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RAISBECK, LARA, RODRIGUEZ & RUEDA
MIEMBROS DE LA FIRMA

BAKER & MCKENZIE C
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Sefiores prdescin 02 DIVISIAN [F i mm-%‘ FRED
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DIVISION DE NUEVAS CREACIONES

E. S D.

Re:  Expediente No. 00.074.167.

Solicitud de Patente de Invencidn titulada:
“REGIMENES DE DOSIFICACION PARA
LASOFOXIFENO".

Solicitante : PFIZER PRODUCTS INC.

CARLOS R. OLARTE, mayor de edad y vecino de Bogotd D.C., identificado tal
como aparece al pie de mi firma en mi carficter de apoderado de la sociedad en referencia,
me permito manifestar lo siguiente ante el auto emanado por ese Despacho, dentro del
término legal:

1. En atencién a la Umica observacion del Examinador Juridico, adjunto la
sustitucién del poder del Doctor Alvaro Correa Ordofiez a mi favor.



RAISBECK, LARA, RODRIGUEZ & RUEDA E

MiEmBROS DE LA FIRMA .
BARKER & MCKENZIE ?d/

2. Adicionalmente, presento la Copia Certificada de la Solicitud de Patente No.
60/156,652, de la cual se reclama prioridad en la presente solicitud, me permito aclarar que
la traduccién del documento anterior fue presentado junto con la solicitud.

3. Finalmente, con el objetivo de cumplir con los requisitos de patentabilidad
dispuestos en el actual régimen para Patentes de Invencién, solicito de manera atenta que el
Capftulo Reivindicatorio Modificado que adjunto, sea aceptado como sustitutivo del
anteriormente presentado. Este Capftulo Reivindicatorio Modificado contiene cinco (5)
reivindicaciones nuevas dirigidas al uso del agonista/antagonista de estrégeno para la
fabricacién de un medicamento (til para mantener un nivel sanguineo seguro y efectivo de
un agonista/antagonista de estrégeno por un largo periodo de tiempo.

Para guardar concordancie con el Capitulo Reivindicatorio Modificado, presento un
Extracto para Publicacién Modificado y una Tarjeta de Archivo Temético Modificada.
Sefalo que el Capitulo Reivindicatorio Modificado adjunto no constituye una ampliacién
del material inicialmente presentado.

=7

C.C. No. 79.782.747 de Bogot4
T.P. 74.295

Anexos: Sustitucién.
. Copia Certificada del Documento de Prioridad.
Capitulo Reivindicatorio Modificado.
Extracto para Publicacién Modificado.
Tarjeta de Archivo Temético Modificada.



MIEMBROS DE LA FIRMA

Ruslascn. LARA, F!on.reloua & RUEDA :l
BAKER & McKENZIE

CALLE 35 No. 7-25, Piso 4
TELEFONO: (57-1) 285-1400 /5700010
Santa Fe or Boaark, D.C,
COLOMBIA

Sefiores

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DIVISION DE NUEVAS CREACIONES

E. S. D.

Re: : 1
xpedjente No. 00'074.167
Eo??c}tu de Patette de Invencidn

_ . . ‘Titulada : "REGIMENES DE DOSIFICACION
w o PARA LASOFOXIFENQO".
SRR Solicitante : PFIZER PRODUCTS INC.

ALVARO CORREA ORDONEZ, mayor de edad y vecino de Santa fe de
Bogota D.d., identificado como aparece al pie de mi firma, actuando en mi caricter de
apoderado de la sociedad en referencia, respetuosamente me permito manifestar que
S_IlSIl]‘_UX_d el poder a mi conferido por la mencionada sociedad en el doctor
CARLOS R.-OLARTE, identificado con la Cédula de Ciudadania No. 79.782.747 de
Bogoti y con la Tarjeta Profesional No. 74295. . - -

El apoderado sustituto queda con las mismas facultades del principal.

