95(10etradicy-3cne,

1 lﬂtwmn}tﬂuyl&
meaiyde17

4,510 -entraxiien-3-one, OF
H IB-(MMWMWJ-G-
Eydruxypropyl)-1 3o-mettyid, S-goundien-3-cne.

ILA

phermacessical composistion
um-m-uquﬁw
11!&19mw

smount of sacther

biologcally
hdhm-&mdhmw’u.&

NSRS,
mnAyhxnuuu:lB ] ﬁcih‘luhc-
prostagisndin. ®0s =g ¢-phenoxy-e-
PGEreetrylsati

17, XLXSM caylsmide o a
biclogicaly

domgs uait of 118-{{(&NNdimethylsxino

of cixima 7 wherein 13

18 A method of clxim 14, wherem the prosagiancm
axd the aotigrsages sre admimincred B separie dos-
age smits.

19. A methad of clsim 15, wheress the schninistration
of the prostagisndia aad the sytigestagen & Emuia-

aeow. .
n;umaaa:&-uaum
of the and the sstigestages » soquential.

. A methad of clsim 18, wherein the prostaglandin

and the stigestagen sre sdonistered in separaie dos-
. w-mits,

mmuﬂmcnmm:do
tive enoat of & coszponition of claim 3.

3. A mebod of indeciag labor in & pregaent patient

A A method of inducing m abortion in & pregaem
mmﬂ-—:uwhrtn-a-
tive smoext of & ecwposition of clzim

aamummmmw
comprising sdministering © the patient an effective
amoust of a componition of clsim 7.

&AMdMnMnsm
patient comprising adminiteriag to the paticst 32 offec-
tve amount of & Somposition of claim &

27. A methed of Inducing labor in & pregasst patient

mmnum-mr

smount of 3 compaition of cleim 8. -

17B-h1druy-l1¢ml-4.x O)ecsradine-3-coe or 3 X0 B.Anﬂbadd-hm;.mham

equivalent smount of snckber sntigestagen.
4 Amhcddndua;nm-am

patient comprisiag to the patient a5 effec-
tive amount of s compositios of clsis L

comprisiag
nAmdmwhammn amount of 8
nAmam-m-am .
10 the patient mn effen-

cxERprising m © 28 paticnt ma effective
amocst of 8 of cixima L

16 A methad of claim 14, whereis the ahministrstion
of the prostagiandias sad the satigemagen & stualts-
DEoRL.

17. A metbod of claizs 34, wherein the sctmisistration

of tbe progaglandin and the sotigestages i sequental

APPEARS THIS WAY
ON ORIGINAL

© comprisizg

patient to the patient ga effec-

" tve smmount of & of claim 9.
S.Awdmwnamm

m‘b ths ;nnt m effactive

patient comprising !

dve smount of of claim 10.

nAuabddhha:hha-spealnm
0 e patiest aa effective

“dnwdh&_(

APPEARS THIS "WAY
0N ORIGHAAL

Tot®8 p.12
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U NITED STATES PATENT AND TRADEMARK OFFICE
CERTIFICATE -OF CORRECTION

PATENT NO. : 4,386,085
§ DATED © May 31, 1983
INVENTOR(S) :  JEAN G. TEUTSCH ET AL.

It is certified that emor appears in the above—identified patent and that said Letters Patent
is hereby corrected as shown below:

Page 1 of 3

oH
® Column 3, line 50: The formula " _C - CO - CH, - OH *
- should read ?H
- ~)
. -~ C - CO - CH, - OH --
. 0F 0
® Column 3, line 55: The formula " C - C - NH -CH, - CH, - CH,"
should read ?H 'cl)
~
--£ - C - N - CH,<CH,- CH, —

H
2 i 3
® Column 3, line 60: The formula * :C - CH - 0%," should read
' 22 CH3

<
- ¢ -cH-oOz

L Column 6, line 34: “epxoide" should read -- epoxide =--.

Column 8, line S51: “"bisox-" should read -- bisoxyl]- --.

Column 8, line 52: Delete "y]-". g

Column 8, line 60: "17A" should read -- 17a --.

p Column 8, line 61; Column 28, lines 1l and 21; Column 41,
line 57; Column 43, line 66: o

"ethaned-" should read — ethane- —.
Column 8, line 62; Column 28, line 12 and 22; Column 41,
line 58; Column 43, line 67:
r "iyl®" should read -- diyl --.

"

APPZARS THIS 'WAY
L JRiGIGAL

—
PTI a AT(LWT hhee

¥
1
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° UNITED STATES PATENT AND TRADEMARK OFFICE
CERTIFICATE OF CORRECTION
PATENTNO. : -4,386,085 Page 2 of 3
e DA_TED : May 31, 1983

INVENTOR(S}) : JEAN G. TEUTSCH ET AL.

It is certified that ervov appears in the above-identified patent and that md Letters Patent is hereby
corrected as shown below:

® cColumn 30, line 31: "dimethylaminoe-* should read

. -- dimethylamino~ --.
Column 30, line 32: “thoxy" should read -- ethoxy --.
Column 30, line 36; Column 34, line 6; Column 37, last line:

° "1-* should read -- 10- —.
Column 30, line 37; Column 34, line 7; Column 38, first line:
Delete "0". :

Column 32, line 7: “alcol” should read -- alcohol —.
Column 39, line 1l1l: ®"(propa-1l,21®" should read

-~ {(propa-l,2 --.
Column 41, line 48: "1781-ol" should read —- 17-8-0l -- B
Column 41, line 65: Delete "b". ]
4 Column 46, line 30: 'As' should read -- A
Column 47, line 53: *"1780l1" should read -_— 178-01 -— .
Column 49, line 2: "19-nor-178" should read -- l9-por-l7a --.
Column 51, line 46: “"hydrox-" should read -— hyd:oxy- -

9 _

e Column 51, line 47: “yimino®” should read -- imino --.
Column S1, line SO: “phenyl]-B l7-hydroxyimino® should read
= phenyl]-l7-hydroxyimino —-.
Column 57, line 63: Delete "1" ]
: ¢ Column 57, line 64: "0Oa" should read -—— 1l0c --
 J
APPEARS THIS WAY
ON ORIGINAL
> 4

Sgme S TN e "l ﬁlz_
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UNITED STATES PATENT AND TRADEMARK OFFICE
CERTIFICATE OF CORRECTION

PATENTNO. : .4,386,085 Page 3 of 3
DATED . May 31, 1983
INVENTOR(S) : JEAN G. TEUTSCH ET AL.

It is certified that arror appears in the above-identified patent and that said Letters Patent is hereby
corrected as shown below: . .

Column 62, 3rd last line: "to 7 to 15" should read
-~ 0of 7 to 15 --.

-

(o] 0
Column 64, line S55: " -UZCHZ-OH" should read -- —icazoa -
Signcd and Secaled this

Eigheeenh D ay 0f October 1983 |

Y |SEAL]
) Attest: -
GERALD J. MOSSINGHOFF
;‘ Attesting Officer Commissioner of Potents end Trademarks
»
@
¢ APPEARS THIS WAY

ON uRIGHHAL
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A Request for Logistic Regression Analyses
Contact: or

— cder.fda.gov
Statistical Software to be Used: Stata, SPSS or SAS

Final Product: Original computer printout, including but are not limited to,
names and coding of the dependent and independent variables, number of
observations, odds ratio, standard error, and p-value or 95%CI.

Logistic Models: (Two Models with different dependent and independent

variables)
Model #1: ) )

1. Dependent variable: Q9- How likely to prescribe it if FDA approves mifepristone |

(please code "very likely" and "somewhat likely" as 1, and all others as 0")
2. Independent variables:
Specialty: please code ObGyn as 1 and FPP as 0
Sex (Q27): please code Male as 1 and Female 0
Age (Q26): please code "24-39" and "40-49" as | and all others as 0
Practice Site (Q22): please create two dummy variables for "Urban",
"Suburban" and "Rural"
Type of practice (Q21): please code "Solo" as 1 and all others as 0
Surgical abortion (Q1): please code Response A as 1 and all others as 0
3. Modeling: please force all independent variables into the model

Model #2: .

1. Dependent variable: Q12(g) - if (INSERT), would you be more or less likely to
prescribe mifepristone, or would it have no effect (please code "no effect" and
"more likely" as 1 and all others as 0) .

2. Independent variables:

Specialty: please code ObGyn as 1 and FPP as 0
Likelihood to prescribe (Q9): please code "very likely" and "somewhat likely"
as 1, and all others as 0
Sex (Q27): please code Male as 1 and Female 0
Age (Q26): please code "24-39" and "40-49" as 1 and all others as 0
Practice Site (Q22): please create two dummy variables for "Urban",
"Suburban” and "Rural"
Type of practice (Q21): please code "Solo" as 1 and all others as 0
Surgical abortion (Q1): please code Response A as 1 and all others as 0
3. Modeling: please force all independent variables into the model

APPEARS THIS WAY
ON ORIGINAL

MIF 003421
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Printed by -7

Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL ° Date:  12-Apr-1999 11:40am
_ From: D
- Dept: HFD-820 PKLN 14B45
: Tel No: T

TO: See Below .
Subject: Re: FWD: Inspection schedule for RU-486

s

We do have a drug.
and less of a problem in terms of getting it inspected. I don't know
all the particulars as yet, but ; will be
getting the necessary information soon. Primarily I wanted to alert you
since the DS site is in China. Due to the nature of the drug, the
“~—" firm is very concerned with ANY identification with the
product. The Population Council is even exploring mechanisms to try to
keep the actual DP manufacturers name off the labels.

PR
>
>We have given the heads up to the necessary DEIO folks for inspection
>planning and will attempt to meet the July inspection request. However,
>we will need further information, such as the firms complete name,
>address, phone numbers and contacts in order to plan the inspection.

To

>the best of my knowledge, we have no inspectional history of Hualian...

>

>We will need such information as soon as it is available so that we can
>pegin the inspection process.

>

>While OC does not directly schedule the inspection trips, I expect that
>there may be multiple trips to India. Given the visibility of RU-483,
>we are well aware of this high priority.

>

>This does lead to a secondary question. Has The Population Council
>found an alternate finished dosage manufacturer? Who will be
>manufacturing the finished dosage?

>

>Thanks,

>

- — am &

N—————

L

Distribution: - ——
TO: ~-> *  °°

ccC: . ) /
CC: \ :
CC: \ \

AN N,

CcC: AN /N

cc VAN
cC: AN ;o

ccC:

cc ' \
(o] ‘ N

MIF 003422
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Printed by ™m0 o ——

Electronic Mail Message

Sensitivity: COMPANY CONFI‘DEN'I:IAL - Date: 12-Apr-1999 08:54am
From: e —
- —— e e,
= Dept: HED-32¢ Mmrwe 272
Tel No: — e ——

=
w7 -

TO: See Below B
Subject: Re: FWD: Inspection schedule for RU-486

—_——————

We have given the heads up to the necessary DEIO folks for inspection
planning and will attempt to meet the July inspection request. However,
we will need further information, such as the firms complete name,
address, phone numbers and contacts in order to plan the inspection. To
the best of my knowledge, we have no inspectional history of Hualian...

