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FUNDAMENT OS Dz LA OPOSIC!ON

Causal: incumplimianto d2 requisitos de patentabilidad (Titule If, Capitulo 1, Decision 486 de 2000). Se violan los
articulos 14, {ias patentes de invencidn deben ser rusevas, tener riivel inventivo y ser suceptibles de aplicacidn industrial) 16 y
18 (una invencian Tute nivel inveniive 85 no es abvig para una persona versada en la materia). Articulo 30 (Reivindicaciones) y

articulo 42 (oposiciones: de ta Decivdn 486 da la Comision de la Comunidad Andina.

Justificacién: Ver Ansxo




Anexos:

Comgprobante de pago de la tasa

Poderes, si fuere i caso

Pruabas de los fundamentos de la oposicion

Documentos gue acrediten el fegitimo interés, si fuere el caso

Certificado de existencia y representacion legal de las partes, cuando sean personas juridicas

X B OO XX

Copia de la oposicién para el traslado al solicitante.
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REF:

TiTULO SOLICITADO:

PUBLICACION:

PRIORIDAD:

SOLICITANTE:

APODERADO:

TRAMITE:

Expediente 06-118-158
“PROCEDIMIENTO DE PREPARACION DE
DERIVADOS DE N-PIPERIDIN-1,5-DIFENILPIRAZOL -

3-CARBOXAMIDA”,

Gaceta 583 de 18 Diciembre 2007, N° de publicacion
819.

FR 0408111 de 22/07/2004
SANOFI-AVENTIS.

EMILIO FERRERO

Presentacién /de Oposicion

/

JOSE LUIS REYES VILLAMIZAR, mayor de edad, identificado como aparece al

pie de mi firma, abogado en ejercicio, titular de la tarjeta profesional numero 44655

del Consejo Superior de la Judicatura, obrando en calidad de apoderado de la
sociedad TECNOQUIMICAS S.A., en ejercicio de lo dispuesto por el articulo 42 de
la Decision 486 de 2000, muy respetuosamente me permito formular la siguiente

i PETICION

Sirvase negar el beneficio patentario a la solicitud contenida en el expediente 06

090.489, por no cumplir con lo dispuesto por los articulos 14, 16 y 18 de la

Decision 486 de 2000, con base en los fundamentos que se expondran a

continuacion.

Carrera 17 No. 88-23 Of. 205 Tels.: +57 1 655 7795, +57 1 621 2631, Fax: +57 1 621 2542
info@reyes-abogados.com - www.reyes-abogados.com - Bogota, Colombia.



I LEGITIMO INTERES

Asiste a TECNOQUIMICAS S.A., legitimo interés para presentar esta oposicion,
pues la eventual concesion de la solicitud restringiria injustificadamente el empleo
de ciertas sustancias, derivados y procesos que a nuestro juicio carecen de nivel

inventivo, en detrimento de sus legitighos intereses comerciales. De igual manera

mis clientes estan interesados,/ por su misma condicidon de industrias
farmacéuticas, en evitar la concesiéon de privilegios de patente que incumplan los
requisitos materiales de patentabilidad establecidos en las normas vigentes, y que

supongan un riesgo para la libre competencia.

. FUNDAMENTO DE LA OPOSICION

La solicitud en curso, que reivindica un procedimiento de preparacion de

compuestos de formula:

M

caracterizado porque se hace reaccionar un
derivado de pentano de formula; X (CH2)5-X* (1D

En la que X y X' representan cada uno independientemente un atomo de haldégeno
0 un grupo YSo2- en el que Y representa un grupo alquilo (C1-C4),
perfluoroalquilo (C1-C4), fenilo no sustituido o sustituido con un grupo metilo, cloro

o nitro, sobre un derivado de pirazol-3-carbohidrazida de férmula:



carece por completo de los requisitos
fundamentales para otorgarsele el privilegio de patente de invencion, tal y como lo

demuestran los siguientes argumentos:

3.1 La solicitud Colombiana en tramite en su capitulo reivindicatorio,
especificamente en sus reivindicaciones 1 y 11, expone la obtencion de un
compuesto que corresponde a rimonabant; dicho compuesto es un antagonista del
receptor CB1 cannabinoide y es reconocida su utilidad como un agente anti-
obesidad y anoréxico en el estado de la técnica, tal como lo pueden demostrar la
publicacion internacional WO 03/040105 publicada 15 de Mayo de 2003 y titulada
“POLYMORPHOUS FORM OF RIMONABANT, PREPARATION METHOD AND
PHARMACEUTICAL COMPOSITIONS CONTAINING SAME"; la publicacion
internacional WO 03/082256 publicada el 09 de octubre de 2003 y titulada “USE
OF A CB1 CANNABINOID RECEPTOR ANTAGONIST FOR PRODUCING
MEDICAMENTS WHICH ARE USEFUL FOR TREATING SEXUAL BEHAVIOUR
PROBLEMS AND/OR FOR IMPROVING SEXUAL PERFORMANCES”; Ia
publicacion internacional WO 04/004665 publicada el 15 de enero de 2004 y
titulada “SUBSTITUTED HETEROCYCLIC DERIVATIVES USEFUL AS
ANTIDIABETIC AND ANTIOBESITY AGENTS AND METHOD”, la publicacion
internacional WO 04/009015 publicada el 29 de enero de 2004 y titulada
“COMBINATION THERAPY FOR THE TREATMENT OF OBESITY”; la publicaciéon
cientifica publicada en 2002 y titulada “RIMONABANT: SR 141716, SR 141716,
y la publicacion cientifica publicada en 2004 y titulada “RIMONABANT REDUCES
RISK FACTORS FOR CARDIOVASCULAR DISEASE®

' Rimonabant: SR 141716, SR 141716a. Drugs in R&D, 2002, Vol. 3 Issue 1, p65-66, 2p; (AN
6511695).

? Rimonabant reduces risk factors for cardiovascular disease. By: Poole, Raewyn. Inpharma
Weekly, 3/20/2004 Issue 1429, p7-9, 3p, 2 charts; (AN 16066027).



3.2 La patente americana US 5,624,941 publicada el 29 de abril de 1997 y

titulada “PYRAZOLE DERIVATIVES, METHOD OF PREPARING THEM AND

PHARMACEUTICAL COMPOSITIONS IN WHICH THEY ARE PRESENT” revela:
the kztong derivatives of the formula

{0

(1)

in which w.., Wy, W, Wy and We. €. 25, 84 85 and g and R
are as defined above for (I). R, is hydrogen or a (C-Cg)-
alkyl and R, is a nog-aromatic C,-C, 5 carbocyclic radical o
a saturated 5- to §-membered heterocyclic radical selected
from 1-pyrrolidinyl, 1:piperidinyl. 1-hexahydroazepinyl.
4-morpholinyl and 4-thiomorpholinyl, apd their salts. are
particelarly advantageous.

in which W, Wa. W, W and W s, B, 84. 85 a0d gg and R,
and R, are as defined for (I), to give. by reduction with a
metal hydride, the intermediate amines of the formula
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En esta anterioridad se puede apreciar la obtencién de compuestos del mismo tipo
que los reivindicados por la solicitud colombiana en tramite, inclusive de la
molécula de rimonabant (tabla 1), a través de un proceso que comprende la
adicion de fenilhidrazina al compuesto de formula 1ll dando origen a la ciclacion y

obtencién del anillo de pirazol sustituido en las posiciones 1, 3, 4y 5.