CORREA ORDONEZ
C.C.'No. 79.143.366 de Usaquén
T.P.20.281
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UNITED STATES DEPARTMENT OF COMMERCE

United States Patent and Trademark Office

May 03, 2000

THIS IS TO CERTIFY THAT ANNEXED HERETO IS A TRUE COPY FROM
THE RECORDS OF THE UNITED STATES PATENT AND TRADEMARK
OFFICE OF THOSE PAPERS OF THE BELOW IDENTIFIED PATENT
APPLICATION THAT MET THE REQUIREMENTS TO BE GRANTED A
FILING DATE UNDER 38 USC 111,

BE  APPLICATION NUMBER: 60/156,652 ‘
X FILING DATE: September 29, 1999

By Authority of the
'COMMISSIONER OF PATENTS AND TRADEMARKS

T. LAWRENCE
Certifying Officer
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PROVISIONAL APPLICATION COVER SHEET
This ls a request for filing s PROVISIONAL APPLICATION mnder 37 CFR 1.53 (c).

/
tipev

Dockez Number | PC1L0666 Type a plos sigu (+) fosids this box

RBSIDENCE (CITY AND BITHER STATE OR FOREKIN COUNTRY)

37 Blttarsweet Driva, Gales Fesry, CT 06335-1002,

ENCLOSED APPLICATION PARTS (chack aff that apply)
NomberofPages 10 L[]  Small Putity Smiement

NomberofSheets L1 Other (specify)

METHOD OF PAYMENT (check ons)

A check or money ander 1s enclosed 10 cover the Provisional filing fees

The Commiasioner Is hereby suthortend to cherge
fiing fees and credit Deposit Account Number: 16-1445

666266 25995709

The lnvention way made by m sgmey of e Tkzited Statee Govermment or voder 1 contoact with s sgecy of te Ushed Sates Govermmet.
No.
O Yes, the parmo of the U.S. Government sgency snd the Government contmet prarber are:

Respectfolly subunited,
soures Cligowin L. Laokla patE_{ 129108
TYPED ar FRINTEDNAME Mervia E Brolds KEGISTRATION NO._32723

((f appropriate)
O  Addions ioventors e being named on scparately nanibered shests attached hersto.

PROVISIONAL AFPLICATION FILING ONLY

Expreas Mail No. EJ2482062110S provcvr.dot
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This iInvention relates to exiended dosing regimens for the estrogen
agonist/antagonist lasofoxifene, (-)-cig-6-phenyl-5-{4-(2-pyrrolidin-1-yl-ethoxy)-
phenyi}-5,6,7,8-tetrahydronaphthalen-2-ol, D-tartrate.

Background of the invention

Lasofaxdfene and related estrogen agonista/antagonists are disciosed In U.S.
Patent 5,552,421 (which is hereby incorporated by reference) as eifective agents for
treating or preventing diseases and conditionse selectad from obeslty, breast cancer,
osteoporosis, endomstriosls and cardiovasoular disease and hypercholesterclemia in
male or female mammels and benign prostatic hyperirophy and prostatic carcinomas

* In male mammais.

This patent describes formulation and dosing procedures for the estrogen
egoniste/antagonists as follows:

*The pharmaceutically acceptable acid addition salts of the compounds of this
invention may be formed of the compound Iiself, or of any of iis esters, and include
the phammaceutically accepteble salla which are cften used In pharmaceutical
chemiatry. For example, saits may be formed with Inorganic or organic ackis such as
hydrochioric ackl, hyirobromic acld, hydrolodic acid, sulfonic acids including such
agents as naphthalanesuifonic, methanasuifonic and toluenesutfonic acids, sutiurio
succinic acid, formic ackd, phthalic acid, lactic acid and the ke, most preferable with
hydrochioric acid, citric ackd, benzoic acid, maleic acid, acetio acid and proplonjo acid.
nhuunnyprﬁwadwulﬂshrnmnddmmuonhmbmidm
acid addition salt, as [t is customaty in the adminisiration of pharmaceuticals beartng
a basic group such as the pyrrolidino ring.