We will need such information as soon as it is available so that we can
begin the inspection process.

While OC does not directly schedule the inspection trips, I expect that
there may be multiple trips to India. Given the visibility of RU-483, —
we are well aware of this high priority. : '

This does lead to a secondary gquestion. Has The Population Council
found an alternate finished dosage manufacturer? Who will be
manufacturing the finished dosage?

: ’-r ‘-op‘.l

Thanks,

P U

Distribution:
TO:

CC:
CC:
CC:
CcC:
CC:
CC:
CC:
CcC:
CC:
CcC:

MIF 003423



Printed by ————

Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL ~ Date: 12-Apr-1999 08:3%am
. From:
- TTe————
- Dept: HFD-322 MENL 272
Tel No: TTTThe——— e ——
T . -

Subject: FWD: Inspection schedule for RU-486

L oww

MIF 003424



Printed by -

Electromc Mail | Message

- - Date: 12-Apr-1999 06:20am
- _ From: T
. L —
Dept: HFD-820 PKLN 14B45
B Tel No: B

=
S -

Subject: FWD: Inspection schedule for RU-486

e

The Population Council has evidently finally found a manufacturer for
RU~-486 for the US market. This amendment has not yet been filed to the
NDA and the manufacturer of drug substance is in China. The firm has
indicated that they are ready for inspection now, but they are having a
consultant look a second time at their facility to be sure it meets
cGMPs They have indicated that they should be ready by July. They
have also indicated that they have heard that a team is headed intc
China for inspections around that time and would like to get on the
schedule for that trip if possible.

Due to the visible nature of this NDA and the problems associated with
getting inspections done in mainland China, we would like to get this on
the schedule before the submission is received, particularly if an
inspecrion trip to the region is already being planned. This is not a
goal date that I would want to miss due to inspection scheduling
problems. I would like to add this topic to the EES group discussions
to see what we can do.

Thanks,

——

MIF 003425
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Printed by —-
Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL _ Date: 11-0ct-2000 12:46pm
- From:
- Dept: HFD-324 MPN1 265
2L Tel No: h

TO: —— ) - e

Subject: Request for RU-486 records

—

Please allow the record to show the following:

Although, our EES shows that I received the Establishment Inspection
Report (EIR) of *~ into EES and corresponded
with the District Office (DO) on the status of their inspection of this
drug, the record should also show the following. I neither reviewed
that EIR nor any other record associated with this drug. My review was

not necessarv since the DO acted on it first.

T e — /,/——«\w/———-"‘ — -

However, I also believe in the good that this agency does in bringing to
market drugs that alleviate pain and suffering and heal. Hence I choose
to stay here and work for the good which is greater.

“———\— FDA Consumer Safety Officer

- — . B

MIF 003426
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Printed by ™———

Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL _ Date: 05-0ct-2000 09:58am
- From:
=
- Dept: HFD-005 WOC2 6027
SR Tel No: e —

TO: subscribers:

———— e

cc: — T
cc. . I
CC: - A -
B —

Subject: FCI Reguests for Recoras - RU 486

The FDA has received several Freedom of Information Act (FOIA) requests for
documents related to RU-486, mifepristone, Mifeprex, or NDA 20-687. Each
office, division, or organizational unit in CDER must review all files in its
possession, custody, or control for any documents which refer or relate to any
of these terms. Additionally, each CDER employee must search his/her perscnal
files, including e-mails, for any such documents. Records that are responsive
to the FOIA requests might include, but are not limited to, division files,
perscnal files, e-mail correspondence (personal and divisional), memoranda,
handwritten notes, and documentation of telecons. The all-subscriber e-mail of
last week does not need to be submitted. No documents relating to any of the
identified terms should be destroyed at this time.

Please send copies (not the originals) of all documents, with a cover page or
note indicating the sender, ta in HFD-205 for evaluation.
Email records should be sent in hard copy, not forwarded electronically. You
should send copies of all identified documents, regardless of whether or not
you believe a document is releasable. HFD-205 will review all of the documents
to determine whether they are subject to release; sending a copy of a document
to HFD-205 does not mean that the document will automatically be released.

We need copies of all documents by close of business on Friday, October 18,
2000. It is extremely important that we receive the copies by this time, so
you should not wait until that afternoon to begin c¢ollecting them. Again,
please retain the originals.

If you have any questions, please call —m—

-— . »

MIF 003427
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Printed by
Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL Date: 05-0ct-2000 09:58am
- ) From: B
) J—
- Dept: HFD-005 WOC2 6027
A Tel No: Te— — -

TO: subscribers:

CcC: I ) { )
L i
CC: - - “ .
CC: : . .

— T
———

Subject: FOI Requests for Records - RU 486

The FDA has received several Freedom of Information Act (FOIA) requests for
documents related to RU-486, mifepristone, Mifeprex, or NDA 20-687. Each
office, division, or organizational unit in CDER must review all files in its
possession, custody, or control for any documents which refer or relate to any
of these terms. Additionally, each CDER employee must search his/her personal
files, including e-mails, for any such documents. Records that are responsive
to the FOIA requests might include, but are not limited to, division files,
personal files, e-mail correspondence (personal and divisional), memoranda,
handwritten notes, and documentation of telecons. The all-subscriber e-mail of
last week does not need to be submitted. No documents relating to any of the
identified terms should be destroyed at this time.

ARl

Please send copies (not the originals) of all documents, with a cover page or
note indicating the sender, tov—0_ . ——— for evaluation.
Email records should be sent in hard copy, not forwarded electronically. You
should send copies of all identified documents, regardless of whether or not
you believe a document is releasable. HFD-205 will review all of the documents
to determine whether they are subject to release; sending a copy of a document
to HFD-205 does not mean that the document will automatically be released.

We need copies of all documents by close of business on Friday, October 18,
2000. It is extremely important that we receive the copies by this time, so
you should not wait until that afternoon to begin collecting them. Again,
please retain the originals.

If you have any questions, please call-———

——— s &
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Printed .by-—- "
Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL - Date: 02-0ct-2000 08:10am
R » From: T TTT—
’ ‘_‘—\
— Dept: HED-324 el 272
L TelNO: oo
TO —~———- . e
CC:: — ' ST

Subject: Re: Chinese Inspection Records/DMFs

We copied all the files for Southwest. Is this a new congressional request
for Shanghai Pharmaceutical #12. We haven't heard that one before. We
have an inspection file on Shanghai Pharmacceutical No. 12. The only
inspection was in 1990 and the firm is now inactive. Its unusual, but this
file does contain a copy of a 1989 ammendment to —"

LA

L —e——

MIF 003429
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Printed by T T ——

Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL ° Date: 29-Sep-2000 01:26pm
B . From: T
= ——
= Dept: UEn-327 MPN1 272
- TelNo: =
TO: - - . - o

Subject: Re: Need Inspection Reports for Chinese Firms

The Shaghai Hua Lain file is about 2 inches and the Soutwest file is about
3/4 inch thick. We already copied these two files Wednesday per request of
~_— for the Committ~~ hnlding the counterfeit bulk drug hearing
next week. There were given tq_..— the same day. Is that the same
committee?

: ‘F ‘-oﬂfn

~ -»

LA

MIF 003430



Printed .by T
Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL ° Date: 27=Sen-2000N 11:30am
) From:
= Dept: HFD-322 MPN1 272
- TeiNo:  —

TO: —~ — S

Subject: Re: FW: Chinese Ihspection records -- URGENT!!

We copied the two Shanghai Hua Lian EIRs & exhibits, the Firms' ——
responses following both inspections, our untitled letter, our internal
documents. 4

3

We have no DMFs and have advised =~ ———————— to have someone else get
them from files. ~———-1is delivering the inspectional copies to ~—"

MIF 003431

;.-F._.”



Printed by —m———

Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL -~

TO: T
TO: S

Subject: Re: Request for Information

Date: 26-Sep~200C 09:16am

From:
—
Dept: HFD-322 MPN1 272
Tel No: —_— T T

1. e was not identified as the agent for Shanghai Hua Lian.

S . — . was identified as the consultant and
was present during the inspections and submitted all correspondence. Danco

Group in New York is identified in the July EIR as the U.S. Agent and

importer.

2. The re-inspection was July 24-28,

I think ——— sent you a

copy of the EIR. I am writing a summary of both inspections for GC and I

will send you a copy when done.
which has not yet been approved.

of the bulk drug to the US so far.
3. I am not aware of any relationship betweenw——m ~—~ .~ OI
Danco. I think they are competitors,
no connection between Shanghai Hua Lian and

4. The initial inspection in Oct.

3233_23;\33 a broker. | know of

99 found that the analytical methods

Mifepristone is the subject of an NDA
The firm only shipped a few test batches

; "F I

were being used were different than what was submitted. We did not beleive
this was fraud however, and was corrected by submission of a supplement

with the correct methods.

LA

MIF 003432



Printed by —-—

Electronic Mail Message

-

TO: e

TO0: —
Subject: FWD: Shanghai Hualian

I thought so...

- — — -»

MIF 003433

Date: 24-May-2000 12:41pm

From: -
(7//’_—*7‘
Dept: HFD-322 MPN1 272
Tel No: e S

e
J—

ey

: "‘F ‘UOQTR



Printed by —

- - _Electronic Mail Message

- Date:  24-Mav-2000 12:4lpm
- T T———

- From: o
Dept: HFD-322 MPN1 272
Tel No:
TO: -
TO: J— —_—

Subject: FWD: Shanghai Hualian

I thought so...

-~ e B

AR

MIF 003434



Printed by ——mm—w+—"
Electronic Mail Message

- Date: 24-May-2000 11:3lam
. From: ———
- o
N Dept:
Tel No:

Subject: Shanghai Hualian

Due date was moved to 30 Sept, per— . Will try and get this done before
that date.

- — am B

MIF 003435
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Printed .by e
Electronic Mail Message

- - . Date: 24-May-2000 11:3lam
- _ From: )

) Dept: -
- Tel No:

Subject: Shanghai Hualian

Due date was moved to 30-Sept, per —~—— Will try and get this done before
~hat date.

- o

MIF 003436
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Printed b e

Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL - Date: 13-Apr-2000 0S:2Apm
) From: T —
. Dept: HFD-324 MPN1 265
- TelNO: — o
TO: . ) N
AN \\‘.\
CC: S )
cc: s
CC: : N :
cC:

Subject Reinspection of Chinese facility tor NDA # 20687

Good Afternoon,

The purpose of this message is to respond to your email to —————————
(attached below) regarding the inspection of ——0uo "+ for
NDA 20687, located in China.

We have received the request for the inspection and notified the
appropriate office to beain the inspection trip preparations. We
received a package from ———— today, which will also assist in the
reinspection of this facility.

T noticed in your email, that you want this resubmission to meet the 6
month timeframe. Currently, EES references a UF date of 5/21/00. Which
is the correct timeframe. Our office and the Office of Regulatory
Affairs is aware of the high profile nature of this application and
would appreciate clarification regarding the intended UF date which must
be met. This will assist in the inspection planning process.