Si bien es cierto que los procesos presentan ciertos pasos diversos, no lo es
menos que ambos permiten la obtencion de los mismos compuestos derivados de
pirazol, entre ellos la obtencion de Rimonabant sin que el proceso reivindicado
demuestra ventajas técnicas significativas frente al arte anterior, ni lleve a obtener
un principio activo mejorado o distinto al conocido, circunstancia que compromete

el nivel inventivo de la solicitud. X

3.3. Si bien es cierto no se encuentra en el estado del arte una revelacion
textual del proceso aqui descrito, no lo es menos que una persona medianamente
versada en la materia y dedicada a la sintesis de compuestos, podria deducir con
facilidad lo propuesto en la solicitud colombiana en tramite, y de esa manera

desvirtuar al menos, el requisito de nivel inventivo de ésta, veamos:

| Y
B-NHz + %(CHpX 25, R-N (0He)  + 2HX
./

solvenTe

Si tenemos en cuenta lo planteado en el grafico anterior, podriamos pensar que la
reaccion de heterociclizacion se da cuando las aminas primarias reaccionan con
alquil-dihalogenuros (generando el enlace C-N) a través de reacciones de
sustitucién nucleofilica de tipo SN, por una doble N-alquilacion de la amina de
partida.

A continuacion, se muestra de manera detallada lo que puede suceder en la
reaccion antes mencionada y que permitiria llegar a obtener el compuesto de

férmula (1) o Rimonabant, teniendo en cuenta que R=



, veamos:.
1,5-dihalogenopentano
2q —

RAD-NH-HH;

\
o 1—c0~HH-§®

5-(4-clorofenil)-1-(2

4-diclorofenil)-
4-metil-1H-pirazol-3 carboxamida

" H\ | b
\ , -N®
BLONH-NE ) ~—# BLONA-N )
xF

@

M ;H'.O "NH - N: >

.

N-piperidin-5-(4-clorofenil)- 1-
(2,4-diclorofenil)-4-metil-1H-

pirazol-3
Rimonabant

carboxamida

o)

Asi las cosas, y con fundamento en los argumentos expuestos a lo largo del

presente escrito, respetuosamente reitero la solicitud para que su despacho se

abstenga de conceder el privilegio de patente solicitado,

consecuencia el

archivo del expediente respectivo.

V. FUNDAMENTOS DE DERECHO

y ordene en

Son fundamentos de derecho el Capitulo |, articulos 14, 16 y 18 de (Requisitos de
Patentabilidad) y el articulo 42 (Oposiciones) de la Decisién 486 de 2000.




V. SOLICITUD DE PLAZO EXTRA PARA SUSTENTAR LA OPOSICION

En desarrollo de lo dispuesto por el articulo 42, inciso 2° de la Decision 486,
solicito comedidamente a su Despacho el plazo adicional de sesenta dias para
sustentar la presente oposicion. Para los anteriores efectos, me permito anexar la

constancia de pago correspondiente.

VI. PRUEBAS

Ruego que se tengan como tales, sin perjuicio de las que puedan presentarse al
vencimiento de la prorroga solicitada, y de aquellas que el Despacho considere

oficiosamente, las siguientes:

» La patente americana US 5,624,941 publicada el 29 de abril de 1997 y titulada
“PYRAZOLE DERIVATIVES, METHOD OF PREPARING THEM ND
PHARMACEUTICAL COMPOSITIONS IN WHICH THEY ARE PRESENT”
columnas 1 a12vy47.

» Portadas de: La publicacion internacional WO 03/040105 publicada 15 de
Mayo de 2003 y titulada “POLYMORPHOUS FORM OF RIMONABANT,
PREPARATION METHOD AND PHARMACEUTICAL COMPOSITIONS
CONTAINING SAME”; la publicacion internacional WO 03/082256 publicada el
09 de octubre de 2003 y titulada "USE OF A CB1 CANNABINOID RECEPTOR
ANTAGONIST FOR PRODUCING MEDICAMENTS WHICH ARE USEFUL
FOR TREATING SEXUAL BEHAVIOUR PROBLEMS AND/OR FOR
IMPROVING SEXUAL PERFORMANCES” y la publicacién internacional WO
04/004665 publicada el 15 de enero de 2004 y titulada "SUBSTITUTED
HETEROCYCLIC DERIVATIVES USEFUL AS ANTIDIABETIC AND
ANTIOBESITY AGENTS AND METHOD”.

» Abstracts de: La publicacion cientifica publicada en 2002 vy titulada
‘RIMONABANT: SR 141716, SR 141716 ."; y la publicacion cientifica publicada
en 2004 y titulada “RIMONABANT REDUCES RISK FACTORS FOR
CARDIOVASCULAR DISEASE ”



VIl.  ANEXOS

Para efectos del tramite correspondiente, me permito anexar al presente escrito

los siguientes anexos

Certificado de existencia y representacion legal de Tecnoquimicas S.A.
Poder para actuar.

Constancia de pago de las tasas de tramitacion de oposicion.

> LN =

Constancia de pago para sustentar la solicitud de prérroga a que se refiere
el articulo 42, inciso 2° de la Decisidén 486.
5. Copia para correr traslado al solicitante.

6. El mencionado en el acapite de pruebas.

VIil. NOTIFICACIONES

El suscrito recibird notificaciones en la secretaria de su Despacho o en mi oficina
localizada en la Carrera 17 No. 88-23, Oficina 205, Fax (1) 621.25.42 de esta
ciudad. Tecnoquimicas S.A., las recibira en la secretaria de su Despacho o en su
sede localizada en la Calle 23 # 7-39, de la ciudad de Cali.

Sefior Superinten

JOSETUIS REYES VILLAMIZAR
C.C. 79'152.473 de Usaquén
T.P.A. 44.655 del C.S.J.
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The present invention relates to compounds of the formula:
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These compounds are useful in pharmaceuticals in which
cannabis is known to be involved.
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5,624,941
1 2
PYRAZQLE DERIVATIVES, METHOD OF R £—CO—R o
PREPVARING THEM AND
PHARMACEUTICAL COMPOSITIONS IN . 3
WHICH THEY ARE PRESENT 5 N
£ N
The present application is a continuation-in-part appli- W, w2
cation of U.S. Ser. No. 08/168,237, filed Dec. 17, 1993, now & 2
abandoned. which is a coptinuation-in-part application of @ w
U.S. Ser. No. 08/(79.870, filed Jun. 23, 1993. now aban- 1° s *
doned. 4
The present imvention relates to movel pyrazole in which
derivatives, to a method of preparing them and to the 2o B f4. 85 and g and w,, Wi W, Ws and wg arc
pharmaceutical compositions in which they are present. y5 identical or different and are independently hydrogen. a

Numerous pyrazole derivatives have been described in
the literature; more partticularly, EP-A-268554 and DE-A-
3910248 clai pyrazoles possessing herbicidal properties.
EP-A-430186 and TP-A-03031840 claim compounds uscful
for photography, and EP-A-418845 claims pyrazoles pos-
sessing antiinflammatory, analgesic and antithrombotic
activity.

It hias now besn found that the pyrazoles forming the
subject of the invention have a good affinity for the cannab-
inoid receplor and are thercfore particularly valuable in the
therapeutic areas in which cannabis is known to be involved.

AP-Tetrahydrocannabinol, or A*-THC, is the main active
constituent extracted from Cannabis sativa (Tuner, 1985; In
Marijuana 84, Ed. Harvey. D Y., IR Press. Oxford).

The effects of canabinoids ate due to an interaction with
specific high-affinity receptors present in the central nervous
system (Devane et al.. Molecular Pharmacology, 1988, 34,
605-613) and peripheral nervous system. (Nye et al., The
Jourpal of Pharmacology and Experimental Therapeutics,
1985, 234, 784-79i; Kaminski et al., 1992, Molccular
Pharmacology, 4., 736-742; Munro et al., Nature, 1993,
365, 61-65).

Characterization of this receplor has been made possible
by the development of specific synthetic ligands sach as the
agopists WIN 55212-2 (J. Phatmacol, Exp. Ther., 1993, 264
1352--1363) or CF 55,940 (J. Pharmacol. Exp. Ther., 1988,
247, 1046-1051).

The therapeatic indications of cannabinoids pertain to a
varicty of argas such as the immane system, the central
nervous system aid the cardiovascular or endocrine system
(Hollizter, Pharmucological Reviews, 1986, 38, 1-20, Renv
and Sinha. Progeess in Ivug Research, 1991, 36, 71-114,
Canpnabinoid recoptor expression in human leucocytes,
European Journal of Biochemistry. 1993, 214, 173-180.

