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MEMORIAL DE ALCANCE

ALVARO CORREA ORDONEZ, mayor de edad y vecino de Bogota D C, 1dennhficado segln
aparece al pie de m firma, en m condicion de apoderado de Ia sociedad en referencia

manifiesto lo siguiente

El dia 21 de diciembre de 2006, bajo el numero de radicacion 06 128 285, presente la
solicitud de patente de invencion de la referencia, para la cual adjunto informe preliminar
internacional sobre patentabilidad, capitulo I del tratado de cooperacion en matena de
patentes

Atentamente,

C No 79 143 366 de Usaquen
T P 20 281

Anexo Informe prehmmar internacional sobre patentabilidad, capitulo I
BOGI MYBOGDMS 19¢M VI DOC



PATENT COOPLRATION 1REATY PCTAIS2005/023708

From the INTERNATIONAI BUREAU nose 7/ 4.
PCT te

NOFICATION CONCERNING KODROFF Cathy A
[RANSMIT1 AL OF C OPY OF INTCRNA | HONAL Howson and Howsen
PRELIMINARY REPOR! ON PATENTABILITY siowm Foed Su
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IRFATY) Spring House PA 18477
(PCT Rule 44brs 1e0)) ETATS UNIS D AMERIQUE

D of mnhing, (denAnontsar)
18 January 2007 (18 01 2007)

Apphn st s ur gl s file reference

AM 101674PCT IMPORTANL NOIICE
Intum anonal ipphic won No Inicmanon o hiing date (denAmonshear) Prionty date {dayAnonshA ear}
PCTAUS2005/023798 06 July 2005 (06 07 2005) 07 July 2004 (07 07 2004)
Applic un
WYETH et al
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PCT

INIERNAIIONAL PRELIMINARY REPORI ON PAIKNIABILITY
{Chaptes | of the Palent Cooperation Treaty)

negsg- Uy

(PCT Rule 4451s)
Apphomt s o1 gl s hle sclorence FOR FUR LHER ACIION See 1iem 4 bulow
AM 101674PCT
Interm it onal ipplnation Nu Intern wion 1 hling date {dawmonth/vear) Pnanty dite {dawmonlvyear)
PCTAIS2005/023788 06 July 2005 {08 07 2005) Q7 July 2004 (07 07 2004)
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WYLTH
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' s st contuns kdicanions rel ing 1o the following ums

g Hox No | B s of the report

[] Bovmont Pronty

g Boa No Il Non wiabhshnwnt of opinton with rog ud to nuvelty unennve sicp wd induvinal
ipplicalny
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RECD 2 2 NOV 2005
mtl’rEFm:\TlONAL SEARCHING AUTHORITY WIPO
To PCT
1! o
al/cC—
WRITTEN OPINION OF THE
#ee form PCTASA220 V' | INTERNATIONAL SEARGHING AUTHORITY
é (PCT Rule 43bss 1)
Dute of maubng
{dmenonihiear) soe form PCTASAR10 {(sacond sheet)
[ Appixants o sgents fie reterence
1 80¢ lorm PCTASAZ220 ?imwo"
Inimnakonal appbcation No Imematonal fikng dee (dayimonthiwar) Prioriy dute (dapinonthiaar)
PC TAJS2005023708 06 07 2005 07 07 2004

[Intenational Petert Classifrcation {IPC) or both national dasswication and IPC
ABTKI1404, AB1KI1536, AG1K31537, ABIP15A8

Applicant
WYETH

1 This opinion contans indications relatng to the following dems

l [ BoxNo |  Bas of the opinion

I BoxNo | Promnty

[3 BoxNo Il Non-estabishment of opinion with regard o novelty, mventve step and industnal applicability
O BoxNo W Lack of unity of invention

BoxNo V  Heasoned statement under Rule 435 1({a)(1) with mgudin ncmlty. inventive step or indusinal
applcabilty, ctabons and explanations supporting such state

O BoxNo VI  Certmin documents ciied
[J BoxNo VIl Cartan defects in the stlemabonal application
O BoxNo Vil Caertain cbservations on the nternational application

2 FURTHER ACTION

H a demand for intemebonal prelsminary sxamination is made, this opinton will usually be considered i be a
written opinion of the intematonal Pretiminary Examining Aulhomy ("IPEA") However, this does not apply whare
tne apphcant chooses an Authonty other than this one 1o be the IPEA and the chosen IPEA has notifed the

international Bureau under Aule 88 1s{b) that writlen opinions of thia international Ssarching Authoriy
will not be so conaidered

If this opinion 18, &8 provided above, considerad 1o ba a written oplnion of the IPEA, the nﬂmnt 13 Invited to
submit to the IPEA a written reply tnguther. where approprate, with amendments, before the expiraton of three

whichever expires iatar
For further options, see Form PCTASAZ220
3 For further details, see nates to Form PCTASAR20

months from the date of maikng of Form PCTASALZ20 or before the expiration of 22 mantha from the prionty date,