The compounds of this inverition, as discussed above, are very often
administered In the form of acki addition salts. The salts are convenlently formed, as
ls usual In organic chemistry, by reacting the compound of this Invention with a
sultable acld, such as have been dascribed above. The salts are quickly formed in
high yleids at moderats temperatires, and often are prepared by merely isolating the
compound from a sultable acidic wash as the final step of the synthesis. The salt-

ornesswano. . ETAYEA06R 1 US
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forming ackd is dissolved in an appropriate organic solvent, or aqueous organic
solvent, such as an akanol, ketone aor ester. On the other hand, If the cornpound of
thie invention Is desired In the free base form, It Is isolated from a basic final waeh
step, acconding to the usual practice. A preferred technique for preparing
hydrochiorides s to diescive the fres base in & suitable solvant and dry the solution
thoroughly, as over molecular sleves, befors bubbiling hydrogen chicride gas through
it

The dose of a compound of this invention to be administered to 2 human s
nather widely variable and subject to the judgement of the attending physiclan. I
shoukd be noted that it may be necessary to adjust the dose of a compound when It ls
administered In the form of a salt, such as a Iaureate, the salt forming molety of which
has an appreciable molsoular weight. The general range of effective administration
rates of the compounds Is from about 0.05 mg/day to about 50 mg/day. A preferred
rate range Is from about 025 mg/day to 25 mg/day. Of course, It is often practical to
administer the day dose of compound in portions, et various hours of the day.
Howaver, |n any given case, the amount of compound administered will depend on
such faciore as the solublliity of the active component, the formmulation usad and the
route of administration.

The route of administration of the compounds of this Invention Is not critical.
The compounds are known 1o be absorbed from the alimentary tract, and so 1t Is
usually preferred to administer a compound orally for reasons of convenience,
However, the compounds may equally effectively be administered percutansously, or
as suppositorias for absorption by the rectum, if desived in a given Instance.

The compounds of thia Invention are usually administered as pharmaceutical
composttions whioh are important and novel smbodiments of the invention because
of the prasence of the compounds. All of the usual types of compositions may be
used, inciuding tablets, chewable tablets, capsules, solutions, parenteral solutions,
troches, suppositories and suspensions. Compositions are formuiated to contain a

dally doee, or a convenlent fraction of dally does, In a dosage unit, which maybe a -

single tablet or capsule or convenient volume of a fiquid.

Any of the compounds may be readlly formulated as tablets, capsules and the
lke; It lo preferable to prapare solutions from watsr-soluble salts, such as the
hydrochiorido salt.
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in general, all of the compositions are prapared according to methods ueual in
pharmaceutical chemistry.

Capsules are prepared by mixing the compound with a sultable diluent and
fifing the proper amount of the mixiure in capsules. The usual diuents include nert
powdered substances such a8 starch of many different kinde, powdered ceflulose,
espeolally crystaline and microcrystalline cellulose, sugars such as fructose, mannhol
arx sucross, grain flours and aimllar edible powdera.

Tablets are prepared by direct compression, by wet granulation, or by dry
granudation. Thelr formulations usually Incorporate diluents, binders, lubricanta and
disimegrators as well as the compound. Typlcal divents Include, for example,
various types of atarch, laciose, mannitol, kaoiin, calcium phosphate or suifats,
inorganic salis such as eodium ohloride and powclered sugar. Powdered cellulose
derivatives are aleo useful. Typical tablet binders wre substances such as sirrch,
gelatin and sugars such as laciose, fructose, giucoee and the ike. Natural and
synthetic gums are also corvenient, including acacla, alginates, methyicellulose,

polyvinylpyrrolidine and the ke, Polysthylens glycol, ethyicellulcse and waxee can
&lso serve ag bindars.

A lubricant Is neceasary [n a tablet formulation to pravent the tablet and
punches from sticking In the die. The lubricant Is chosen from auch slippery solkle as
talc, magnhesium and calolum stearats, steario acld and hydrogenated vegetabie olls.

Tablet disktegrators are substances which swell- when wetted to break up the
tablet and release the compourxh. They include starches, clays, celiuicsss, alging
and gums. More particularly, com and poiato starches, methyiceliuiose, agar,
bentonite, wood celiiose, powderad natural sponge, cation-axchange resins, aiginic
acid, guar gum, citrus puip and carboxymethyiceliuiose, for example, may be used as
well as sodlumn lauryl sulfate.