More particalarty, compounds possessing an affinity for
the cannabinoid yecepior are useful as lmmunomodulators
and psychotropic agents, in thymic disorders, vomiting,
myorclaxation, various types of peuropathy, memory
disorders, dyskinesia. migraine, asthma. epilepsy and glau-
coma or else in anticancer chemotherapy. in ischemia and
angor, in orthostatic hypotensior and in cardiac insuffi-
ciency.

Thus, according to one of its features, the present inven-
tion relates to the compounds of the formula

20
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chlorine or bromine atom, a (C,;-Cj)-alkyl. a (C~C,)
alkoxy. a trifluoromethyi or a nitro group and g, is optionally
a phenyl group;

R, is hydrogen or a (C,~C,)-alkyl;

X is either a direct bond or a group —(CH,) N(R,)}-—. in
which R, is hydrogen or a (C;—Cy)-alkyl and x is zero or
one; and

Ris

a group —NR R, in which R, and R, are independently

a (C—Cq)-alkyl; an optionally-substituted non-
aromatic (C;=C,5) carbocyelic radical; an amino
(C,~C,) alkyl group in which the amino is optionally
disubstituted by a (C,-C,)-alkyl; a cycloalkyl-(C,-C5)
alkyl in which the cycloalkyl is C,—C| ,; a phenyl which
is unsubstituted or moposubstituted or polysubstituted
by a halogen. by a (C,~Cs)-atkyl or by a (C,-Cy)-
alkoxy; a phenyl (C,~C;)-alkyl; a diphenyl-(C -C,)-
alkyl; a naphthyl; an anthracenyl; a saturated 5- to
8-membered heterocyclic radical which is unsubsti-
tuted or substituted by a (C,-C,)-alkyl. by a hydroxy!
or by. a benzyl group; a l-adamantylmethyl; an aro-
matic heterocycle unsubstituted or mopo-or-
polysubstituted by a halogen, a (C,-Cjlalkyl, a
(C,—-C,)-alkoxy; a (C,—C,)-alkyl substituted by an aro-
matic heterocycle unsubstituted or mono- or
-polysubstituted by a halogen, a (C,-Cj) alkyl. a
(C,-C,)-alkoxy, or else R, is hydrogen and R, is as
defined above, or else R, and R,, together with the
nitrogen atom to which they are bonded, form a satu-
rated 5- to 8-meembered heterocyclic radical, said het-
erocyclic radical being other than morpholine when w,,
Wi, Wy W, and wg and g,. g.. g4, €5 and gg are ail
hydrogen;

a group R, as defined above when X is —(CH,) N(R;)—;

or

a group R when X is a direct bond, R being a (C—C5)

-alkyl; a (C4—C, ,)-cycloalkyl which is unsubstituted or
substituted by a (C,~Cs)-alkyl; a phenyl-(C,-C)-alky!
which is unsubstituted or substituted by a halogen or by
a (C,~C;)-alkyl; a cycloalkyl-(C,-C,)-alkyl in which
the cycloalkyl is C4~C,, and is unsubstituted or sub-
stituted by a (C,—Cs)-alkyl: or a 2-norbornylmethyl; or
one of their saifs. where appropriate.

The non-aromatic C,~C,; carbocyclic radicals include
saturated or unsaturated. fused or bridged momnocyclic or
polycyclic radicals. optionally terpene radicals. These radi-
cals are optionally mono- or polysubstituted. said
substiituent(s) being different from a substituted carbonyl



5.624.941

3

group. Advantapeously, the raonocyclic radicals are substi-
tated by at lcast one group sclected among the (C,-Cs)
alkyl, (C,~C,)atkoxy, halogen or fyydroxy groups, it being
understood that in the case of terpenes or terpenc radicals,
for example bornvl, menthy! or menthenyl. the alky! groups
of the terpene v not considered as substituents.

The monosyelic radicals inelude cycloalkyls, for example
cycloprepyi. cyclopentyi. cyclohexyl. eycloheptyl, cyciooc-
tyl and cyciododecyl. which are unsubstituled or substituted
by at least one (C,-C.)-alkyl, {C ~C5)-alkoxy. halogen or
hydroxy groups,

The fused. bridged cr spiranic dicyclic or tricyclic radicals
include for cxamplc neorbornyl. bornyl, isobornyl,
noradamantyl, adamantyl and spiro[5.5jundecanyl. said
radicals being unsubstituted or substituted by a (C,-Cs)-
alkyl.

Saturated 5- to §-membered heterocyclic radical is under-
stood as meaning a fused or bridged. non-aromatic
monocyelic, dicyclic or ticyeiic beterocyclic radical. the
heteroatom being 5. (O or N. or 2 pon-aromatic monocyclic
heterocyclic radical containing a nittogen atom and an
oxygen or suifur atom, said radicals being for example
tetrahydrofuranyl. tetrahydrothiofuranyl. tropyl.
morpholinyl. thiomorpholinyl. piperidinyl. piperazinyl. pyr-
rolidiny! or quinuclidinyl, the I-pyrrolidinyl, 1-piperidinyl,
L-hexahydroazepinyl. 4-morpholiny! and 4-thiomorpholinyl
radicals heing advantageous.

The aromatic heterocycles can be monocyclic or dicyelic,
for example pysrolyl. pyridyl. indolyl. quinolinyl, thiazotyl
or isoindazolyl, these aromatic bzterocyeles being unsubsti-
tuted or substitiad for example by hatogens, (C,~Cy)-alkyl
ot (C~Csi-alkoxy. The preferzd aromatic beterocycles are
pyridyi. pyrrofe, indols groups. the radicals 2-indolyl or
3-indoly! are particularly prefeved.

In fonpuls (1) above, preferably at least one of the
substitaents w,, W+, W, W and w, and g,. 2. 2., g5 and gg
is other thap hydrogen.

In fornwila {f) above, when R is a Group —NR R,
preferably:

R, is hvdrogen or a (C,-{)-alkyl group and R, is as
defined above for (I or

R, and R, ars each a (- p-adkyt group or a (Ci-Cg)
-cycloalky! group; or

R, is hydeogee or a {C,-C,-alkyl growp apd R, is a
cycloatkyl-(C -7} -alkyt aroup in which the cycloalkyl is
Cy-C,; a non-swomatic (C,—47, ) rarboeyclic radical which
is unsubstitutcd or substituted as above mentioned; a phenyl
which is unsubstituted or monosubstitated or polysubsti-
tted hy a halogen. by & (O~ )alkyl or by a (C,-C5)
alkoxy; a phenvi-A(C ~Cy)-atkyl or a (C,—C;lalkyl substi-
wited by a 2- o 3-indolvl,

Puptienlariy sreferably. when R in formula (T) is a group
—NR.R, B, 15 hvdroger or & {C,—Cy)-alkvl and I, is a
non-arcmatic (C1;-U,5) carboevelic radical. a eycloalkyl-
(0, -Cy)-atkey! i which the oyoloalkyt is C~Cy. or a 2- or
S-indolyl(C-C aik

The preferred alky!
isopropyt.

In forrula (17 azbove. R is advamtagcously a group
-—NR R, preferably selected from the radicals (1) to (74)
below.