We will ccntinue to monitor this application. Should you wish to
contact me, I can be reached directly at T

-y,

—_—
Investigations and Preapproval Compliance Branch, HFD-324
CDER/Office of Compliance

-

————— . was talking to me about the recent resubmission (3/31/00)
of the application from the Population Council, Mifepristone. My
approvable letter to them on 2/18#2000 listed deficiencies with GMPs.
Knowing the Pop Council would be responding shortly to this approvable
letter, the Reproductive division sent a request to compliance for
reinspection of the Chinese plant on 2/25/00. Given the high profile
nature of this drug, I would appreciate if you could make sure we are on

rrack for reinspection within the 6 month review peried. Thanks so much
for yocur assistance. Let me know if you need more information.

P

MIF 003437
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Printed by -
Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL - Date: 12-Apr-2000 N/« 21 >m

. From:
- .
- Dept: HFD-324 MPN1 265
- Tel No:
TO: e ‘ S
TO —"

Subject: FWD: Reinspection Chinese Plant on Population Council Application

FYI - Please give me an update on this status.

———————

MIF 003438

. "-r b -Olv‘_.



Printed .by - -
Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL - Date: 12-Apr-2000 10:02am
From: ~
- -
Dept: HFD-322 MPN1 272

Tei No: —_—

T0: = —— {

T )
Subject: Re: FWD: Reinspection Chinese Plant on Population Council Application

We are still waiting for —~—-——"""Review division, to give us information
on issues to be covered during the inspection. I will try to call him as
soon as possible. The request for a reinspection was entered into EES and
forwarded to DEIO. DEIO is trying to schedule, but the last word we have
from the review division is that they would get us additional information,
and that the firm had not yet replied to the deficiency letter.

- o B

LA

MIF 003439
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Printed .by .
Electronic Mail Message

- . - Date: 12-Apr-2000 1l:14am

h ] From: S~
. Dept: HFD~-580 PKLN 17B31
= Tel No: - =
TO: — o —
[
CC: : T
cc: —— )

Subject: NDA 20-687

I just sent you a package with addition information for NDA 20-687. If
you have any questions about this package, please contact me.

Thank vyou,

——

N -F -..'T.

-~— - 8

L R

MIF 003440



T0: o

Subject: NDA 20-687

— -

Printed by T
Electronic Mail Message

Date: 12-Apr-2000 11l:18am
From: ———m
‘\——/ .
Dept: HFD-580 PKLN 17B31
Tel No: . I S
e

I fofgot to ask you what your internal mail address is.

MIF 003441
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—

Printed by.

Electronic Mall Message

Sensitivity: COMPANY CONFIPENTIAL -

=
ST e

TO: -~ -

Subject: Re: NDA 20-687

thanks

MIF 003442

12-Apr-2000 1ll:26am

Date:
From: ——

Dept: HFD-322 MPN1 272
TelNo: ~—~———

e Sl od



Printed by T~
Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL - Date: 12-Apr-2000 11l:27am
. From:
- Dept: HFD-322 MPN1 272
TeiNo: "~~~ -~ "7
TO: — L -

Subject: Re: NDA 20-687

HED-
I am in Metro Park North I

-—

MIF 003443
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Printed b)
Electronic Mail Message

- - Date: 11-Apr-2000 07:24pm
- _ From; ———
- f
Dept: HFD-301 MPN1 254

a ——
S -

Subject: FWD: Reinspection Chinese Plant on Population Council Application

- — . B

MIF 003444
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Printed .by T T
Electronic Mail Message

T - Date: 05-Apr-2000 03:5%om
From: _ S

ISR

Dept: HED-103 PKLN 13B45
TINO! o e e e e

=
=7 -

Subject: Reinspection Chinese Plant on Population Council Application

N

eem____— was talking to me about the recent resubmission (3/31/00)
of the application from the Population Council, Mifepristone. My
approvable letter tc them on 2/18/2000 listed deficiencies with GMPs.
Knowing the Pop Council would be responding shortly to this approvable
letter, the Reproductive division sent a request to compliance for
reinspection of the Chinese plant on 2/25/00. Given the high profile
nature of this drug, I would appreciate if you could make sure we are on
track for reinspection within the 6 month review period. Thanks so much
for your assistance. Let me know if you need more information.

e

- — am ®»

MIF 003445
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Printed by —— 77—
Electronic Mall Message

- - - Date: 13-Mar-2000 11:37am
\\———

B From: —
) Dept: HED-580 PKLN 17B31
- Tel No: - T e —
TOr e - (T — )
Subject: Re: NDA 20-687 Mifepristone
I will do that. I noticed that a withhold recommendation was made today

on my request for inspection of the Chinese facility. Do I need to
resubmit another request?

Thanks,

>If you can get us something within about 2 weeks, it would be helpful
in
>planning the inspection.

MIF 003446

. '-F ‘-oﬂfl



Printed .byL-f- ——
Electronic Mail Message

- Date: 13-Mar-2000 08:28am
...—-——"—"’/

- From: i
Dept HFD-580 PKLN 17B31
- Tel No: T T ee——
M. - o e e

Subject: Re: NDA 20-687 Mifepristone

~—

How soon do you need the details? I need to take a look at an IND in
another Division that is using DS manufactured at this site.

Thanks,

>I see that this NDA has been reentered into EES for the Chinese API
>manufacturer. Per our earlier discussion, can you provide any

additional
>background on what should be covered during the inspection.

MIF 003447
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C- .

Printed by —

Electronic Mail-_Message

- : Date: 09-Apr=1999 0 NA~—
. , From: \i‘j>-

. Dept: HFD-580 PKLN 17B45

B TeiNo: ——— oo —

3 .

Subject: Inspection schedule for RU-486

As I discussed this afternoon, I am providing the following information for
the inspection:

1. NDA 20-687
2. AE letter was issued on September 18, 1996

3. They are planning to submit an amendment in response to the AE letter in
June, 1999, which will trigger the review clock of 6-month.

4. The manufacturing sites of the drug substance is in China and its name
is Hualian (no information on the address yet) which manufactured 3
batches. More detailed information will be submitted in the near future.

5. They like to have this site inspected in July.

I will greatly appreciate it, if you could bring this issue during your
meeting with OC this month, so that the inspection can be scheduled in July
for this NDA.

Thank you for your help.

o o e

- -

MIF 003448
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Printed by ——— e
Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL - Date: 29-Jun-2000 08:18am
- From: —_—
- ——
. Dept:
- Tel No:
TO: - . e

Subject: Re: Reguest for Documentation

Thank you. I don't need the exhibits. However, if there was a Chinese
version of the response, I'd like a copy of that, toc. You can mail me the
documents at:

i

\

VVVVVVVVVVVYVVYVVYVVYVYV

g_%_)’
,___//

appreciate your help.

————— Original Message-=----
e e — . —_
e —
sent: Thursday, June 29, 2000 8:09 AM | 3
To: — — —- %
Subject: Re: Request for Documentation
Sensitivity: Confidential
Yes, we can get you a copy of the Oct 99 EIR & response. The firm's name
is Shanghai Hua Lian Pharmacceutical Factory. Do you also want the
exhibits fromthe inspection? I will have them copied, where are you
located?
A reinspection is planned for July. I am not sure exactly when. It was
scheduled to check on the corrections from the previous inspection and not
just to look into these allegations.
You can contact me .——..-—-- for copies & information, but if I am no-
here, call ~———————-————""""-—-—— S5She handles all our files.

- ——— o B

MIF 003449



Printed by -
Electronic Mail Message

- - - Date: 25-Sep-2000 04:03pm

- ' From: \t::::::’;’/”—‘\
. Dept:
. Tel No:
TO: o 7 : -
Subject: Request for Information
" As you may have heard, another letter came in from T T e
regarding Mifepristone. Can you provide me the following information:
1) Is —~— - the US agent for Shanghai Hualian Pharmaceutical (and if

not, who 1is the US agent)

2) The findings of FDA's March 2000 inspection of Shanghai Hualian
Pharmaceutical (if possible, a copy of the summary would be appréciated)
3) The relationship between  ~—~--— Shanghai Hualian and Danco Group
regarding Mifepristone and its importation to the US

4) Any indicaticn of the possibility of fraud involving Mifepristone

If you have any gquestions, please don't hesitate to ask. Thank you in —
advance for your assistance. ———- )

: "-r o@'m

- — o &
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Printed by
Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL . Date: 24-May-2000 10:23am
B From: ——
\_/’/
L - Dept: HFD-324 MPN1 265
- Tel No: — e
TO: e I
CC: e —_—

Subject: FWD: RE: Reinspection of Chinese facility for NDA # 20687

Looks like drop dead UF date is 9/30/00 for this application - have we
any feedback from DEIO that we WILL make the UF date for this high

priority, high visibilicy application?

/_-

- - o

MIF 003451
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Electronic Mail Message

Date: 5/17/00 12:09:51 PM

Ffrom: ————ou—"" T —_—
Subject: NDA 20-687.Mifepristone

Hi Everyone,

Attached are draft meeting minutes. Please comment and correct by COB,
5/24/00.

Thanks,

MIF 003452
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Electronic Mail Message

Date: 4/28/00 7:51:17 AM_

From: e —_—
To: U - ——
Subject: FWD: Envircmmental information for 20-687

FYI

- — - B

MIF 003453



Electronic Mail Message

Date: 4/28/00 6:53:09 AM
From: ——————— . e
Subject: Environmental 4nformation for 20-687

=
< -

The information that they submitted to address the chemistry deficiency
(submit a categorical exclusion under 21 CFR 25.31(b) for the drug
substance manufacturer) is fine.

However in this packet of information they say they have submitted a
categorical exclusion claim for the drug product. | have a completed
environmental assessment and finding of no significant impact in my
files for this application. These were signed 7/11/96. Could you look
into this and let me know what is going on?

Thanks,

MIF 003454
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Printed by - — """~

Electronic Mail Message

Sensitivity: COMPANY CObeibEN’I‘-IAL Date: 14-Feb-2000 10:00am
- ' From: e
.T Dept: HED-324 MPN1 265
L TelNo: — - — o
TC " ) _
TO . ;
N N
TO /><\ X
cc: ‘ ’ \
CcC ‘

Subject: Re: fwd: "

Hi

Thanx for promptly getting back with us on this. We will be in touch,
if we need further info.

r

/
~~

>
>Good Morning.
>
>The following message was provided this morning by CSO - ~— ———
regardina
>the - - reinspection of —~—uon____ . If you require
further

sinformation, please let us know. We can arrange for a call if needed.
If
snot, thanks for your assistance.

>

> e e »
S o—

b T T -
> -
> T

>=------=-----------------[Original Message]-------------------------=
>I closed out the inspection +~——— on Friday and will send a
recommendation .

>to approve NDA #20-687 to.—— this morning. I made two 483 comments.
The

>first was regarding the labeling of

vials

>incorrectly on their ~——"——
affected. The

>second was regarding labeling of stability samples - they labeled the
>stability sample with the wrong place of storage, but the ACTUAL place
and

— vials - they labeled a few

but the data itself was not

MIF 003455
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scondition of storage was observed to be correct. I also spent a

considerable
samount of time on the
observed.