Tablets are often coatad with sugar as a flavor and sealant, or with film-
forming protecting agents %o modify the diesolution properties of the tablet. The
compounds may also be formulated as chewable tablets, by uaing large amounts of
pleasant-tasting substances such as manniiol In the formulation, as ks now well-
established in the art.

When it Is desired to administer a compound as a supposiiory, the typloal
bases may be used. Cocoa butier Is a traditional suppository base, which may be
modified by addiion of wexss to raise fs melting point alightly. Watar-miacihie
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suppository bases comprising, particularty, polyethylene glycols of various molecular
welights are in wide use.

The effect of the compounds may be delayed or prolonged by proper
formulation. For example, a siowly soluble pallet of the compound may be prepared
and Incorporated In a tablet or capsule. The technique may be Improved by making
pallata of several different dissolution rates and filling capsules with a mbaure of the
peliets. Tablsts or capsulea may be coated with a fiim which resiste dissolution for a
predictable period of ime. Even the parenteral preparations may be mads long-
acting, devhgoruuwdhghmmmhdyuemmm
Mubmdiydwlyhﬂwnmm

Woe have now found unexpectedly that because of a long biclogical half-le,
high potency and favorable safety factors it is possible to dose lasofodfens anly once
per a pariod of 7-30 days by oral delivery and achieve equivalent effect as if the drug
were administered on a daily basis as deacribed above.

This Invention provides a method of maintaining a safe, effective biood level
of an estrogen agonist/antagonist for an axtandad period of ime which comprises
administaring an oral dose which Is of sutficient quantity to maintain sakd effective
blood level for sald extended period of ime.

This Invention also provides a method of meinteining a safe, effective blood
level of an estrogen agonistartagonist for an extended period of ime which
comprises administering an oml doss which Is of eufficiant quantily to mainiain said
effective blood level for sald extanded period of time whersein sald astrogen
agonist/antagonist is lnsofoaifens.

* senphasls addad
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This invention also provides a method of maintaining a eafe, effective blood
leval of an sstrogen agonist/antagonist for an exdsnded period of time which
comprises administering an oral dose which Is of sufficient quantity to maintain said
effective blood level for sald extended period of ime wherein sald exiended perfod of
time Is 7 days.

Thia Invention also provides a method of maintaining a aafe, effective blood
leve! of an estrogen agonist/antagonist for an extended period of time which
comprises administering an oral dose which Is of aufficiant quantity to maintain sald
affactive blood level for said exdended period of time wherein saki sufficient quantity
is 0.8 1o 10.0 mg per dose. .

The prior art, for example U.S. Patent 5,562,421, teaches that lasofaxifene
and related compourxis should be adminiatered frequantly in small doses. Doses an
low as 0.1 mg four imes per day are suggestsd for human patlents.

We have now unexpectedly found that a single dose of 0.8 mg of lasofcdiene
adminietered to healthy women resulted ih an Initial blood level of 0.7 ng/ml within a
few hours. Levels deciined slowly theresafter 1o a concentration of about 0.3 ng/ml
after 188 hours (1 week). 0.3 ng/mi ia considered to be a therapautic effective
concentration.

Doses from 10 to 20 mg of lasofoxifens are accepiable. Such a dose woukd
provide a therapeutically effective dose for up to 30 days. See Table 2.
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A dose of 0.8 mg of lasofoxifene was administered to 12 healthy,
postmenopausal women and biood samples wers analyzed periodically as shown in
Table 1.

A 1.0 ml sample of human piasma was analyzed for lasofoxifene according to
CEDRA’s Procedure TM-234 (CEDRA’s Corp., 8609 Cross Park Dr., Austin, TX
78754). Intamal standard used for this procedure was a pentadeuterated
lasoloxifene. The plasma sample contalning Iascfoxifena and the mternal stendard
was axtracted with MTBE. Following centrifugation, the organic layer was transfermed
to another tube and evaporated. An aiquot of the reconstituted sample extimact was
then Injected onto a SCIEX API*™*® LC-MS-MS instrument equipped with a ghort lon
exchange HPLC column. Peak areas of the m/z 414-87.9 daughter ion of
lasofaxifene were measured against the paak areas of the m/z 418—87.9 daughtar
of the Intemal standard. Quantitation was performed using a 1/x welgitted least
squaras regression line generated from spiked plasma calbration samples.