Whes K, ad 2. with the pivogen atom to which they are
bonded, are a hcrerocyctiz, rudical, this is preferably a 5-. 6-
or 7-membered samrated hetirocycle and can contain
another heterontom. especially oxygen or sulfur, for
example a pyreolidine. a piperidine, a hexahydroazepine. a
morpholice ot » thiomorphotire. wiil the limitation speci-
fied above.

groups avs methyl, ethyl, propyl and
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The radicals represented by R as defined for (I) are

preferably radicals selected from:

(1) propylamino

(2) butylamino

(3) isopropylamino

(4) dipentylamino

(5) 2-(N.N-diethylamino)ethylamino
(6) benzylamino

(7) 2-phenylethylamino

(8) 3-phenylpropylaminc

(9) 3.3diphenylpropylamino

(10) phenylamino

(11) 3-chlorophenylamino

(12) 4-methylphenylamino

(13) cyclopropylamino

(14) cyclopentylamino

(15) cyclohexylamino

(16) cycloheptylamino

(17) cyclooctylamino

(18) cyclododecylamino

(19) 2-methylcyclohexylamino

(20) 3-methylcyclohexylamine

(21) cis-4-methylcyclohexylamino
(22) trans-4-methylcyclohexylamino
(23) cis-4-tert-butyleyclohexylamino
(24) trans-4-tert-butylcyclohexylamino
(25) 4-hydroxycyclohexylamino
(26) 2-methoxycyclohexylamino
(27) 4-cthylcyclohexylamino

(28) 2.6-dimethylcyclohexylamino
(29) N-methylcyclohexylamino

(30) N.N-dicyclohexylamino

(31) endo-2-norbornylamino (or endo-bicyclo|2.2.1)-

heptan-2-amino)

(32 ) cxo-Z-porbornylamino (or exo-bicyclo(2.2.1]

heptan-2-amino)

(33) l-adamantylamino

(34) 2-adamantylamino

(35) 1-noradamantylamino

(36) (1R)-bornylamino

(37) (1R)-isobornylamino

(38) spiro[5.5lundecanylamino

(39) cyclohexylmethylamino

(40) 1-adamantylmethylamino

(41) (2-tetrahydrofuranyl)methylamino

(42) 2-(N-methyl-2-pyrrolyl)ethylamino
(43) 2-(2-pyridinyl)ethylamino

(44) (2-indolyl)methylamino

(45) N-methyl(2-indolyl)methylamiro

(46) 2-(3-indolyl)ethylamino

(47) N-methyl-2-(3-indolyl)ethylamino

(48) 4-(N-benzylpiperidinyl)amino

(49) 3-quinuclidylamino

(50) exo-bicyclo]3.2.1]octan-2-amino

(51) bicyclo[2.2.2]octan-2-amino

(52) 3-chlorobicyclo[3.2.1]oct-3-en-2-amino
(33) bicyelo[2.2.2]oct-2-en-5-amino

(54) exo-bicyclo|3.2.1]octan-3-amino

(55) endo-bicyclo[3.2.1])octan- 3-amino

(56) endo-7-oxabicyclof2.2.1]heptan-2-amino
(57) exo-7T-oxabicyclo[2.2.1]heptan-2-amino
(58) endo-tricyclo[5.2.1.0>Idecan-§ amino
(59) N-ethyl-1-adamantylamino

(60) tricyclo}2.2.1.0*%Theptan-3-amino

(61) bicyclo[3.3.1]nonan-9-amino

(62) endo-1.3.3-trimethylbicyclof2.2.1lheptan-2-amino

(or fenehylamino)
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(63) (1R, 28-ndo )-(+)-bicycloi2.2.1Theptan-2-amino

(64) (1IR.2R~¢x0)-{—)-bicyclo]2.2.1]heptan-2-amino

(65) (15.2R-endo)-{-)-bicyclo} 2.2, 1jheptan-Z-amino

(66) (18.25-ex0)-1+)-bicyclof 2.2. 1 jheptan-2-amino

(67) 1-piperidinylemino

(68) L-pyrroticinyiamino

(69) 1-hexabydroazepinylamino

(70) 4-morpholinylamino

(71) 4-thiomorpholinylamino

(72) N-meihyl-exo-bicyclo[2.2.1heptan-2-amino

(73) N-ethyl-exo-bicyclo[2.2. 1Theptan-2-amino

(74) N-propyl-exo-bicyclo] 2.2, 11heptan-2-amino

Of the products of formala (Ty above, those of formula (Ta)
below are advantageous; in particolar, the compounds of
formula (Ia"):

Ry

(1)

in which w,, w,. w,, wsand Wg. 2, €5. 84, 8- and g, and R,
are as defined abcve for (I), R, is hydrogen or a (C,~Cg)-
alkyl and R is a non-aromatic C,—C, ; carbocyclic radical or
a saturated 5- to ®-membered heterocyclic radical selected
from 1-pyrrolidiny]l, i-piperidinyl, 1-hexahydroazepinyl,
4-morpholinyl and 4-thiomorpholinyl, and their salts. arc
-particularly advaniageouos.

Of the prodtucts of formula (1), those of formulac (Ia), (Th),
(Ic), Ad), (Te) and (¥ below, in which at least one of the
substiments w.. w,, w,, W, and w, and g,, 2. 2,, £ and g,
is other than hydrogen. R, is hydrogen or a (C,-Cy)-alkyl,
R, is as defined above, R, is hydrogen or a (C-C3)-alkyl
group, R, is hydiogen or methyl and R, is a cycloalkyl-
(C~C5)-alkyl, the cycloalkyl being C,-Cg, or a phenyl
(C,—C;)-alkyi whict is unsubstituizd or substituted on the
aromatic ring by « mathyl group i a fluorine or chloring
atom, and their salis, where appyopriate, are particnlarly
advantageous.

In these latter parucularly advantageous products,

when K, is 2 {C, - )alkyl, the methyl. ethyl, propyl and
isopropyl groups aie preferred;

when R, is a {C - )-alkyl the methyl group is preferred;

the preferred groups R, are nop-aromatic C;-C,5 car-
bocyclic radicals which are unsabstituted or substituted by a
(C—Cy)-alkyl, especially methyi, ethyl, propyl. isopropyl or
t-butyl, or by twr or three methy! groups, ot example a
methyl-, ethyl- or -burvl-cyclohexy! radical or a dimethyl-
or trimethyleyelohexyl radical, cycloalkyl-(C,-C,)- alkyl
radicals in which the cycloalkyl is C,—Cy; (C-Cs)-alkyl
radicals substituted by a 2- or 3-indolyl zroup; 2- and
3-indolyl radicals; and 1-pyrrolidinyl, I-piperidinyl.
1-hexahydroazepinyi. 4-morpholinyl and 4-thiomorpholinyl
radicals; and :

the preferred groups Ry are cyvelohexylmethyl,
cyclohexylethyl, bearyl, 4-mcthylbenzyl and phenethyvi
radicals.
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Of the products of formula (I) above, those of formula (i):

X—C—R @

Cl

Cl

in which R,, X and R are as defined-above for (I). and their
salts, are very advantageous, especially when R, is hydrogen
or a methyl group or when R, is hydrogen or methyl and X
is a direct bond.

The compounds of formula (i) in which R, is hydrogen or
methyl. X is a direct bond and R is a group —NR R, in
which R, is hydrogen or a methyl group and R, is a
non-aromatic Cy~C, 5 carbocyclic radical or a saturated 5- to
8-membered heterocyelic radical selected from
1-pyrrolidinyl. 1-piperidinyl. l-hexahydroazepinyl.
4-morpholinyl and 4-thiomorpholinyl. and their salts. are
particularly preferred.

Especially preferred is the compound of formula (i) in
which R, is methyl. X is a direct bond and R is a group
—NR R, in which R, is hydrogen and R, is I-piperidinyl,
as well as its pharmaceutically acceptable salts and their
solvates.

Other particularly preferred compounds of formula (i) are
those in which R, is hydrogen or methyl. X is —(CH,) N
(R;y)— and R is —NR R, x being zero or one. R, being
hydrogen, Ry being hydrogen or a methyl group and R,
being a phenyl which is unsnbstituted or substituted by one
or two halogen atoms, a (C,~Cs)-alkyl group or a (C,-Cy)
-alkoxy group, or a non-aromatic C,~C,s carbocyclic
radical, and their salts.

Of the compounds of formula (I). those of formula (ji):

X—C—R Gi)

w4

in which X and R are as defined above for (I) and w, is a
methy] or methoxy group. especially those of formula (ii) in
which w, is a methyl or methoxy group, X is a direct bond
and R is a group —NR R, in which R, is hydrogen or a
methyl group and R, is a non-aromatic C;-C, 5 carbocyclic
radical, and their salts, are also advantageous.