Namo and maiing address of the ISA Authonzed Officer

—— f‘lh\
E »
T W b I,

l FuMDB.J*G o Talephona No +40 B 2368 7841 2 S

romm (PCTASAR3Y) (Cover Shest) [January 2004)
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WRITTEN PINION OF THE intemnabonal application No ?_
INTERNATIONAL SEARCHING AUTHORITY PCTAIS2005023798

Box No [ Basis of the opinion

1 With rogard to the language, thts opinton has been established on the baats of the ntematonal applicaton in
the language in which it wae filed unteas otherwiee mdicated under the tem

O This opmron has been established on the basis of a tmnsiabon from the onginal languape into the following

Ianguage , which & the language of a transiaton furnmshed for the purposes of mtematonal aearch
(under Rules 12 3 and 23 1(b))

2 With regard to any nucleotde andior amino acid sequence disclosed in the mternahonal apphcaton and
neceasary to the claimed invention, this opimion hes been estabbshed on tha basis of

a type of matenal
O asequence listing
[0 tsble(s) related to the sequence listing

b format of matenal
0 i written format
0O in computer readable form

¢ timo of fihngfurmishung
O contained in the ntemabonal applcaton as fled
O fied together with the intematonal apphcation i computer readabie form
0 furmshed subsequently to this Authonty for the purposses of search

3 O Inaddhon, in the case that more than one veraon or copy of a saquance ksthing andbr table relabng thereto
has been filed or fumighed, the required statomnenis that the informabon n the subsequent or addihonal

copios 18 entrcat to that in the apphicahon as filed or does not go beyond the apphcation as filed, as
appropnate, were fummshed

4 Addional comments

Form PCTASA/Z237 (Janusy 2004)
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WRITTEN OPINION OF THE Intemational appheation No
INTERNATIONAL SEARCHING AUTHORITY PCTAJS2005023798

Box No liI Non-astablishment of opimon with regand to novelty, Imventive step and industrsal
applicability

The questions whether the clamed inventon appears 1o be novel, 1o nvolve an inventve step (to be non
obvious), or to be industnally applicable have not been examined in respect of

O the entre intematongal applicakon,

B claims Nos 19 with respect to Industnal Applicabilty
because

e

j9 the sakd iIMemational epplicaton, or the said clarms Nog 18 with respect fo Industnal Applicabilty relate
to the following subject matter winch does not requmre an intemational preliminary examinahon {speciy)

soe asparate sheot

O the description, claums or drawnges (indicate parbcular elements bafow) or sard claime Nos  are so
unclear that no meaningful opinion could be formed (specily)

O the claims, or saxd clams Nos are so inadequately supparted by the descnption that no meaningful opmion
could ba formed

O no memanonal search report has been estabiished for the whole application or for sad clarns Nos

3 the nucleotide andor amino acid sequence histing does not comply with the standard provided for in Annex
C of the Administrative Instructions in that

the wntten form 3 has not bean furnished

O does not comply with the standard
the computer readableform  [1  has not been furmished

0 does not comply with the standard

O the tables related 1o the nucleotxde andbr ammo acd sequence heting,  m computer readable form only, do
not comply with the techmical requements providad for in Annex C-ivs of the Admmsiratve Instructions

[0 See separate gheet for further details

Form PLYASA/237 (January 2004)



WRITTEN OPINION OF THE
INTERNATIONAL SEARCHING AUTHORITY

prass-

Intemational applicahon No
PCTAIS2005023798

219

Box No V Reasoned statement under Rule £3bie 1(a)(1) with regard to novelty, imventive step or
industnal applicability, ciistions and sxplanations supporting such statement

1 Statement

Novelty (N)

Inventive step {I8)

Industnal apphcabihity (IA)

2 Citatrens and explanabons
see separate shest

Farm PCTISA 237 {Jaruan, 2004)

Yes
No

Yea
No

Yes
Na

Clams
Clams

Clame
Clams

Clawng
Claims

2,4-8,0-18
1: al ] sl 19

1-19

1-18
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WRITTEN OPINION F THE Internatronal application No
INTERNATIONAL SEARCHING

AUTHORITY (SEPARATE SHEET) PCT/US2005/023798
Ba tem il

Non-estabhishment of opinion with regard to novelty, inventive step and industnal
apphcability

Claim 19 reletes to subject-matter considered by this Authonty 1o be covered by the
provisions of Rule 87 1(iv) PCT Consequently, no opinion will be formulated with
respect to the industnal appiicability of the subject-matter of these claims (Article
34(4)(a)1) PCT)

Baltem V

Reasoned statement with regard to novelty, inventive step or induatnal apphicabitrty,
citations and explanations supporting such statement