~—— 1issue,

- — — -»

MIF 003456

and no deviations were
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Printed by —~ T T

Electronic Mail Message

- Date: 14-Feb-2000 07:24am
- From:
. e PAYS
- Dept:
= Tel No:
TO: -
TO: i e

[

Subject: fwd: ~____ -

Good Morning.

The following message was provided this morning by CSO~—"""— regarding
the .- reinspection of TTYN—— e If you require further
information, please let us know. We can arrange for a call if needed. If
not, thanks for your assistance.

I closed out the inspection at —— on Friday and will send a recommendation
to approve NDA #20-687 tc — _ this morning. I made two 483 comments. The
first was regarding the labeling of.—..— vials - they labeled a few vials
incorrectly on their + —™—————— | but the data itself was not affected. The
second was regarding labeling of stability samples - they labeled the
stability sample with the wrong place of storage, but the ACTUAL place and
condition of storagq_yas.qpserved to be correct. I also spent a considerable
amount of time on the '~ —=————— _ssue, and no deviations were observed.

‘.\~—_‘

S -

MIF 003457
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Printed by = ———
Electronic Mail Message

- Date: 14-Feb-2000 07:56am
- From: e
- Dept: I
= Tel No:
TO: ’ S
TO ’ S
Subject: fwd: - -
‘\\ /
/ o~
FYI...The Investigator finished the follow-up --- .n NDA 20-687...see message
below~ 7T - will enter the District's recommendation to approve today. -

Pls contact me if there are remaining questions.

: """ ‘-0“.

I closed out the inspection at ‘— on Friday and will send a recommendation
to approve NDA #20-687 to™~—  this morning. I made two 483 comments. The
first was regarding the labelina of ———vials - they labeled a few vials
incorrectly on theire——""_ ~ but the data itself was not affected. The
second was regarding labeling of stability samples - they labeled the
stability sample with the wrong place of storage, but the ACTUAL place and
condition of storage was observed to be correct. I also spent a considerable
amount of time on the - ;ssue, and no deviations were observed.

- e e

e

MIF 003458



Printed by .. e
Electronic Mall Message

Sensitivity: COMPANY CONFIDENTIAL _ Date: 11-Feb-2000 01:56pm

- From: -———

f Dept: HFD-324 MPN1 265

7 - Tel No: : G e e

TC - )
TC ——
cc — —_
ccC —— —
cC. —— o
Subject: Re: ... . . . .- —--"TT7T— .-" NDA 20-687

I assume you mean without the company. If so, we would be available

about 10:30 AM for tel-con with « Try "
first; if no answer try my number which is =~ "

Thanx -~
S and I met with .~ e yesterday. They have made a lot

of

scorrective actions and provided much more clarification on the

_FL‘E.

>issue. Although different from what they originally explained, it
seems to be .
>more reasonable. -~~~ is working on confirming the other corrective

actions

sand trying to determine if there are any other related issues. We

briefly

sdiscussed a conference call on Monday if you or you and
available.

>Hopefully there will be enough information to make a final decision.
So far

>things are looking good.

>

>Please advise when you might be available. Morning may be better for
—-- in

scase he has to go out again, but I will try to find out. I will also
check
>with
>
>Thanks for your help~ = =
>

are

> e -

> »

> T

: T :der.fda.gov Wrote:

>

>| FROM too lona. Original FROM ie

> PR T

> T

>

>

>| socerrm e Original Message Follows
S T

>

>| Hi —— -

>

>| I got your message that you folks were starting the
>| follow/up

>| Wednesday. Thanx

>

MIF 003459



>| Do you have a rough idea which
>) point?

v v v
)

MIF 003460

way this will go at this

Thanx _ -

. ‘ul‘r ..”.



Printed by e T T

Electronic Mail Message

- Date: 11-Feb-2000 11:32am
- ' From:
- Dept: o
N Tel No:
TO:
cC:- ——— (L‘:' T
cc T (™ —
Subject:Re: . .-——..___ NDA 20-687

imcee—_ and I met with ———""— vyesterday. They have made a lot of
corrective actions and provided much more clarification on the —— —v—-
issue. Although different from what they originally explained, it seems to be
more reasonable.” " is working on confirming the other corrective actions
and trying to determine if there are any other related issues. We briefly
discussed a conference call on Monday if you or you ang—— are available.
Hopefully there will be enough information to make a final decision. So far
things are looking gocd.

Please advise when you might be available. Morning may be better for«, in
case he has to go out again, but I will try to find out. I will also check
with ' —"—.

Thanks for your help.

-—- :der.fda.gov Wrote:
FROM too long. Original FROM is —

-—- der.fda.gov>

---------------------- Original Message Follows

Hi ~—
----.. )

I got your message that you folks were starting the
follow/up
Wednesday. Thanx -

[ 4
Do you have a rough™T®ex which way this will go at this
point?

Thanx—

MIF 003461
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Printed by - -~ B
Electronic Mail Message

. ’ Date:  0B-Feb-2000 09:00am
- ‘ From: .. ~ = ooeemees
"T Dept: R
= Tel No:
TO:- - )
cc: — _ P
Subject: .~ -— " 7 T "  Follow-up

Good Morning.

I wanted to let you know that the follow-up inspection will be initiated
tomorrow 2/9/00. We will update you as soon as possible. Please feel free to
call me directly if you need information.

Thanks.

- —— am B

MIF 003462
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Printed by ‘‘‘‘‘‘ e
Electronic Mail Message

- Date: 03-Feb-2000 03:13pm
- ' From: T T
"f Dept:
= Tel No:

TO — ’ SRR
Subject: Re: NDA 20-687 reinspection at =~ T -
Hi e e -
I will know mAre tOmMOrrow. _ ..—- has been out this week and will be in
tomorrow. == —-~ 1is out until Monday. I have an investigator and possibly
an analyst, but I have the same concern. I will discuss it as early as
possible with'~ -— and get back to you. '

Thanks.

. —_

o —

cder.fda.gov Wrote:

. 'vnrr - -oﬂf'

FROM too lona. OFiainal FROM 1is

T e e e

cwe——" Jer.fda.gov>

---------------------- Original Message Follows

Do you have any idea when you might start the reinspection
of the
subject firm?

We are concerned that it be completed in enough time to
process the
report, if it be lengthy.

Thanx - ——-

MIF 003463



Printed by I

Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL Date: 03-Feb-2000 01:48pm
- : From: - -~ — T
g S
- Dept: HFD-324 MPN1 265
P Tel No: -
TO: . e
TO T T
cc: - o
cc: ———— —_
Subject: NDA 20-687 reinspection at T TUUTToe- o TN~
Hi

Do you have any idea when you might start the reinspection of the
subject firm?

We are concerned that it be completed in enough time to process the
report, if it be lengthy.

Thanx ——

- — s B

MIF 003464
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Printed by-- e —

Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL Date: 02-Feb-2000 12:57pm

- ’ From: = -

R
B Dept: HFD-324 MPN1 265
. Tel No: LT e e

TO: ‘ i S
TO: B ' —_
Subject: Re: reinspection at - T for NDA 20-687

~——_.. as not sure of the process. Hence my response.

>

>I was under the impression that this was the district's decision, did
—~— expect CDER to issue the reinspection?

>

>

>

>

>CDER will not issue another assignment for reinspection, if
sreinspecition to verify corrections can be accomplished within the next
>few days. Please keep in mind that we are fast approaching the 2/19/00
>PDUFA date.

>

s>Thanx

. "-F- e

- —— o B

MIF 003465



Printed by - - .. —""
Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL ‘ Date: 02-Feh-2000 09:04am

- From: o

R
- Dept: HFD-324 MPN1 265
L Tal Nn- TT et e e e e

TO: S - T
TO: i i
TO: . - | _ —
CC: T
Subject: Teinspection at . —— "o for NDA 20-687
Folks,

CDER will not issue another assignment for reinspection, if
reinspecition to verify corrections can be accomplished within the next
few days. Please keep in mind that we are fast approaching the 2/18/00
PDUFA date.

Thanx—

- am B

MIF 003466
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Printed by + — -
Electronic Mail Message

- Date: 27-Jan-2000 03:05pm
- ' From: T
- Dept:
2 Tel No:
TO: - - . . e
CC:—- -~ RS
Subject: fwd: Re: L © s - "7 20-687 Mifepristone
e e e -
- e e e ———— S e ——
Comments:
Our server is now up...I just received — evaluation of , T TT—
response (FDA483 . I asked him to look at it since they referred to this
as an "industry practice". Their explanation is being FedEx'd to your -
attention...you should receive it tomorrow. Sorry for the confusion.... .
s -
- - *
—_ T
— _ e
R -

—__. response to the \5-_“~\\ question is satisfactory. According to
their response, the SOP for their method states that ~——-

e

>Hi — - -
>I'm faxing you a further response from ™~ re: their reply to 483
Observation

the use of 7 ¢ sample injections for the calibration of
- - systems._ I know you had some issues with their initial

sexplanation. Pls advise-me if this helps to explain it further.
>Thanks for your help. -

MIF 003467



Printed by.

—

Electronic Mail Megs_age

- Date: 26-Jan-2000 09:22am
- ) From:
. e
% Dept:
> Tel No:
TO:
cc: o
cc: ——
Subject: ——-—~_ .. —— - NDA 20-687 Mifepristone

.— submitted two responses (11/10&30/99) regarding the 483 observations. We
reviewed them along with—-~~-- —— reviewer) and sent a reply to the firm on
1/11/00. While their corrective actions appear appropriate (for the most
part), we advised the firm that a reinspection is indicated to verify their
corrective actions. If you can forward me your fax number, I'll fax over our
letter to the firm. ~+-—-—-—-- has copies of the firm's responses, which are
too lengthy to fax).

Is there a timeframe for approval? -

e

. "‘F R L

e - -

L R

MIF 003468



Printed by ——e———""~

-~ Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL Date: 16-Jul-1996 11:20am
- From: —— T
Dept: HFD-070 PKLN 8B45

—— PR

TelNo: ———

TO: All ALL-IN-1 users on this node ( SUBSCRIBERS: )

Subject: Meeting Alert

: "f : '.ﬁ'..

- —— am B

L )
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From

On Friday, July 19, the Advisory Committee for Reproductive Health Drugs
will meet at the FDA Technical Center on Industrial Drive to consider
mifepristone for interruption of early pregnancy. We want you to be aware
of unusual restricti9n§_concerning attendance and parking at this meeting.