An advantageous subclass comprises the compounds of
formula (ii) in which w, is a methyl or methoxy group, X is
a group —(CH,) N(R;)— in which x is zero or one and R,
is hydrogen or a methyl group, and R is a group —NR,R,
in which R, is hydrogen and R, is a phenyl which is
unsubstituted or substituted by one or two halogen atorms. a
(C,—Cy)-alkyl group or a (C,~Cj)-alkoxy group, or a non-
aromatic C,~C, 5 carbocyclic radical, or their salts.

Other valuable compounds according to the present
invention are those of formula (I) in which Wy, Wi, W, Wy
and W, £, 83, 4. 2 and g, and R, and X are as defined
above for (I) and R is a group —NR,R, in which R, is

o
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hydrogen or a (C,—Cg) alleyl groop and R, is a 2. or
3-indolyt-(,—C5)-alkyl group «r a 2- or 3-indolyl group,
and their salts.

Of the iatter. the products of formula (iii):

(i)

in which X is as defined above for (I). R is a group —NR R,
in which R, is hydrogen or a ((--Cgi-alkyl and R, is a 2-
or 3-indolyl-(C,—C,)-alkyl group or a 2- or 3-indolyl group,
and either w,, is hydrogen and ‘w, is a methyl or methexy
group or w- and w, are a chiorine atom, and their salts. are
particularly valuable.

Of the products included in Yormula (I) above, those of
formmla (ivy:

{iv)

in which X and R are as defined above for (I) and g, is a
bromine atom or a methyl or Gifincromethyl and thein salts,
are also valuable.

In preferred products of formaala (iv), the two chiorine
atoms are in the 2.3-, 2.4-, 2,5 or 3 4-positions. ard in these
preferred products of formnula (ivy, those in which X is a
direct bond and R is a group ——NR,R, in which R is
hydrogen or & {C,—Cg)-alkyl and R, i 2 non-aromatic
carbocyclic radical containing from 3 to 15 carlDon atoms
are particularly preferred.

The salts. where appropriate, of the compounds according
to the present invention, especially of those of formulue (L),
(Xa"). (1). (ii) and (iii) above and ‘Ta), {Ib). (Ic)., (Id). {Ic) and
(1) below, include both those with mincral or organic acids
which permiit a suitable separaiioa or erystallization of the
products. such as picric acid ar oxalic acid, and those with
acids which form pharmaceutically acceptable salts such as
the hydrochloride, hydrobromic s, sutlate. hvdrogensulfate,
dihydrogenphosphate, methap:sulfonate, methylsulfate,
oxalate, maleate. fumarate. naphthalene-2-suitonate,
glyconate, gluconate. citrate. isethicnate and paratolucne-
sulfonate.

According to apother of its fertures, the present invention
relates to a method of preparing the compounds (I). which
compiises treating a pyrarole-3-carbexylic acid derivative
of the formula
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Ry COOH (M)
B6 / \
¥ N N
Wg w2
B4 43
& ws w3

Wy

in which w,. Wy, W, W and wg, g,. 85, 24- 85 and gg and R,
are as defined for (I), or one of its activated forms. namely
one of its esters or acid chlorides, * either with an amine of
the formula HNR,R,. in which R and R, are as defined for
(D). o give the amides of the formula

{l) /Rl (Ia)
R C—N
, VR
£, N/ N
We, w3
24 B2
& w5 W3
Wy

in Which W.. W4, W, Ws and We. 8., 4. 84. g5 and ggand R ;.
R, and R, are as defined for (I). * or optionally with a
primary amine R,NH,, in which R, is as defined for (I). to
give the intermediate amides (V) of the formula

Ry CO—NHR; (V)
. J/
N
&, N -
ws, w2
-4 £
& ws w3

We

in which W,. w3, W,. W5 and W, 2. 3. 84 £5 and ggand R,
and R, are as defined for (I), to give, by reduction with a
metal hydride, the intermediate arnines of the formula

Ry CH;—NHR3 (V)
, J
N
s N
we, Wz
Ba £
Es W5 w3
W4

in which wa. Wa. Wa. W and Wg, go. 3. 4. g5 and g and Ry
and R, are as defined for (). which are converted to the
amide or urca of the formula
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-continued
Ry :_[h)
! Ry (le)
R, N —=C =Ry |
Rs Ne=C—~NH—R;
g / R\ o 5 Il
o]
o fe / ’
£s. o N N
B, N -
) W R
o~ ™Y W, wy
2 £ (ﬂ 10
PN B4 2
&3 Wy Wy
£ ws w3
wy
W4
or
N e 15 in which W,, W3, W W5 and We, 2, £3. 84. 85 and g and R,
N 9 are as defined for (I) and R, is hydrogen, the same com-
Ry CH:-‘."-N*-'ﬂ“*NH_Rz pounds in which R, is other than hydrogen being prepared

0

&4
B3

in which w,, Wa. Wy, Ws and We, 2, 840 4. 25 20d g 2nd R,
R, and R, are a5 defined for (T}, by reaction with an acid
chloride of the formula R,COC! o, respectively. an isocy-
anate of the formula R,—N==(==(0), in which R, is as
defined for (), ¥ or with & diphenyiphosphotyl azide deriva-
tive in a basic medinm, followed by an acid treatment, to
give the intermediate amine of the formula

(VIT)

in which w,, w3, w,, Ws and wg. &, 2. 24 £5and go and R,
are as defined for (1), which is reacted with an acid chloride
R,COCI or an isocyanate R,—N==={(==0 to give respec-
tively the amides and ureas of the formulae

iil:, Tdy
Ry N By
Y, ] !
{0
- / ‘
[ N
,"M\ ™ a
IO [ A
B4 £ { ‘g J
e
: e,
s s e
s
and
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from the above primary amine (VII) converted to a second-
ary amine of the formula

(VIIb)

W4

in which w,., W3, W,, W5 and wg, g5, 3. 84. 85 and gg and R,
are as defined for (Iy and R'; is (C,-C,)-alkyl, which are then
reacted with an acid chloride R,COCI or an isocyanate
R,—N==(C==0 to give the amides and ureas of formulac
(Id) and (Ie) as defined above in which R, is other than
hydrogen, * or with an organomanganous reagent R,MnX,,
in which R, is as defined for (I} and X, is a halogen. to give
the ketone derivatives of the formula

ICl) (i)
R4 C—Rs
o J
247 N/ N
) w2
&4 &2
& w5 w3
Wi

the resulting compounds then being converted to one of their
salts. where appropriate,

In a prefereptial procedure, the pyrazoles of formula (I)
can be synthesized from the corresponding esters by con-
version of the ester group to an amide, urea or ketone via the
acid and the acid chloride.

Said esters are synthesized by applying the method
described in Berichte. 1887, 20, 2185.

The reaction scherme for the preparation of the compounds
(T) via their methyl or ethyl esters (Alk==CH, or C,H) is
represented by SCHEME 1 below:
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SCHEME 1
. OME
B o P
gg\(//‘ LC— by £, C=CH—R4
O s
34/L§" 3 & :41
£} 4]
av
) COrEt
YR
COsEL
OM®
° < P
£ £ C=ComC—COp Al
O I '\ h ¢ lll (Al = CH.
wy, vy, Wy 4 =LHs,
oy - - “{. = Cals)
& £ m ! «ne & o)
e
£ ws \/\‘“ g 8
Wy 1y
(Ta)
R L COgH
PV _’.‘l‘
e l i
N
&, N

P
&4 2 O
3 -

(It

The first step ) consists in proparing an alkali metal salt
of an acetophenone derivative of formula (IV). in which R,
and g5, ., £4. €5 a0 gg are as defined above for (T, to which
an equimolar amount of diethyt oxalat: is then addad (step
b) to give the ketocster of formula ().

In the case where R,=H. the alkali metal will preferably
be sodium and the salt of the ketocster (1IN (Alk=—CH,) will
be obtained aciording to Bull. Soc. Chim. Fr.. 1947, 14,
1098, vsing sodiwm methylate 1n methanol to perform step
a).