Plasma levels of lasofoxifene for 168 houre are shown In Tabie 1 below.

Example 2

The procadure of Example 1 was repeated with a dose of 10 mg lasoloxifene
administered to 8 healthy postmenopausal wornen. Plasma levels for lasoloxdfens
are shown for 672 hours in Table 2.



Table 1

munphﬂmmmahﬂﬂmmmmmmaadm
doss of 0.8 mg to twelve

Hours after doging | nolasofodfone | Standard Deviation | Cosfficlant of
—pormi plasima varpion
0 - - -
5 0.13 0.10 77 .
1 0.32 0.09 28
2 0.37 0.08 15
4 0.46 0.10 2
8 0.72 0.13 19
12 0.73 0.14 18
24 0.84 0.11 18
48 0.66 0.10 17
72 0.49 0.08 18
120 0.40 0.07 18
168 0.34 0.10 20

Bo6eabG" 25395709
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Table 2

Mean plasma conoentrationa of lascfoxifene folowing oral adminietration of a single

10 mg doas to eight heaithy, postmenopausal women
Hours after dosing | no Lasoftedfene | Standard Deviation |  Cosffidlent of
per mi piasma Yariation

0 [+]

D 2.33 1.19 51 .
1 4.42 0.88 19
2 564 138 24
4 6.46 225 27
8 10.45 1.38 13
12 1025 1.98 19
24 8.35 129 16
48 7.16 0.87 12
T2 5.87 128 21
120 456 0.72 18
168 3.74 0.62 17
216 2.88 0.48 17
264 227 041 18
338 1.80 0.45 28
408 1.05 0.30 29
480 0.75 024 2
578 0.50 021 43
872 0.3t 0.15 47
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Claims

1. A method of maintaining a safe, effective biood leval of an estrogen
agonist/antagonlst for an extended period of ime which comprises adminlatering an
onal dose which Is of sufficlent quantity to maintain sald effective biood level for sald
axtended period of time.

2. The method of clalm 1 wherein sald sstrogen agonlst/antagonist is
lasofoxifens.

3 The mathod of clalm 2 whereln sald extended period of time is one week.
4. The method of clalm 3 wherein said sufficlent quantity Is 0.8 mg per dose.
5. The method of clalm 2 wherein saki extended period of time ls one to four
woeks and sald sufficient quantity ls 0.8 mg 1o 20 mg. .
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Abstract

Based on lasofoxifene’s half iife and potency, the drug may be dosed once
per week and achieve a aimilar effect as If given dally.

M



REIVINDICACIONES

1. El uso de un agonista/antagonista de estrégeno para la manufactura de un
medicamento para ser administrado oralmente y en suficiente cantidad con el objetivo
de mantener un nivel sanguineo seguro y efectivo de un agonista/antagonista de
estrdgeno por un largo periodo de tiempo.

2. El uso de la Reivindicacién 1, donde .dicho agonista/antagonista es
lasofoxifeno.

3. El uso de la Reivindicacién 2, en donde dicho largo periodo de tiempo es una

4, El uso de la Reivindicacién 3, en donde dicha cantidad suficiente es de 0.8 mg
por dosis.

5. El uso de la Reivindicacién 2, en donde dicho largo periodo de tiempo oscila
entre una y cuatro semanas y dicha cantidad suficiente oscila entre 0.8 mg y 20 mg.

6. Un método para mantener un nivel sanguineo seguro y efectivo de un
agonista/antagonista del estrgeno por un largo periodo de tiempo el cual comprende
administrar una dosis oral de suficiente cantidad para mantener dicho nivel sanguineo
efectivo por dicho largo periodo de tiempeo.

7. El método de la de la Reivindicacién 1, en donde dicho agonista/antagonista

es lasofoxifeno.