The meeting is scheduled to begin at 9 am. An overflow room with live video
will be set up at the Gaithersburg Hilton, 620 Perry Pkwy, Gaithersburg.
Because of the limited seating capacity and very limited parking at the
Technical Center, FDA employees who have not been

directly involved in the meeting (your name would be on a list), but who are
interested in watching this meeting, are encouraged to do so from the
Gaithersburg Hilton. With a few exceptions, access to the Technical Center
will be only by shuttle bus starting at 7 am from the

Gaithersburg Hilton or Montgomery County Fairgrounds, (no walk-ins will

be allowed) and limited to approximately the first 200 people, depending on
room capacity. FDA observers would be included in this group. FDA
participants who are on the list, but who do not have reserved parking will
be bused to the site from the Oak Grove Complex (2094-2098), located on-
Gaither Road, south of Shady Grove Road. FDA staff, of course, have the -
right to attend the meeting with the general public, but, as noted, space '
will be limited. '

L T

MIF 003470



Printed by

T T T T T T T —

Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL

TO:*

CC: /’—/‘5\7‘:
ccC:

Subject: FWD: ... — e T T

FYI

- -

MIF 003471

RU486

Date:
From:

Dept:
Tel No:

18-May-1999 10:05am

i T ———

PR

HFD-322

MPN1 272

. "F ad



Printed by - e

—

Electronic Mail Message

- Date: 10-Mav-1999 03:29pm
- From: -, T——
- Dept: HFD-322 MPN1 272
L Tel No: e —— e

Subject: Re: FWD: RU-486

Thanks for the feedback. Are you all aware of Population Council asking
...... +— —— _-—— RU-4867

I found no evidence in the application via EES that this site was
approved for such an operation. Is this a contact with one of the

manufacturers?

We have reason to belleve, based on a pre-operational review that this
firm, intended to ™ - - : RU-486.

Appreciate your assistance,

cam 2w O

MIE OQ347§"‘ —_—

uarvral:o [
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OFTIONAL FORM 99 17-90!

DAN COATS
 COA =FAX TRANSMITTAL T —
404 AUSSELL SENATE OFACT BUILDWG ’ ‘
©02) 2244023 . ; Ti . ﬂ 5 A e ———————
1150 MARKEY TOWSR, 10 WEST MARCET STREEY nlt tat : '
IOANAPOLIS. IV 48304 WASHINGTON,

Bth 2268008

April 11, 1996

mrablebonmﬁ-sm | SPEO'AL

Department of Health and Human Services
200 Independence Avenue, Southwest

Washington, D.C. 20201
Dear Secretary Shalala:

As chairman of the Sepate Commitiee on Labor and Human Resources Subcommittee on .
Children and Families, ] request copies of documents in the possession of the Food and Drug >
Administration, including any of its advisory committees, relating to the drug known asRU 486 . |
(mifepristone), developed by the company Roussel Uclaf SA. #\

I understand that the Population Council has an active investigational new drug
application (IND) to use RU 486 for ebortion. Several reports indicate extensive
communications between representstives of the Clinton administration and private
compenics and organizations, including the Population Council, concerning the future
availability of RU 486 for use as zn abortion pill in the United States. These reports, together
with issues raised in a Citizens' Petition on RU 486 submitted last year to the FDA, have
generated serious concern for public safety and the integrity of the drug spproval process.
Consequently, 1 request that you provide the following information:

(1) Any and all written or recorded communications, including electronic or tcicphonic
communications, involving one or more of the persons listed below and relating to RU 486
from January 1, 1992, up to the present (i.e., up untl] the time the document search is conducted).

When used in the above request, the word “communication” includes, but is not limited
t0: comrespondenge, efectronic mail, memorands, notes of conversations, calendars, notes of
meetings (including the agends, the list of those in antendance and the time, date and Jocation
of cach meeting), t¢lcphone logs, message slips, and the travel logs of administration
employees. It also includes all communications that do not specifically mention RU 486 but that
maynlatetoiuposiblewovalbyFDAformnmaborﬁfacim(e.g.,eommmﬂuﬂm
nhﬁngmmeweepnbiﬁtyoffmdgnmmmdmswmmmmmiuﬁmwith
dmwmpaﬂesthﬂmdm;wmglmdinthnhmemﬂdbemdineonjmﬁmmRU

MIF 003473
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Secretary Donna E. Shalala
April 11,1996
page two

For each such communication, please indicate the date of the communication, the names
" and the professional or organization affiliations of all persons involved or preseat, and the offices
within the FDA from which the communications were obtained. Also, pleasc indicate which
communications, if any, are confidential and may not be disclosed to the public.

This request includes all communications involving the followmg persons from Jaouary
1, 1992, up to the present:

President Clinton, Mrs. Clinton, and White House staff
Other administration officials or personnel, including yourself,

,and of the Endocrine Drugs Division of the FDA
EdoundSakiz,Dr Andre Ulmann, and other officers, employees, or representatives .
of Roussel Uclaf :
4

Margaret Catley-Caslson, Dr. Wayne Bardin, and other officers, employees, and
representatives of the Population Council
David A. Grimes, M.D.
Daniel R. Mishell, MD.
Suzanne Poppema, M.D.
Officers, employees and representatives of the following companies and organizations:
Hoechst AG of Germany
Hoechst Celanese Corporation
Hoechst-Roussel Pharmaceuticals
Rhone-Poulenc of France
Schering AG of Germany
G.D. Searle Company
Upjohn Company
Gynopharma, Inc.
Cabot Medical Corporation
Aurora Medical Services
Fund for the Feminist Majority
Planned Parenthood Federation of America
Reproductive Health Technologies Project
National Abortion Federation
Natidnal Abortion and Reproductive Rights Action League (formerly the
National Abortion Rights Action League)
Oregon Science Health University of Portland, Oregon
Center for Reproductive Law and Policy
National Organization for Women
Women's Issues Network

e

MIF 003474
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Secretary Donna E. Shalala-
April 11, 1996 ~
page three ' -

.

(2) Any and all documents relating to the implementation of President Clinton’s
. January 22, 1993, memorandum for the Secretary of Health and Human Services regarding
the importation of RU 486.

Ip this memorandum, the President asked the Secretary to take the following three
actions: '

8) “promptly instruct the FDA to determine whether there is sufficient evidence to
warrant exclusion of RU 486 from the list of drugs that qualify for the personal use

importation exemption™ ;

b) “ immediately take steps to rescind Import Alert 66-47" if the “FDA concludes
that RU 486 meets the criteria for the personal use importation exemption”; and

LI

¢) “promptly assess initiatives by which the Department of Health and Human Sesvices
can promote the testing, licensing, and manufacturing in the United States of RU 486
and other antiprogestins.”

N

When used in the above request_ the word “document” includes, but is not limited to:
internal and external documents of the Food and Drug Administration, documents prepared by
persons or offices outside the FDA (including documents prepared by non-govemmental
persons, organizations, or companies), vorrespondence, electronic mail, memoranda, notes of
conversations, calendars, notes of meetings (including the agenda, the list of those in
attendance and the time, date and Jocation of each meeting), and telephoue logs, message
slips, and travel logs of administration employees. It also includes all documents that do not
specifically mention RU 486 but which may relate to its possible approval by FDA for use as
an sbortifecient (e.g., criteria for the acceptance of foreign data, the use of a prostaglandin with
RU 486, etc.). For each such document, please indicate the date of the document, the author or
authors of the document, the persons to whom it was given or sent, and the offices within the
Department from which the documents were obtained. Please separate the documents in this
second request into three categories based on which of the three actions requested by the
President the documents address. Again, please indicate which communications, if any, are
confidential and may sot be disclosed to the public.

With respect 1o both requests (1) and (2) above, I ask that the information provided be
complete, and that you not withhold documents or excise portions of documents on grounds of
relevancy. If you assert executive privilege as to any document, plcase identify cach one by
providing the following information: the type of document and a summary of its contents; the
date, author(s), and recipient(s) of document, the basis for withbolding it from Congress, and an
explanation if that basis was asserted on any document(s) in the 103rd Congress.

MIF 003475
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Secretary Donna E. Shalale
Apuil 11, 1996 "
peage four

Please inform me if any communications (particularly, but not exclusively, e-mails)
" have been destroyed and the policy of the FDA on the destruction of e-mail messages. 1
mmmmnmwmmmﬁsmumxuammm
e-mail messages related to RU 486 that have been destroyed and, if 50, to provide a description
of the subjects of those messages.

Finany.lwkhmmwﬁemuundwmplywiththisleua.mdwmeivewpis
ofﬁcommmiuﬁons(memoadeckodcmni“cumm)poduudhﬁwofﬁmng
this request for documnents.

Thank you for your attention to this inquiry. 1 look forward to recelving the information
by May 15, 1996. Hyoufommydiﬁcultyinﬁﬂﬁuingthhnqmbymndmplmnoﬁfy
me immedintely. Vince Ventimiglia of my staff will be available to work with you ifyouhave
any questions. He can be reached at 202-224-1133. ‘

:
Si A

Dan
U.S. Senator

SPECIAL

co: Dr. David A. Ressler

APPEARS THIS WAY
ON ORIGINAL

O - S E - TP T
MIF 003476



TIM A. COBURN, M.D. S11 Cane - - = o e
20 DrsTAICT. OxLaMOmMA Wasenltos BC 20872
2020 225-2701
COMMITTEE ON COMMERCE 1202, 225-303F «# <»

SUBCOMMITTEES

T o Congress of the Tnited States ek
franermmorom - - - Tyouse of Representatives e
~ THashington, BC 20515-3602

- November 10, 1995

Dr. David A. Kessler
Commissioner :

U.S. Food and Drug Administration
Room 14-71

5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Kessler:

As a member of the House Commerce Committee’s Subcommittee on Health and the
Environment, I write to request copies of documents in the possession of the Food and Drug -
Administration, including any of its advisory committees, relating to the drug known as RU ¢
486 (mifepristone), developed by the company Roussel Uclaf SA. 3

I understand that the Population Council has an active investigational new drug o
application (IND) to use RU 486 for abortion. Several reports have appeared which indicate
extensive communications between representatives of the Clinton administration and private
companies and organizations, including the Population Council, concerning the future
availability of RU 486 for use as an abortion pill in the United States. These reports,
together with issues raised in a Citizens’ Petition on RU 486 recently submitted to the FDA,
have generated serious concern for public safety and the integrity of the drug approval
process. Consequently, I am requesting that you provide the following information:

1) Any and all written or recorded communications, including electronic or
xel\cptlcﬁiic_:_%-%nunicaﬁons, to or from the persons listed below relating to RU 486 from
January 1, up to the present (i.c., up until the time the document search is conducted).

When used in the above request, the word "communication” includes, but is not
limited to: correspondence, electronic mail, memoranda, notes of conversations, notes of
meetings, copies of e calendars of meetings, and telephone logs and message slips. It also
includes all communications which do not specifically mention RU 486 but which may relate
to its possible approval by FDA for use as an abortifacient (eg., communications relating to
the acceptability of foreign data in the drug approval process).