In the case where ¥,==CH,. ‘he alkali metal wil! proefer-
ably he lithivin and the sale of the ketoester (I
(Allee=C, 1) will be obtained aceerding to ). Heterocyelie
Chem. 1989, 20, L389. using th= lithivm salt of hexameth-
yldisilazane in ethy! ether te. perform step a)

The alkali metal salts (BT propared in this way arc then
refluxed in acetic acid with an excess of a hydrazine deriva-
tive (step ). Predipitation in ioed watsr gives the 3-pyravole
esters (1a).

These esters (Ya> are thew cor verted to thejr acids (TIb) by
reaction with ap alkaline age:d, for szample potassium
hydroxide, followsd by acidification {(step 4)

In SCHEME } above. the seters of formaula (Ha) in which
w, and w, are a chlozine aton: v, W, 2nd we are iydrogen,
8,4 i5 a chlorine atomy, g,. 8. £ afwd g, are hydrogen and Alk
is a (C,—Cyp-alkyl. and the covesponding acids (1), are

novel key intermediates for tie preparation of the partico-

larly advantageous compounds (i) and thercforc represeat a
further feature of the invention; thesc compounds have
formula (Il'a) or (Ifb):

45 COAK (IT'2)

or
ou

50 Cl

Cl

» @)

Cl

65
When X is a direct bond. the amides according the

invention of formula (Ia):
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Rimonabant
SR 141716, SR 141716a

Adis Comments

Table |. Features and propotics

Cl

Z

Z3w

Rimapahant [SR 141716, SR 141716A] is a ncurokinin 3 antagonist and
sciective cuonabinoid CB 1 receptor antagonist developed by Sanofi. Inmid-1999,
Senofi werged with Synthelabo to form Sanofi-Synthelabo. In a rodent model.
imongzhant has demonstrated memory-enhancing propertics in preclinical trials,
hot sommereial development in this indication docs not appear to be actively
OLROHIE,

Riwnnanant has entered phase 1 clinical studics for the treatment of obesity.
i phase 1 olinical studies, patients with obesity receiving rimonabant achicved
significunt weight loss, and showed an excellent safety profile.

Ruronanant reportedly at phase a for schizophrenia.

Chemical Name
Molecular Formula
CAS Number
WHO ATC code

EphMRA ATC coge

Originator

Highest Development Prase
Properties

Mechanism of action
Pharmacodynamics

S-Pinariaing-£ - 4-chicrophenyl) . 1-(2 4- dichlorophenyl)-4-methyipyrazole-3- carboxamide

Het T N4 O

THRRTE-061

AUBA [Ariichesity Preparations, Excl. Diet Products); NOSA-X (Other antipsychotics); NO7X (Other
fanmus Jyatemn Drugs)

Aub, (Antionesity Preparations, Excluding Dietetics); NSA (Antipsychotics); N7 (Other CNS Drugs
riching Antismoking Products)

Sanafi-Byethelabo, France

1

Cadeeasie it GBI receptor antagonists; Neurokinin 3 antagonists
Fotertal merrory-enhancing and antipsyehotic activity
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Research & Development

-- Raetwyn Poole —
Treatment with rimonabant {Acomplia), a selective CB; receptor blocker, is effective in reducmg
badyweight in overweight/obese patients with untreated dyslipidaemia, and also results in prolonged
cessation of smoking without sigrificant weight gain, according to two phase 11l studies presented at the
53rd Annual Scientific Session & the American College of Cardiology [New Orleans, US; March 2004). In
the first study, prolonged abstivence from smoking was achieved in significantly more rimonabant 20mg,
compared with placebg, recipiznts; ao significant increase in bodyweight was observed among these
patients. The second study shovved that rimonabant was effective in reducing bodyweight and waist
circumference, and improving seram lipid profiles, in overweight or obese patients with dyslipidaemia.
Furthermore, a significant redustion from baseline in the number of patients with metabolic syndrome was
observed with rimonabant 20mg. These studies suggest that, subject to approval, rimonabant will be the
first drug to target multiple risk factors for cardiovascular disease.

Rimonabant is the first in a new ¢luss of drugs that act
on the endocannabinoid system, which is beheved to be
involved in the regulation of food virake and energy
cxpenditure and in tobacco dependie. e, Civerzating,
excessive fat accumulation and chrunic tobacco use lead
to overactivation of the endocannatinoid system. By
blocking the CB; receptor, rimonabant belps 10 normalise
the endocannabinoid system; this can result in weight loss
and improved metabolism of lipids and glucose in
overweight or obese patients, or cnable the cessation of
smoking without significant increases in bodywzight.
Rimonabant improves quit rate

The effects of rimonabary in smoking cessation were
evaluated in STRATUS-US,” 2 randunised, double-bliti,
parallel-group study that earolled 7t7 smokers at
11 centres in the US, At baseline, palients smoked an
average of 23 cigarettes per day an! Lad rreviously
attempted to stop smoking an averzpe of four tmes.

Patients received rimonabant Smyg &t = 262),
rimonabant 20mg (261), or placcho {261}, once daily for
10 weeks, and were monitored for & further 42 weeks
afier completing treatment. Patients. were motivated to
quit and received weekly counselin;; atthough they were
allowed to smoke during the first o vecks of wreatment,
the target for smoking cessation vz dav 15, No diet or
exercise recommendations were mais,

The primary efficacy measure w13 the propoition of
patients who reported abstaining - .noking for the
final 4 weeks of the treatment pericl Abdstinence was
verified by measuring carbon mone:ade levels in expired
air (< 10 ppm) and plasma concentratinis of cotinine, the
principle metabolite of nicoine (= ¥ Lg/L),

Prolonged abstinernce achievad. . .

A significantly higher proportion of paiients treated
with rimonabant 20mg, compared v 1th piacebo recipients,
achieved prolonged abstinence frop smoking [see
table 1. The odds of guitting wae doubied among
rimonabant 20mg, compared with | uocho, recipiens;
odds ratios for abstinence zinong the intzndon Lo treat
population and among patieats wir completed the full
10-week treatment course were 2 ) and 7.2, respectively.
There was no significant difference beivesn the
rimonabant 5mg and placcho groug
. . « without weight gain

No significant change from basel. oz 1o woiZht gain was
observed among rimonabani 20mg voiplents [see
table 11. When grouped according o ikcir bodyweight
classification at baseline, rimonabe: £ secipients from all
classes had significantly redvced weighi gan, compared
with placebo-treated paticnts. Faril oo v, reduetions in

1173-8324/04/1429-0007/811.00 © 2000 kuits Jaw lrdormation B All rights reserved

bodyweight (mean of 0.1-0.4kg) were observed among
overweight and obese patients who were treated with
rimonabant 20mg; in contrast, there was a mean increase
of 1,7-2.1kg among overweight or obese placebo
recipients.
Dual effect likely to appeal to smokers
"Smoking is one of the leading modifiable risk factors
Jor heart disease and we have very few medications
available to help people stop smoking,” said Dr Robert
Anthenelli from the University of Cincinnati College of
Medicine, US. "STRATUS-US suggests that rimonabant
may have a distinctive dual efffect that could prove to be
critical in helping patients to quit smoking while reducing
the likelihood of weight gain". The prospect of weight
gain after cessation of smoking can be a deterrent for
smokers, particularly women. Thus, a treatment that
would enable them to quit smoking without gaining
weight is likely to hold considerable appeal.

Table 1. Effects of nmonabant on: smokmg

cessahon ‘and bodywenﬁht doE
Plaoebo ) lemubam
- &myg 20mg
Prolonged shetinence from smoking (% of patients):
Intent-to-tragt 2.8 -
Patipnts Jger

10 wooks'

treatment -
Mean change from basaline in bodyweight, adjusted for quit status

and grouped aceording to: b_gullm welght* (kg):

Normal \wmht LT +1.3. 7 0.5

Querwaight::. STk 01
Grade |: obealty ~0.1

GradeHt or1H . —0.44
obesity’

* p < 0.005.vs placabo

* p 0.0} vs placabo

tp < 0:00D1vs placebo

*P«OOO‘Ivsplaoebo e i

* WHO weight classilication by body mass indax (BMl) Normal

range = 18.5-24.9 kg/m® ; overwelght = 25~-20.9 kg/m* ; grade |
obesity = 3034 .8 kg | qmaanobasnyuas-asswmgadem
obesity > 40 kg/m® .