1) Reference s made to the following document/s/

D1 LUUKKAINEN TET AL "INHIBITION OF FOLLICULOGENESIS AND
OVULATION BY THE ANTIPROGESTERONE RU-486" FERTILITY AND
STERILITY, ELSEVIER SCIENCE INC, NEW YORK, NY, US, vol 49, no 6,
1988, pages 961-963, XP002189879 ISSN 0015-0282

D2 DANIELSSON K GEMZELL ET AL "Effect of low daily doses of mifepnstone on
ovanan function and endometnal development” HUMAN REPRODUCTION
(OXFORD), val 12, no 1, 1997, pages 124-131, XP002350882 ISSN 0288-
1161

D3 CROXATTO H B ET AL "Eifects of long-term low-dose mifepristone on
reproductive funchon in women" HUMAN REPRODUCTION (OXFORD), vol 13
no 4, Apnl 1998 (1998-04), pages 793-758, XP002350883 ISSN 0268-1161

D4 REEL JERRY R ET AL "Antovulatory and postcotal antifertility actwity of the
antiprogestin CDB-2914 when administered as single, muitple, or continuous
doser to rats” CONTRACEPTION, vol 58, no 2, August 1998 (1998-08), pages
129-136, XP002350884 ISSN 0010-7824

D5 BROWN AUDREY ET AL "Daily low-dose mifepnstone has contraceptive
potential by suppressing ovulation and menstruation A double-blind
randomized contral tnal of 2 and 5 mg per day for 120 days* JOURNAL QF
CLINICAL ENDOCRINOLOGY AND METABOLISM, vol 87, no 1, January

Form PC1/18A/237 (Separate Sheet) (Sheet 1) {(EPO-Janvary 2004)
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WAITTEN OPINION FTHE Intemabonal applicaton No
INTERNAT! NAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/US2005/023798

2002 (2002-01), pages 63-70, XP002350885 ISSN 0021-972X

D6 US 2002/048204 A1 (ZHANG PUWEN ET AL) 25 Apni 2002 (2002-04-25)

D7 WO 00/86556 A (AMERICAN HOME PRODUCTS CORPORATION, LIGAND
PHARMACEUTICALS, INC, FENSO) 9 November 2000 (2000-11-08)

2) The present apphcaton does not meet the cntena of Arbicle 33(1) PCT, because the
subject-matter of clams 1, 3, 7, 8, 19 1s not new in the sense of Article 33(2) PCT

Document D1 discloses the use of mifepnstone as contraceptive which 1s
administered for a first phase of 21 days followed by a second phase whera no
achve 1s given The fact that a placebo 1s given (feature b) simply means that
something i1s given, which 1s not deemed a dishnctive addition

Thesefore the subject maiter of claims 1, 3, 7, 8, 19 18 not new

3) The present apphcation does not meet the cntena of Article 33(1) PCT, because the

subject-matter of clams 2, 4-6, 9-18 does not invoive an inventve step in the sense
of Article 33(3) PCT

Document D5 discloses that a dosage of 2 and 5 mg of mifepnstone resulted in a low
occurrence of ovulations in women According to the apphcant, these low ovulation
rates are comparable to those of some standard oral contraceptves Since standard
oral contraceptives are given in a 21 day cycle, the applicant expected that PR
agonists could also be administered in a simifar regimen

Addrtionally, document D5 discloses a high occurrence of amenorrhea depending on
the dosage The apphcant now concludes that administraton PR agorusts in a 21 day
cycle avoids amenorrhea (see p 1 last paragraph to page 2 first paragraph)

The same theorehc considerations are to be made by the normal skilled worker #
has to be noted that no expenmental data were present at the filtng date which
underline these thecnes

Therefore, these considerations are obvious

The following has to be added
It appears that the problem underlying the present applicaton (avoidance of

Form PCTASA/237 (Separate Sheet) (Shewt 2) (EPO-January 2004)
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WRITTEN OPINION OF THE international appication No
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/US2005/023798

amenor: hea) 1 not solved over the whole scope of the claims

Document D2 discloses that menstrual bleed started about 15-20 days after the final
treatment (in those cases where amenorrhea was reported) Document D3 reported a
menstrual bleed within 3 weeks after stopping the treatment Therefore it 1s unlikely
that the contraceptive regimen as defined resulted in a regular menses within 7 days
oi in even 1 day after the administration of the PR antagonist

Moieover, document D2 discloses that 0 1 or 0 5 mg of mifepristone did not chsturb
the normal menstrual cycle rhythm Thus from D2 or DS #t 18 clear that the problem of
amenonhea only existed for specific dally dosages

Document D4 discloses that a daily dosage of 0 5 mg of mifepristone was not an
effective contraceptive Document D3 discloses that dunng adminstration of 1 mg
mifepnstone 14 of 21 women ovulated

Taking all these teachings together, 1t is clear that the darly dosage 18 essenhal for

the solution of the problem This feature, however, 18 not reflected wathin the claims
Therefore the problem s not solved

Ferm PO TASA/237 (Heparate Shost) (Sheet 3} (EPO-January 2004)