For each such communication, please indicate the date of the communication, the
names and the professional or organizational affiliations of all persons involved or present,
the locations of meetings, and the offices within the FDA from_which the communications
were obtained. Also, please indicate which communications, if any, are confidential and
may not be disclosed to the p ! '

L
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Letter to Dr. Kessler
November 10,.1995

page two

This request includes all communications sent to or by the following persons from
January 1, 1992 up to the present:

President Clinton, Mrs. Clinton, and White House staff
Other administration officials or personnel, including yourself,
— and of the Endocrine Drugs Division of the FDA
Edouard Sakiz, Dr. Andre Ulmann, and other officers, employees, or representatives
of Roussel Uclaf
Margaret Catley-Carison, Dr. Wayne Bardin, and other ofﬁcers, employees, and
representatives of the Population Council
David A. Grimes, M.D.
Daniel R. Mishell, M.D.
Suzanne Poppema, M.D.
Officers, employees and representatives of the followmg companies and organizations:
Hoechst AG of Frankfurt, Germany
Hoechst Celanese Corporation of Somerville, New Jersey
Hoechst-Roussel Pharmaceuticals of Somerville, New Jersey
Rhone-Poulenc of Paris
Schering AG of Berlin, Germany
G.D. Searle Company of Skokie, Illinois
Upjohn Company of Kalamazoo, Michigan
Gynopharma, Inc. of Somerville, New Jersey
Cabot Medical Corporation of Langhorne, Pennsylvania
Aurora Medical Services of Seattle, Washington
Fund for the Feminist Majority '
Planned Parenthood Federation of America
Reproductive Health Technologies Project
National Abortion Federation
National Abortion and Reproductive Rights Action League (formerly the
National Abortion Rights Action League)
Oregon Science Health University of Portland, Oregon
Center fr Reproductive Law and Policy
National Organization for Women
Women'’s Issues Network

2) Any and all documents relating to the implementation of President Clinton’s
<= January 22, 1993, memorandum for the Secretary of Health and Human Services regarding
the importation of RU 486.
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Letter to Dr. Kessler
November 10, 1995
page three

In this mem-o;andu_m, the President asked the Secretary to take the following three
actions: '

a) "promptly instruct the FDA to determine whether there is sufficient evidence to
warrant exclusion of RU-486 from the list of drugs that qualify for the personal use
importation exemption;"

b) "immediately take steps to rescind Import Alert 66-47" if the "FDA concludes that
RU-486 meets the criteria for the personal use importation exemption;” and

c) "promptly assess initiatives by which the Department of Health and Human
Services can promote the testing, licensing, and manufacturing in the United States of
RU-486 and other antiprogestins. "

When used in the above request, the word "document” includes, but is not limited to:
internal and external documents of the Food and Drug Administration, documents prepared
by persons or offices outside the FDA (including documents prepared by non-governmental
persons, organizations, or companies), correspondence, electronic mail, memoranda, notes of
conversations, notes of meetings, copies of the calendars of meetings, and telephone logs and
message slips. It also includes all documents which do not specifically mention RU 486 but
which may relate to its possible approval by FDA for use as an abortifacient (eg., criteria for
the acceptance of foreign data, etc.). For each such document, please indicate the date of the
document, the author or authors of the document, the persons to whom it was given or sent,
and the offices within the Department from which the documents were obtained. Please
separate the documents in this second request into three categories based on which of the
three actions requested by the President the documents address. Again, please indicate which
communications, if any, are confidential and may not be disclosed to the public.

Thank you for your attention to this inquiry. A similar request for documents has
been submitted to Secretary Shalala. I look forward to receiving the information by
December 1, 1995. If you foresee any difficulty in fulfilling this request by that date, please
notify me immediately;  Roland Foster on my staff will be available to work with you if you
have any questions. . A T

/“
’ . m, M.D.
s’ Member of Congress._
c ik :
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Page | ADDITIONAL RU-486 DOCUMENTS FOR CONGRESSIONAL DOCUMENT REQUEST FROM REP. COBURN

Trac # Corres. To From Subject
Date
922781 | 3/31/92 -Dr. Kessler’ Pro-Choice Resources Urges FDA 1o allow testing and dist. of RU486 '
h TFischman, LRoper-Batker, Y
, Dconway ) . b
\AJ

924417 | 5/14/92 Mr. Benson G Miyoshi (State of HI) Transmits copy of State of HI House Resolution re; RU486

92 4494 | 6/29/92 Mr. Myoshi Dr. Kessler Responds to State of HI resolution on RU486 | '

92 4775 | 6/9/92 Dr. Kessler M Susser APHA write to request brief paper on FDA psition of RU486 for pub in
APHA Journal. Has attached article as ref. By Banwell/Paxman

92 5600 | 7/15/92 Dr. Kessler Judi Brown, American Life Detends import alert on RU486 (doesn't want RU486 avail in US).

League

92 7024 | 10/8/92 “Interested Parties™ Doug Johnson, NRTL National Right to Life sends fax re: Bogus ABC New Report on Admin
Position on RU486 Breast Cancer Research (several attachments + f/u
fax later in the same day)

927511 | 11/4/92 Dr. Kessler ] Taylor, Du Page Senior Supports eftorts to ensure medical research testing of RU486 for breast

Citizens Council cancer and aging diseases.
927612 | 11/6/92 Dr. Kessler Alan Stone,M.D. of Harvard Write re his research assistnat doing paper on RU486. Asks Kessler to
University send materials to help in her research.
927612 | 1/21/93 — Dr. Kessler Response to == 11/6/92 letter. Encloses matericals that discuss
drug approval process and RU486 import restrictions (copies NOT in
scanner and not attached).
92 8091 | 12/8/92 Dr. Kessler Dr. Hanita Blumfield, AJ Provides petitions gathered by Commission for Women's Equality of
Congress American Jewish Congress support testing of RU486 in the US.

92 8287 | 12/18/92 ———, Bro. Ronald J.J. DeMello of Opposes RU486. Wants to know why FDA supports RU486 (“aborting
Nat’l Catholic Pro-Life unborn babies.”)
Program : :

92 8287 | 2/2/93 DeMello ——— Reply to 12/18/92 letter.

MIF 003480
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Page 2 ADDITIONAL RU-486 DOCUMENTS FOR CONGRESSIONAL DOCUMENT REQUEST FRCM REP. COBURN

Trac # Corres. To From Subject
Date
930037 { 12/29/92 | Dr. Kessler F. Mayer, PPSI Pharmacists Planning Service, Inc. - writes (enclosing several
h letters/docs - ATTACHED) re: PPSI's request to have, FDA release
: RUA486 for use in the US. }
L N N

930169 | 1/13/93 Kessler/ —— —_— Letter requesting that FDA grant her an IND for RU486 to treat a
meningeal brain tumor (MANY ATTACHMENTS - redacted for patient
identifiers).

93 0255 | 1/13/93 Dr. Kessler Dr. Hanita Blumtield, AJ Submits (more) petitions gathered by Commission for Women's 'Equali‘ty

Congress of American Jewish Congress. Supports testing of RU486 in the US
(petitions NOT in scanner)

93 0320 | 1/22/93 SF Chronicle (Editor) Carol Scheman Response to column by Beverly Zakarian about RU486

930510 | 1/27/93 Dr. Kessler —— Reports on hazard re: RU486 and increased risk of breast cancer.

93 0899 | 2/19/93 Dr. Kessler/ — & family On behalf of patient . ___————requesting IND to use RU486 to
treat her inoperable meningioma of the brain. (Multiple attachments - all
need redaction for patient identifiers)

930928 | 2/11/93 Secy Shalala Sharon Belton, Mplis City Writes in support of S. 222 to require FDA to collect same info on

Council RUA486 as is required for submission by a mfr. Supports Clinton admin
position on RU486 (favors its use).

93 0930 | 2/16/93 Dr. Billy Jones (cc: to L Sepersky and S Hollander Encloses resolution passed at the Board's 2/10/93 meeting re:

Secy of HHS) (City of New York Community | moratorium on R-U pharmaceutical products and petition to R-U to
Board # 6) begin testing of RU486 by FDA.
93 1341 | 3/3/93 Secy Shalala — - Advises Secy that his company has expressed interest to R-U in a license
— — to develop and market RU486 in North America (attaches copies of
correspondence between them and R-U.)
932172 | 4/20/93 Dr. Kessler — Supports availability of RU486.
932202 | 4/21/93 Dr. Kessler D. Stone, Physicians for Wants Kessler/FDA to keep his organization abreast of developments
| RU486 affecting status of RU486.
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Page 3 ADDITIONAL RU-486 DOCUMENTS FOR CONGRESSIONAL DOCUMENT REQUEST FROM REP. COBURN

Trac # Corres. To From Subject
Date
932202 | 5/28/93 ' D.Stoce — | Response to 4/21/93 letter. .
93 2755 | 5/209% Ds. Kessler . — Opposes Dr. Kessler's “advocacy of abortion™ re: =<=L.c._. RU4R6. Asks
) " m— Kessler to resign. ) ' .
932998 | 4/1/93 Dr. Kessler Wedi Lehman, Right to Life Distressed over FDA attempts to introduce RUA486 in the US as an .
League of S. CA abortifacient.
93 2998 | 6/23/93 Ms. Lehman Response to 4/1/93 letter.
93 3016 | 5/24/93 Dr. Kessler E Kornreich, Association of the | Requests report on status of FDA's reconsideration of prior admin’s
Bar of City of NY decision to exclude RU486 from FDA's exemption allowing individual
(personal) import of 3-months’ supply of uapproved new drug for serious
medical condition.

93 3016 | 6/30/93 Kornreich e Response to 5/24/93 Itr.

93 3894 | 8/6/93 T Kenneth Shine, IOM Invitation to dinner and brieting on IOM's report on RU486 evaluating
current state of science regarding clinical uses of antiprogestins.

93 3895 | 8/6/93 Dr. Kessler Kenneth m:.m:n. 1IOM Same invite as above.

93 3948 | 8/2/193 Dr. Kessler ——— Disciple Renewal Comments on Disciples of Christ resolution urging FDA to take
immediate steps to check safety/efficacy of RU486 and other anti-
protgesterone drugs. Opposes use of RU486 for abortfacient purposes.

934035 | 8/11/93 —e——— S Snedeker & H Hadley of TV | Thank you for interview on 7/29/93 on RU486.

12 (Wast Paim Beach, FL)

93 4520 | 9/14/93 Dr. Kessler Moila Donaldson, IOM/NAS Encloses copy of IOM report “Clinical Applications of Mifepristone (RU
486) and Other Antiprogestins: Assessing the Science and
Recommending a Research Agenda. (Copy of report NOT in scanner).

934671 | 9/15/93 Dr. Kessler Geoffrey Dalander, Group 486 | Wants to know it generic form of RU486, mfgd under Pop Council

patent expect 1o be given as swift an approval by FDA as the R-U torm
could expect?
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Page 4 ADDITIONAL RU-486 DOCUMENTS FOR CONGRESSIONAL DOCUMENT REQUESTF ROM REP. COBURN

Trac # Corres. To From Subject
Date
93 5076 | 11/9/93 ——— G Dalander, Group 486 Same letter (above) as to Kessler. ‘
]
93 4671 | 1/21/94 Dalander/Moritz Responds to 9/15 ltr. And 11/9/93 letter re: swift apprpval for generic
& 5076 : . version of RU486. Note: don't have copy of Secy letter mentioned in
: MKP response.