Benefits beyond weight loss

A second study presented at the meeting assessed the
efficacy of rimonabant in reducing bodyweight in
overweight or obese patients with untreated
dyslipidaemia. RIO-Lipids,** a randomised, double-blind,
parallel-group study enrolled 1036 patients with a BMI of
2740 kg/m? and elevated triglyceride levels or a high
total-cholesterol: HDL-cholesterol ratio .

Following a single-blind 4-week period in which all

Inpharma 20 Mar 2004 No. 1429
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,-lekmabant reduces nsk Factors

patients reccwed placebuw, they were assigned to treatment
with rimonabant Smg (n = 345), rimonabant 20mg (346),
or placeto (342), once daily for | vear. Although no
specific dietary modifications wee prescribed, patients
were required 1o reduce sheir focd incoke by 600 Calories
per day and were given mainni guidance,
Weight and abdominai fai reduced

Rimonabant produced siguifics i, dose-dependent
reductions in bodyweight, compeied with placebo. After
1 year of trecatment, the majority of rimonabant 20mg
recipients had achieved reductiors in bodyweight of 2 5%
and 2 10%, relative to bascline {oee mble 2. Patients who
received rimonabant 20mg bad Lot en average of R.6kg,
compared with a reduction in oodyvweizh from baseline
of only 2.3kg in the placebo gropy (o« 0.001). Patients
treated with rimonabant Srog alsi lost significantly more
weight than those in the placetso group, although the
difference was not as marked ss wi2h the 20mg dose.

Importantly, the weight loss observed among patients
completing 1 year of lrearment with viznonabant 20mg
was accompanied by a significan: %.icm reduction from
baseline in waist circumference (1 < $3.001 versus
placzbe). Patients treated with tiznopsbant Smg also had a
significant reduction in waist o mvence, coinpared
with placebo recipiemts. althoigh (hiv was lass then in the
rimonabant 20mg group. This reuciion in waist
circumference indicates that virme nabart provides benefits
in addition to thosc of graerabie:! weight loss, as
abdominal obesity itself 15 & rigk fzctor for cardiovascular
disease.

Table 2. Effects of rimonabanien bodyweight and

;-metabohc gyndmmg sy o i

i “Placebo Fimonabeat =15
RPN o hat1g) . 207y
Patlents with reductions ot 2 8% in o el it trom baselime %)
Intention-to-reat e L B Ehu Se.8°
‘population -

‘Patients wmpleﬂng 4“'8“_ : 72‘9'; B

“ilyaear ot O
trea!munt ; o

Mhn!a with mdu—ﬂonns‘m ] '5% i Iy mé st fervm pasating (%.):‘
Patients completing | -+ii . 103 ] 443
1ot of : i
freatmen:

'-Puﬂenm wmr-mmbom wm!mmm QM . i Cils

Z-Basahm ST gt T RN TR Y
Fyear T g 40 STt L
“p's 0.001 vs placabo i T

** p < 0,005 ve placabo

Improved lipid profile

Significant improvemenss i s,
observed in patients treated &0
1 year, Relative to has‘xr,mu‘* w’;‘;«;.ie:yu‘-'r A lavels
increased by an averay cad prghyveride Tavels
decreased by an dwmw »;1 VA iy adients receiving
rimonabant 20mg (bolh p « SO0 verig Mau:bo:
Although a significant increas: i HUL-oholestatol ievels
was observed in rimonabant Srns o i =0 with piacebo,
recipients at 1 year, thare was w snce between the
two groups with respect to iigly eoides,

A shift in LDL-cholestesg: parais ze was observed at
1 year, with rimonabaag T woonis having 2 4 7%
reduction in the proporiivn nf wrne pamticies and af
increase of 6.3% i the propoae o ol large (DL~

cardphl profiies were
Eosdcaabans 20mp for

cholesterol particles, compamd with placebo recipients
(p = 0.002 and p < 0.001 versus placebo, respectively).
Small, dense LDL-cholesterol particles are more
atherogenic and associated with a greater cardiovascular
risk than larger LDL-cholesterol particles.

Among a subgroup of patients in whom these
parameters were measured, an increase in adiponectin
levels and a reduction in leptin levels were observed after
1 year of treatment with rimonabant 20mg, compared
with placebo (both p £ 0.00] versus placebo).

Furthermore, levels of C-reactive protein (CRP), an
inflammatory marker associated with cardiovascular risk,
were reduced from baseline by 27% in the rimonabant
20mg group, compared with a reduction of only 11%
among placebo recipients (p < 0.01).

Positive effect on metabolic syndrome

At the 20mg dose level, rimonabam was also shown to
improve insulin sensitivity; furthermore, the proportion of
patients with metabolic syndrome was reduced, relative to
baseline, in this group at 1 year.t A 2-hour Oral Glucose
Tolerance Test showed that rimonabant 20mg recipients
metabolised glucose more efficiently than placebo-treated
patients, and had a reduction from baseline in blood
glucose levels of 9%, compared with 4% in the placebo
group (p < 0.001). This improved glycacmic control was
achieved with a 22% reduction from baseline in insulin
levels in the rimonabant 20mg group, compared with a
2% increase among placebo-treated patients (p < 0.001).
Treatment with the lower rimonabant dose did not
significantly reduce the proportion of patients with
metabolic syndrome, compared with placebo.

“Remarkable” effects

"In this study, rimonabant was effective in reducing
abdominal obesity, which is now known to be a major
independent risk factor for cardiovascular disease,” said
Dr Jean-Pierre Despres from Laval University and Laval
Hospital Center in Quebec City, Canada. "While the
weight loss seen was clinically relevant, what is truly
remarkable in this study was the significant effect that
rimonabant had on improving associated cardiovascular
risk factors such as waist circumference, and glucose and
lipid profiles".
Favourable tolerability profiles

Rimonabant was generally well tolerated in both
studies, with most adverse events being mild and
transient. Adverse cvents among rimonabant recipicnts
included nausea, upper respiratory tract infections and
dizziness. The discontinuation rates, including
discontinuation due to adverse events, were similar for
rimonabant 5mg and 20mg and placebo in both studies.
There were no concerns over cardiovascular safety, or
over depression and anxiety (assessed using the Hospital
Anxiety and Depression scale).

* STRATUS = STudies with Rimonabant And Tobacce USe
** RIQ = Rimonabant In Obesity

 "Metabolic syndrome" is a combination of health risks and
conditions that increase the likelthood of developing diabetes or
cardiovascular disease. Patients with metabolic syndrome have
2 3 of the following: abdominal obesity (waist circumference of
> 102cm for men or > 88cm for women), BP 2 130/85 mmHg,
triglyceride levels of 2 150 mg/dL, HDL-cholesterol levels of

< 40mg/dl for men or < 50 mg/dL for women, and abnormal
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1. Dale L., et o, Effects of rimonaba
factors: resulis Som the STRATUS
motivated 1o guiry and the RIO-LIPINDS -
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Session of e Amgrican Coliege of Cardiology @ L iF Abstmees ) T pagel,
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» Editorial comment: Rimonabany {Sonofi-Synrhélabo |
is in phase T of clinical developmen: for the reatmzny af
obesity and smoking withdrcwad ir e Ly and Ewrope,

Seven phase HI studies involving a total of > 13 000
patients are being conducted; four of these studies will
evaluate rimonabant in obesity (RIO-North America, RIO-
Europe, RIO-Lipids and RIO-Diabetes) and the other
three will assess its effects in smoking cessation
(STRATUS-US, STRATUS-Europe and STRATUS-
Worldwide). This phase 11l trial programme is expected to
be completed by the end of 2004,

CCI 779 active in refraciory
metastatic renal cancer

CCI 779%, an ester analogue of i sdiraas, shows
activity and has managealbds toxiziin [ puifenis with
refractory metastatic renal cancer, oy U5 -based
researchers.