8. El método de la Reivindicacién 2, en donde dicho largo periodo de tiempo es

una semana.

9. El método de la Reivindicacién 3, en donde dicha cantidad suficiente es de 0.8

mg por dosis.

10. El método de la Reivindicacion 2, en donde dicho largo periodo de tiempo
oscila entre una y cuatro semanas y dicha cantidad suficiente oscila entre 0.8 mg y 20

14
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SUPERRINTENDENCIA

2do. EXAMEN DE FORMA PATENTE DE INVENCION g/
Folo_OO

Radicacién no _00-F416%
Concepto Técnico nojﬁ Clasificacion Intemacional de Patentes 26/ K_31/40

Practicado el examen de acuerdo a lo establecido en el Art. 38 de la Decisién 486 se determind que
esta solicitud de Patente de Invencién:

Si[x] NO[] Contiene un resumen de lainvencién (Art26-e).

SI[X] NO[] Contiene el titulo 0 nombre de la invencion (Art.27-d).

SI[X] NO[] Contenela descripcion de lainvencion (Art 26-b).

sif ] NO[ ] (N:tzEss_d?PLICABLE[){IConﬁemhsdbdmmbcmmmduhmm

SI[X] NO[] Contiene unaomés reivindicaciones. (Art26-c).

SI[] NO[.] NOESAPLICABLE [x] Hansidode_smolladoslospm&uchsylopmdirrlenbsaparﬁr
de recursos genélicos o de-sus producios derivados de los que cualquiera de los Palses
Miembros es pals de origen. (Art. 28- h).

SI[I] NO[] NO ES APLICABLE [X]Los productos ylo procedimientos han sido obtenidos o
desarroliados a pariir de los conocimientos tradicionales de las comunidades indigenas,
afroamericanas, o locales de los palses miembros, de acuerdo a lo establecido en la
Declsidn 381 y sus modificaciones y reglamentaciones vigentss.{Art.26-i).

Si[ ] -NOD(] Lainvemibnsereﬁema_unpmdwbmlaﬁvoaunnmﬁdbiolbgico.(M.ZB-J).
SI[X] NO[] Laprioridad coincide con la materia reivindicada.
SI[{] NO[ ] CUMPLELOSREQUISITOS TECNICOS

OBSERVACIONES Y OTROS: SI[ ] NO [ '] ver hoja(s) anexa(s)

EXAMINADOR TECNICO
202029

Bogota D.C., b1l 2g/62

Carrera 13 No. 2700 Piso 8 y 10
Conmulador: 334 12 21-2-34 .
Fax: 281-31 25 e-mak: Info oV.Co
Santa Fe de Bogoti D.C -Colombia
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Folio 84

2020

Bogota DC

Doctor(a)

CARLOS R. OLARTE

Apoderado(a)

REFERENCIA: Radicacion No. 00-74167
Tramite 002
Evento 001
Actuacion 416
Oficio No. 1158
Folios 001

Teniendo en cuenta que la solicitud de privilegio de patente que se tramita bajo el expedients
indicado en la referencia, retne los requisitos de forma establecidos en los arliculos 26 y 27
de la Decision 486 de la Comision de la Comunidad Andina, y en las demas disposiciones
vigentes sobre la materia, se envia el extracto de la solicitud a la Oficina de Comunicaciones
para efecto de su publicacién en la Gaceta de Propiedad Industrial, conforme lo establece el
articulo 40 de ia misma Decisién.

Camplase

Dado en Bogotd DC, alos  { _ Y. 2882

ALIX CARME CESPEDES DE VERGEL

Jefe de la Difisién de Nuevas Creaciones

Bogotd, DC, El exiracio de esia soliciiud fue publficado en el niimero 520 dala
Gacetn de Propiadad Industrial, de fecha . El término hébil sefialado por la ley
expird ol ySl___ NO___ se presentaron oposiciones por parte de terceros.

Carrera 13 No. 27-00 Pisos 5, 7y 10
Conmutador. 382 0840
Fax 382 2695
E-mall: info@slc.gov.co
www.slc.gov.co
Bogot4; D.C., Colombla