93 4824 | 9/11/93 ——— —————— anindividual) | Requests FDA allow her to market RU486. (Needs redaction?) )

93 4824 | 10/12/93 e e Response to 9/11/93 letter. Tells her, despite her interest, FDA needs ’
official “sponsor” in order 1o supply info on safety/eftectiveness to FDA.

939731 | 12/3/93 ——— Etienne Baulieu Provides copy of paper delivered at the Ciba Foundation meeting on
“The role of the media in science communication™ in Stockholm 12/7-
8/93 re:presentation of RU486 in the media.

94 0565 | 1/11/94 N o John Fleder (Olsson, Frank, & | Expresses thanks on behalf of client for help re: import of RU486 to treat

Weeda) a cancer patient. Patient identifiers have been REDACTED.
94 5321 | 6/3/94 Dr. Kessler Judie Brown, American Life Concerned about FDA's activism in bringing RU486 to the US as an
League, Inc. abortifacient (opposed). Requests info from FDA.

94 5321 | 6/13/94 Judie Brown e, Respone to 6/3/94 letter to Kessler. Encloses requested info (document
not in scanner).

94 5703 | 6/10/94 FDA — - Submits proposed study and voluminous materials re: RU486 vs Arsenic
poisioning vs Nembutol Treatment (makes allegations of suppression of
intellectual ideas by Waterloo University in Canada?)

94 5703 | 7/11/94 —— R Response 1o 6/10/94 submission (general info on how drugs are
studied/approved)

94 5908 | 5/21/94 Mrs. Clinton —— patient) Requests compassionate use of RU486 to treat a meningioma (briun
tumor). Patient identitiers REDACTED

952698 | 3/16/95 Dr. Kessler ——— Requests restrictions on distribution of RU486 only to MDs with surgical
privileges & those able to do D & C procedures.
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Page 5 ADDITIONAL RU-486 DOCUMENTS FOR CONGRESSIONAL DOCUMENT REQUEST FROM REP. COBURN

Trac # Corres. To From Subject
Date
952698 | 4/6/95 | —— Response to 3/16/95 letter to Dr. Kessler.
1) .
953751 [ 4/11/95, | o T— Responds to letter of 4/6/95 re: RU486. '
" ' i

Drafted’ pee—e——== HF-40:1/2/96
486index.abc
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/ D. N COATS CoMMITTEES
. INDIANA ARMED SERVICES
04 RUSSELL SENATE OFFICE BUILDING LABOR AND HUMAN
1202) 224-5623 RESQURCES

180 MARKET T%m'?:swot':t MARKET STREET  ~ Clﬂ“ltm thIZB 5 mGIE

INDIANAPOLIS, IN 46204
317 2268888 WASHINGTON, DC 20510

e " April 11, 1996

Dr. David A. Kessler
Commissioner

U.S. Food and Drug Administration
Room 14-71

5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Kessler:

As chairman of the Senate Committee on Labor and Human Resources Subcommittee on
Children and Families, I request copies of documents in the possession of the Food and Drug ¢
Administration, including any of its advisory committees, relating to the drug known as RU 486
(mifepristone), developed by the company Roussel Uclaf SA. -

1 understand that the Population Council has an active investigational new drug
application (IND) to use RU 486 for abortion. Several reports indicate extensive
communications between representatives of the Clinton administration and private
companies and organizations, including the Population Council, concerning the future
availability of RU 486 for use as an abortion pill in the United States. These reports, together
with issues raised in a Citizens’ Petition on RU 486 submitted last year to the FDA, have
generated serious concern for public safety and the integrity of the drug approval process.
Consequently, I request that you provide the following information:

(1) Any and all written or recorded communications, including electronic or telephonic
communications, involving one or more of the persons listed below and relating to RU 486
from January 1, 1992, up to the present (i.e., up until the time the document search is conducted).

When used i the above request, the word “communication” includes, but is not limited
to: correspondence, electronic mail, memoranda, notes of conversations, calendars, notes of
meetings (including the agenda, the list of those in attendance and the time, date and location
of each meeting), telephone logs, message slips, and the travel logs of administration
employees. It also includes all communications that do not specifically mention RU 486 but that
may relate to its possible approval by FDA for use as an abortifacient (e.g., communications
relating to the acceptability of foreign data in the drug approval process, communications with
drug companies that produce a prostaglandin that is or could be used in conjunction with RU
486, etc.).

Gl 2502
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Dr. David A. Kessler -
April 11, 1996
page two

cm -

] For each such communication, please indicate the date of the communication, the names
and the professional or organization affiliations of all persons involved or present, and the offices
within the FDA from which the communications were obtained. Also, please indicate which
communications, if any, are confidential and may not be disclosed to the public.

This request includes all communications involving the followmg persons from January
1, 1992, up to the present:

President Clinton, Mrs. Clinton, and White House staff
Other administration oﬂicmls or personnel, including yourself,
—— and . of the Endocrine Drugs Division of the FDA
Edouard Sakiz, Dr. Andre Ulmann, and other officers, employees, or representatives
of Roussel Uclaf

Margaret Catley-Carlson, Dr. Wayne Bardin, and other officers, employees, and

representatives of the Population Council

David A. Grimes, M.D. :

Daniel R. Mishell, M.D.

Suzanne Poppema, M.D.

Officers, employees and representatives of the followmg companies and organizations:
Hoechst AG of Germany .
Hoechst Celanese Corporation
Hoechst-Roussel Pharmaceuticals
Rhone-Poulenc of France
Schering AG of Germany
G.D. Searle Company
Upjohn Company
Gynopharma, Inc.

Cabot Medical Corporation

Aurora Medical Services

Fund forJhe Feminist Majority

Planned Parenthood Federation of America

Reproductive Health Technologies Project

National Abortion Federation

National Abortion and Reproductive Rights Action League (formerly the
National Abortion Rights Action League)

Oregon Science Health University of Portland, Oregon

Center for Reproductive Law and Policy

National Organization for Women

Women's Issues Network -
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Dr. David A. l_(essler
April 11, 1996

page three ‘ —

(2) Any and all documents relating to the implementation of President Clinton’s

January 22, 1993, memorandum for the Secretary of Health and Human Services regarding
the importation of RU 486.

In this memorandum, the President asked the Secretary to take the following three

actions:

a) “promptly instruct the FDA to determine whether there is sufficient evidence to
warrant exclusion of RU 486 from the list of drugs that qualify for the personal use
importation exemption” ;

b) “ immediately take steps to rescind Import Alert 66-47" if the “FDA concludes

that RU 486 meets the criteria for the personal use importation exemption”; and :
:

c) “promptly assess initiatives by which the Department of Health and Human Services

can promote the testing, licensing, and manufacturing in the United States of RU 486

and other antiprogestins.”

When used in the above request, the word “document” includes, but is not limited to:

internal and external documents of the Food and Drug Administration, documents prepared by
persons or offices outside the FDA (including documents prepared by-non-governmental
persons, organizations, or companies), correspondence, electronic mail, memoranda, notes of
conversations, calendars, notes of meetings (including the agenda, the list of those in
attendance and the time, date and location of each meeting), and telephone logs, message

slips, and travel logs of administration employees. It also includes all documents that do not
specifically mention RU 486 but which may relate to its possible approval by FDA for use as
an abortifacient (e.g., criteria for the acceptance of foreign data, the use of a prostaglandin with
RU 486, etc.). For each such document, please indicate the date of the document, the author or
authors of the document, the persons to whom it was given or sent, and the offices within the
Department from which the documents were obtained. Please separate the documents in this
second request into threezcategories based on which of the three actions requested by the
President the documents address. Again, please indicate which communications, if any, are
confidential and may not be disclosed to the public.

With respect to both requests (1) and (2) above, I ask that the information provided be

complete, and that you not withhold documents or excise portions of documents on grounds of
relevancy. If you assert executive privilege as to any document, please identify each one by
providing the following information: the type of document and a summary of its contents; the
date, author(s), and recipient(s) of document, the basis for withholding it from Congress, and an
explanation if that basis was asserted on any document(s) in the 103rd Congress.
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request that every perso

but not exclusively, e-mails)

f e-mail messages. 1

f he or she has had

to provide a description

Please inform me if any communications (particularly,

have been destroyed and-the policy o
n involved in

£ the FDA on the destruction o
filling this requests, be asked i
86 that have been destroyed and, if so,

e-mail messages related to RU 4
of the subjects of those messages.

to comply with this letter, and to receive copies

Finally, 1 wish to know the process used
of all communications (memos, ¢
this request for documents.

lectronic mail, letters, etc.) produced in furtherance of filling

on to this inquiry. A similar request for documents has been

Thank you for your attenti
submitted to Secretary Shalala. I
If you foresee any difficulty in fulfilling
Vince Ventimiglia of my staff will be available
can be reached at 202-224-1133.

rmation by May 15, 1996.
lease notify me immediately.
if you have any questions. He

look forward to receiving the infi
this request by that date,
to work with you

K RURN SO

Y
{

an Coats -

U.S. Senator

APPEARS THIS WAY
ON ORIGINAL

cc: Honorable Donna E. Shalala
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TO: The -Secretary -
Through: DS

cos A
: ES___ . 12 o4 -
. . - .‘Asm— m ..‘ . . ) -
FROM: ~ Deputy cémissioncr/SCnio; Advisor to the Comtfssionsr of -’
: Food and Drugs . st -t ,

SUBJECT: Pre-Meeting on RU-486 on April -13: 1994, at’ 5:30" p.m.=~
BRIEFING . . c e

LI Y

This is to prepare you for a meeting to be held on April 14, -
1994, at 4:00 p.m., with representatives from Hoechst/Roussel
Uclaf and the Population Council, ori the status of their
negotiations concerning RU-486. .

epa me

Hoechst : .
Lester Hyman and

.‘- LYVART wey oo

Swidler and Berlin

ioussol Uclaf
(new president)

Business’ Development

. /

Population Council ‘
Margaret Catley. Carlson

- Jim Boynton, attorney

0 cia

David Kesslexr

——

" BACKGROUND - It has been over a year since President Clinton
executed a memomandum to you, directing the assessment of L.
initiatives to.-promote the testing,' licensing, and manufacturing
in the United States of RU-486 (mifepristone) (Tab A). It has
also been a year since the April 1993 meeting at FDA, at which
Roussel Uclaf expressed publicly .its willingness tc modify its
contract with the Population Council and permit the Population
Council and its sublicensees to produce and distribute RU-486 in
the United States. Negotiations between the Population Council

R e o s e

'c“no 000000§000000000000008
pes

0 e 5
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and Hoechst/Roussel Uolaf bhave been ongoing since that time,
however, a final contract has not been negotiated or signed.
There has been a great deal of Congressional and media interest
in RU-486 and speculation as to the reasons why the negotiaticas
between Hoéchst/Roussel Uclaf and the Population council have not
been concluded.. A description of specific proactive activities
that the Department has undertaken in relation to RU-486 is
attached at Tab B. An overview chronology of all RU-486
activities is attached at Tab C.

TATU

The parties have been pegotiating sporadically since the April
1993 meeting at the FDA.

The parties will
bave just concluded a face-to-face meeting on Tuesday, April 12th
before meeting with you.