This study involved 111 such pof s whi were
randomised to receive weekly FV EAREERE of TCL 779 at
a dose of 25mg (n = 36), 73mg (!
Treatment continued until cvidepcs -0/
or unacceplabie toxicity.

The objective response rae for the.
was 7%, with complete, p:—mml At ¢
obtainad in 0.9%, 6.34% 2
respectively, and disezse suhriisal
an additional 17.1%. The media 4
5.8 months. Simiar efficacy was ot
doses of 25-, 75- or 250mg.

CCI 779 was assoctated with razer)
16% of patients, mucositis in F0% o7 puriats arad
asthenia i 50% of patients Urade >~ events inchuded
hyperglycaemia (17%), Liypophioss reemiz (13%),
anaemia {9%), and hypertriglveende mia (%),

"Addivional study of this agert, ¢ wir tlone or in
combination, in appropvri selvc o | oaidenss Jg
warranted"”, conclude the msearches

FRA5E PIrOEIes2Inn

eniir: pnpu]auan

7 with weekly

oparuer rash in

* Wyeth: phase (lf for rena: cancer wus whiie H Jor breast
cancer. cancer, multiple sciceoiiy, g poentate concer

** The study was supporred b ooy oermick
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50% in the placebo group. Corresponding 30-day survival
rates were 71, 57, 50, 63 and 43%, respectively.
NOX 100 was not associated with any adverse events,

* Medinox; phase Il for septic shock in the US

** systemic inflammatory response syndrome

Medinox. Medinox Announces the Presentation of NOX-100 Septic Shock Clinical
Results ot The Sixth World Congress on Trenama, Infl jon, Shock and Sepsis

in Munich, Germany on March 3, 2004, Media Releasc : 8 Mar 2004, Available
from: URL: http://www.medinox .com 309032093

B The humanised anti-CD25 monoclonal
antibody daclizumab® has improved pulmonary
function in a double-blind phase II asthma trial.
Patients with chronic, persistent asthma whose disease
was not well controlled with high doses of inhaled
corticosteroids (n = 114) were randonused in a 3:1 rato
to receive ten doses of daclizumab or placebo at 2-weekly
intervals in addition to inhaled corticosteroids.
Daclizumab was administered as an initial IV dose of

2 mg/kg followed by subsequent IV doses of 1 mg/kg. At
12 weeks, patients receiving daclizumab experienced a
mean increase in FEV, of 4.4% of baseline, compared to
placcbo patients who experienced a mean decrease of
1.5% (p = 0.03). Secondary clinical endpoints supported
these findings.

* Protein Design Labs; phase 11 in the US for asthma.
Daclizumab has been launched for renal rransplant rejection.

Protein Design Labs Ing, Protein Design Labs Reports Positive Results in Phase I
Clinical Trial Of Daclizumab in Asthma Media Release ; (5 Mar 2004, Available
trom: URL: htp:/iwww.pdl.com AOITHE

M The immunomodulating agent abetimus’can
successfully reduce proteinuria in patients with
systemic lupus erythematosus (SLE), according to
additional data from a phase III and a phase II/IIT trial.
Among patients with high-affinity antibodies to abetimus
[Riguent], those receiving the drug were significantly
more likely than thosc receiving placebo to achieve a

2 50% reduction from baseline in the amount of protein
in their urine at week 52; these results were observed
from measures of 24-hour protein in the phase UI trial
(41% of abetimus recipients versus 28% of placebo
recipients) and in the phase VI trial (44% versus 18%).

* La Jolla Pharmaceuticals; preregistration in the US for lupus
nephritis

La Jolla Pharmaceutica! Company. La Jolla Pharmaoeudcal 10 Present Additiona)
Riquent(R) Resuhs At SG Cowen Health fy ¢. Mcdia Rel 11 Mar
2004, Avaiiable from: URL.: hup: Ilwww.ljpc.cnm 809012281
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En la ciudad de Cali, Capital del Depar-
tamento del Valle del Cauca, Reg’\iblica de
[ 4
Colombia, a 1? YEINTITRES (23) dias -
d.e.l‘-me.vs de OCTUBRE del afio DOS MIL UNO --
(2.001), ante mi, JORGE ENRIQUE CAICEDO ZAMORANO, Notario
'TERCERGOC (30,) del CIrculo de Cali, - - ~ -~ = -
. compareci6 JUAN MANUEL BARBERI OSPINAVmayor de edad, vecino de Cali,

ntificado con la cédula de ciudadania nﬂme/w 14.949.561 de Cali, y dijo: -----

Qﬂ%
o

las leyes colombianas, ‘con ‘domiicilid y ‘sede principal en Cali constituida

escritura pliblica nl’lmero.'ZG?Q_dg Iéf?}Totaria Segunda de Cali de fecha 12 de

io de 1957, rcformada en distintas on_trﬁ_midades, seglin consta en el certificado

expedido por la Cdmara de Comercio de Cah e

SEGUNDO: Que ~n tal cardcter, por este pablico instﬁimcnt%oncedc Poder Especial

. . : X T T
. \—X&C) /)> pero amplioy sutiente a JOSE LUIS REYES.VILLAMIZAR, mayor de edad, vecino de

Bogota, identificadocon C.C. # 79152473c \.fsaquéﬁ,‘ abogado en ejercicio, portador

de la TP 44655 del C.S.de laJ., domiciliado en Bogotd, D.C., Repiblica de Colombia

con direccién carrgra 7 No. 88.23 oficina205; de la misma ciudad, como su representante |

con poder especial, amplio y suficiente, para obtener la proteccién de nuestra propiedad

industrial y contra la competencia desleal, a cuyo efecto lo autorizo, para que nos
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represente ante cualesquiera entidad o persona, ejerzan o no jurisdiccion, especialmente

ante las del orden administrativo, contencioso-administrativo y judicial, en todo lo

=
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s 1 . .. .. ., .

8 o concerniente a los siguientes asuntos: a) Obtencidn, formulacién de observaciones y
W '

> Z oposicién a patentes de invencién, modelos y dibujos induspfiales y el registro de

& O F p p y 3 g

g g0 licencias de uso de ¢sos derechos; b) Las acciones de oposicién, cancelacidn, nulidad,
O ¥ -t - .

':’51 o medidas cautelares, concesién de licencias y en general los procesos ,c_ivues;'pef;q |

4 :

administrativos o contencioso-administrativos relacionados ¢on estos derechos u ot

diferente naturaleza; acciones y procesos que promovamos o s¢ nos promuevan; y c) %&*

ESTE PAPEL NQ TIENE COSTO ALGUNO PARA EL USUARIO
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que en todos los asuntos arriba determinados, , tanto en los términos sefialados-por

los

- articulos 42 y complementarios de la Decisién 486 de la Comunidad Andina'?;'b-mo

“del

" articulo 70 del C.P.C pueda sustituir este mandato, transigir, conciliar, admitir 16s hechos

del proceso, desistir, cancelar, recibir, renunciar, y ratificar los actos de agentes oficipsos

»
y ceder a titulo gratuito y/o oneroso, licenciar, inscribir contratos de cesién y de licencia,

inscripcién de prendas, levantamiento de prendas, inscribir derechos de retencién y en

general todos los asuntos que se deban tramitar ante la Superintendencia de Industria y

Comercio.---- -——r - e e o e e = 2 o e e o e

Lefdo el presente instrumento al otorgante, lo aprobé y en constancia firma conmigo el

Notarit de todo lo cual doy fe.----
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Se agregan comprobantes. Derechos $30.000,00 Decreto 168]

de

Septiembre 16 de 1996, Reformado mediante Resolucibn No.5839

de Diciembre 27 del afio 2.000 y Decreto 13267de Julio 06

del

efio 2.001. Se corrid en la hoja nimero AA 3286877, ENMENDA-

DO "OCTUBRE" VALE.
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