SUES MAY BE ISED BY THE PARTI

[

C ZURN JC

_

A summary of other events related to RU-486, including the import
alert, the status of Benten V. Kesgler, women'’s groups
activities, a hearing on RU-486, and Mr. lLawranca Ladex’s
efforts, is attached at Tab E.

OTHER EVENTS

"
L)
N

Attachments

Tab A: President Clinton’s Directive

Tab B: Proactive Activities by ths Department
Tab C: Overview Chronology of RU-486

Tab D: -
Tab X: Other Events of Interest

vab ¥: Proposed Distxribution Schene foxr RU-486
Tab G: Import Alert Memoranda
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MIF 003492

' THE WHITE HOUSE
WASHMINGTON

January 33, 1999

KENORAKDUN FOR THE SECRITARY OF MNALTR AND HUMAN SERVICES
SUBJECT: . tmportation of WU-40¢

7n Import Alert ¢6-47, the Food and Drug Adsinistration (“FDA®)
execlu the drug xitepristine == coxmonly knovn &8 RU-488 o=
from the list of druge that individuals can import into the .
United States for their spersonsl use,” although the drugs have
pot yes been approved for distridution the JDA. (ﬂ; 40 )
nozu gurI Procedures Nanual mtm 9-71.) Iuport Alert €6-47
R A vely bans the importation into this Nation of 8 drug that
is used in other nations ss & nonsurgical mesns of abortion.

£ am informed that in excluding RU-436 from the Personil use -
importation exeuption, the IOA Appoars to have based its :
deoision on factore er than an assessuent of the poseidle’
health and satety risks of the drug. Acocordingly, I Bers
direct that you promptly iastruct the FDA to determine vheth
there is sutficient evidence to varrant exclusion of RU-436 from
ths 1list of drugs that q\nug gor the personal uss inportation
exerption. . FUrthernore, 1z the FOA conoludes that RU-486 meets
the criteria tor the personal use izportation exemption, 1
direct th:;. you immodiately take steps to resocind Import

Alert 86-47. ‘

In addition, I direct that !ou pronptly assess initistivas by
vhich the Department of Health and Hunan Services can proscts
the testing, uccmlnz and manufacturing in the Unitsd States
of RU=486 or other an ‘iproqntlm. .o

You are hereby suthorized and directed to pudlish this
penors {n the Fadaral Ragistax.

L]

L
- [retot 6 - T UL~
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RU-486 OVERVIEW CHRONOLOGY

FDA Commissioner Frank Young directed that an “import alert” on
abostifacient drugs be issued. :

e import alert was revised o include a list of the various chemical names for
RU-486, This version of the import alert Is currently in effect

Congressional hearings were held by Congressman Ron Wyden before the
Subcommittee on Regulation, Business Opportunities, and Energy of the

. Committee on Small Business, House of Representatives, on "RU 486: The

Import Ban and Its Effect on Medical Rescarch®

Leuer from Dr. Ulmann of Roussel Uclaf to the review division confuming
that Roussel agrees 1 help U.S. investigators perform clinical studies with RU-
486, provided that (1) the studies are not {n relatice to sbortion; (2) the
protocols are medically and cthically acceptable; and (3) the investigators will
comply with FDA rules and intemal Roussel procedures with regards to
reporting of side-cffects, publications, etc. :

The legality of the import alert was challenged by Ms. Benten who atiempied ¢
to bring the drug into the U.S. (Bentep v, Kessler, Civ. No. 92-3161, US.
District Court for the Eastem District of New York.) The district court issued--
a preliminary injunction directing FDA to release the drug to Ms. Benten: the
Court of Appeals stayed the district court’s order the same day; three days
later, the Supreme Court denied plaintiffs’ request to lift the stay.

Subsequently, Ms. Benten had a surgical abortion.

The Court of Appeals dismissed the appeal as moot and vacated the district
court's decision. Both the government and plaintiffs filed motions before the
district court which subsequendy were withdrawn without prejudice to refiling
at a future time. The govemment stated that it would inform the court when a

decision was made by HHS on FDA'’s recommendation regarding the import
alert.

FDA begins extensive contact with Roussel Uclaf, the manufacturer of RU-486.
———— the company 0 submit 8 New Drug Application (NDA) for RU-486 foc
intewuption of early pregnancy. On December 14, Dr. Kessler wrote 10

~_Roussel Uclaf on this drug; in response, on 12/17/92, Roussel Uclaf informed

FDA that it was reviewing its strategy for beginning clinical trials in the U.S.
and that it should have some proposals by the end of January 1993, at which
time further discussions with the Agency would be pursued.

34 newly elected House members urged Hoechst AG to begin studies of the
abortifacient use in the U.S., stating that "American women should have the
same choice as women in other nations to terminate a pregnancy in a safe and
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responsible manner.”

President Clinton executed 2 memarandum to the Secretary. directing-her to

assess Initiatives to promote the testing, licensing, and manufacturing-in the
United States of RU-486 (mifepristone) and to direct the FDA o reassess
whether RU-486 qualifies for importation under FDA's personal use
importadon policy.

Dr. Kessler wrote to Dr. Sakiz, President of Rousse! Uclaf, requesting o
meeting during the first three days of February to discuss possible therapeutic
uses of anti-progestational drugs and, in particular, FDA'S interest in receiving
an NDA for RU-486 for intecruption of early pregnancy. 5

Dr. Kessler wrote to Prof. Hilger of Hoechst AG to inform him directly of
EDA's interest in this matter and that FDA wants the opportunity 10 review an
NDA for RU-486 for termination of early pregnancy. The letter asks for Prof.

Hilger to expedite the process. -

Senior representatives of FDA and Roussel Uclaf met to discuss clinical and
manufacturing data on the drug that FDA would need in considering an NDA
far an abontifacient indication. At that meeting, FDA received 2 strong
commitment from Rousse! Uclaf to continve to make the drug available for
rescarch on other potential uses. While asserting that RU-486 shoald be made
available in the United States, the firm emphasized the importance of finding a
way to achieve that goal without the involvement of Roussel Uclaf., FDA and
Rousse! Uclaf agreed to continue 30 work on this matter until remaining issves
can be resolved.

FDA initiated a meeting with representatives from NIH's National Instinne of
Child Health and Human Development. National Cancer Institute, and Office of
Research on Women’s Health, w discuss with the NIH initiatives that were
ongoing, and which could be planned, W respond to the President’s directive o
assess initiatives by which the Department can promote the testing in the
United States of RU-486 and other antiprogestins. :

The Secretary wrote 10 the president. of Hoechst, the parent company of
Roussel Uclaf, t0 urge him to eliminate corporate barriers to the introduction of
RU-486 into the United States.

Letter to the Editor published in the Wall Street Journal from Searle, the

. manufacturer of Cytoec, indicating thet Searle “strongly opposes any efforts w0

approve its (Cytotec) use with RU-486 in abortion, either in the U.S. or
elsewhere.”



373193 Mr. Lawrence Lader, one of the plaintiffs in the pending litigation and
President of Abortion Rights Mobilization (ARM), Inc., wrote to the Secretary
indicating that ARM’s scientists had manufactured a version of RU-486 at 3
U-S. lab and that ARM planned to spply to FDA for permission to test its
version.-of the drug. '

41493 Auempts are made to encourage Prof. Hilger of Hoechst to attend the 4720
meeting. In a 4/15/93 letter, Prof. Hilger indicates his unwillingness to attend
and indicates that Dr. Sakiz of Roussel Uclaf will represent Hoechst at the 420
meeting. Prof. Hilger also outlines Hoechst's position that Hoechst will not be
involved in the marketing or production of RU-486 for the U.S. rarket, and
that its eventual distribution can only be done through third parties.

4/20/93 A mecting was held at which Roussel Uclaf indicated its willingness to modify
the contract that it entered into with the Population Council. a non-profit
scientific and technical organization, in 1983. These madifications would
permit the Population Council and its sublicensees to produce and distribute
RU-486 in the United States. The Population Council, with the active .
participation of Roussel Uclaf, agreed to work to identify a manufacturer for *

. RU-486 for the United States market and to begin a clinical trial to test the :
drug in the United States. The Population Council expected this trial to be o
conducted in paralle]l with preparation of the NDA and agreed to move as soon
as possible to submit an NDA. FDA indicated that it is prepared to expedite
the review of a marketing application for RU-486, if one is submitted, based on
established legal and scientific criteria.

V4/93

and others meet with FDA review division representatives o discuss
the development of a non-French mifepristone as an abortifacient in the United
Suies. At this meeting, the director of the review division indicated that if —
—— intended to pursue the development of his own mifepristone, FDA
requiremeats would — —— group could show

bioequivalence to the Roussel Uclaf mifepristone, provide the chemical identity
of the product, and reccive permission to reference the Population Council’s
IND.

S/5/93 Rosel Uclaf submits to the review division additional data intended to
. = suppont its proposed “training protocol® for the use of mifepristone for
termination of carly pregnancy to be conducted in the United States.

5/13/93 Stipulation and Order in which FDA agreed to advise the coust and plaintiffs in

the Benten case as to whether a recommendation had been made to the
Secretary in response 1o the President’s directive by July 15, 1993.
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" FDA- forwarded a recommendation 10 PHS on the RU-486 import alert In

preparing the action memorandum, FDA contacted responsible individuals from
the countrics in which RU-486 is available in order to understand and describe
the tightly controlled distribution system used in each country.

FDA is notified by the Population Council’s lawyer that Roussel Uclaf has
retained a law firm to try to work out a tripartite agreement with the
government regarding RU-486 which would provide Roussel with several
guarantees:

o legislation guaranteeing patient right to access to all participating
clinical study sites and providing criminal penaltics for any atterupted
interference with product, testing, distribution, etc..

o assurance that federal authorities would enforce the legislation:
o indemnification to Roussel and Hoechst for any losses due to a possible
boycott: and -
:
o  legislative exemption regarding product liability.

The Population Council was informed that Roussel’s lawyers would request an
carly meeting with the Secretary or White House.

IOM issues its report and recommendations on the "Clinical Applications of
Mifepristone (RU 486) and Other Antiprogesting.”

The Population Council issued a statement indicating that negotiations with
Roussel Uclaf are ongoing and that it had expected a signed agreement by mid-
September; that the company recently re-raised issues that are beyond the
capacity of the Council to resolve and that has delayed completion of the
contract: that they hope these difficulties can be ovescome in the next week or
two; that the Council has prepared a protocol to amend its IND, negotiated
with a management team and subcontractors to conduct a clinical trial, hired
additional staff, developed and sent questionnaires to about 60 sites and
invegigators w help in selection of trial locations, amassed information about
potemial companies for manufacture and distribution and established criteria,

" “worked on informational materials for providers and clients, and arranged for

funding. The Council states that it has gone as far as it can go in making
commitments without a signed contract.



V403 Meeting with — " Rousse) Uclaf's lawyers from
Swindler and Berlin— — « during which it is explained that the

e

e atree
B

Octnber "93  Parties continue negotiations
- March *94

294 Attorneys representing Hoechst submit proposed revisions to H.R. 796.
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