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TITULO SOLICITADO: "PROCEDIMIENTO DE PREPARACION DE 

DERIVADOS DE N-PIPERIDIN-1,5-DIFENILPIRAZOL-

3-CARBOXAMIDA31
. 

S PUBLICACION: Gaceta 583 de 18 Diciembre 2007, N° de publicación 

819. 

PRIORIDAD: FR 0408111 de 22/07/2004 

SOLICITANTE: SANOFI-AVENTIS. 

APODERADO: EMILIO FERRERO 

TRAMITE: Presentaciónde  Oposición 

� / 

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

pie de mi firma, abogado en ejercicio, titular de (a tarjeta profesionat nUmero 44655 

del Consejo Superior de (a Judicatura, obrando en catidad de apoderado de (a 

sociedad TECNOQUIMICAS S.A., en ejercicio de to dispuesto por el articulo 42 de 

la Decision 486 de 2000, muy respetuosamente me permito formutar la siguiente 

I. PETICION 

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

090.489, por no cumplir con to dispuesto por los articulos 14, 16 y 18 de (a 

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

continuaciOn. 

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

Asiste a TEGNOQUIMICAS S.A., legItimo interØs para presentar esta oposición, 

pues la eventual concesión de la solicftud restringiria injustificadamente el empleo 

de ciertas sustancias, derivados y proc,sos que a nuestro iuicio carecen de nivel 

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

mis clientes estÆn interesados,/ por su misma condiciOn de industrias 

farmacØuticas, en evitar la concesión 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. 

Ill. FUNDAMENTO DE LA OPOSICION 

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

compuestos de fOrmula: 

RI (NHHN 

(I) 

caracterizado porque se hace reaccionar un 

derivado de pentano de formula: X-(CF12)5-X’ (1.1) 

En la que X y X’ representan cada uno independientemente un Ætomo de halógeno 

o un grupo YSo2 en el que Y representa un grupo aiquilo (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 formula: 
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carece por completo de los requisitos 

fundamentales para otorgÆrsele el privilegio de patente de invención, tal y como lo 

demuestran los siguientes argumentos: 

3.1 La solicitud Colombiana en trâmite en su capitulo reivindicatorio, 

especificamente en sus reivindicaciones 1 y 11, expone Ia obtención de un 

compuesto que corresponde a rimonabant; dicho compuesto es un antagonista del 

receptor CBI cannabinoide y es reconocida su utilidad como un agente anti-

obesidad y anorØxico en el estado de la tØcnica, tal como lo pueden demostrar la 

publicación 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 CBI CANNABINOID RECEPTOR ANTAGONIST FOR PRODUCING 

MEDICAMENTS WHICH ARE USEFUL FOR TREATING SEXUAL BEHAVIOUR 

PROBLEMS AND/OR FOR IMPROVING SEXUAL PERFORMANCES"; la 

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 Wa 04/009015 publicada el 29 de enero de 2004 y titulada 

"COMBINATION THERAPY FOR THE TREATMENT OF OBESITY"; la publicación 

cientIfica publicada en 2002 y titulada "RIMONABANT: SR 141716, SR 1417161.; 

y la publicación cientIfica publicada en 2004 y titulada "RIMONABANT REDUCES 

RISK FACTORS FOR CARDIOVASCULAR DISEASE 2,, 

Rimonabant: SR 141716, SR 141716a. Drugs in R&D, 2002, Vol. 3 Issue 1, p65-66, 2p; (AN 
6511695). 
2 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 kotome. derivatives of the fonuula 
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W6 
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*?w -1,4 
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W6 
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93 
W-5* W3 
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in which w, w. w4. w, and w6. g. g. 9445 and 96 and R4 . are as defined above for (I), R, is hydrogen or a (C1 -C6)
-alkyl and R s a nu-aroinatk C.�C,,; bocydlic radical or 
a suurated 5- to membered hcterocyclic radical selected 
from 1-pyirolldinyl 1-pipertdin 1 14iexahydroazeprnyl 
4rnopboUn.y1 and 4-4hiornorpholinyl and their sa1t, are 
part k*ulady advantageous. 

Ri  

0 
82 94, 
) 0 

w( 

W4 

in which w21 w, w4. w and w,5,,92, g, 94.. g and g6 and R4 
and R arc as defined for (i) to give, by reduction with a 
meti1 hydride, the intermediate amines of the formula 
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En esta anterioridad se puede apreciar la obtención de compuestos del mismo tipo 

que los reivindicados por la solicitud colombiana en trÆmite, inclusive de la 

molŁcula de rimonabant (tabla 1), a travØs de un proceso que comprende la 

adiciOn de fenilhidrazina at compuesto de formula III dando origen a la cictación y 

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

Si bien es cierto que los procesos presentan ciertos pasos diversos, no lo es 

menos que ambos permiten la obtención de los mismos compuestos derivados de 

pirazol, entre ellos la obtención de Rimonabant sin que el proceso reivindicado 

demuestra ventajas tØcnicas significativas frente at arte anterior, ni Ileve a obtener 

un principio activo mejorado o distinto at conocido, circunstancia que compromete 

el nivel inventivo de la solicitud. 

3.3. Si bien es cierto no se encuentra en el estado del arte una revelaciôn 

textual del proceso aqui descrito, no to 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 trÆmite, y de esa manera 

desvirtuar at menos, el requisito de nivel inventivo de Østa, veamos: 

1" R 
Qse (C. ) (CC}4z)( 

-prl 

Si tenemos en cuenta to planteado en el grÆfico anterior, podriamos pensar que la 

reacción de heterociclizaciôn se da cuando las aminas primarias reaccionan con 

aiquil-dihatogenuros (generando el enlace C-N) a travØs de reacciones de 

sustitución nucleofilica de tipo SN2 por una doble N-alquilaciÆn de Ia amina de 

partida. 

A continuación, se muestra de manera detallada lo que puede suceder en la 

reacción antes mencionada y que permitiria Ilegar a obtener el compuesto de 

formula (I) o Rimonabant, teniendo en cuenta que R= 
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1 ,5-dihalc3qenopentano] 

dPO41H44?-y
 

Wz 
5-(4-clorofenil)- 1 -(2,4-diclorofenil)-
4-metil-1 H-pirazol-3 carboxamida 

-+ 

I&e 
.)( 

Cl I veamos: 

:!4xo-?H? Q-? 

N-piperidin-5-(4-clorofenil)- 1-
(2,4-diclorofenil)-4-metil-1 H-
pirazol-3 carboxamida 6 
Rimonabarit 

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, y ordene en 

consecuencia el archivo del expediente respectivo. 

IV. FUNDAMENTOS DE DEREGHO 

Son fundamentos de derecho el CapItulo I, artIculos 14, 16 y 18 de (Requisitos de 

Patentabilidad) y el articulo 42 (Oposiciones) de la DecisiOn 486 de 2000. 



V. SOLICITUD DE PLAZO EXTRA PARA SUSTENTAR LA OPOSICION 

En desarrollo de Ia dispuesto por el articulo 42, inciso 20 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 correspond iente. 

VI. PRUEBAS 

Ruego que se tengan coma tales, sin perjuicio de las que puedan presentarse al 

vencimiento de la prórroga 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 I a 12 y 47. 

Portadas de: La publicación internacional WO 03/040105 publicada 15 de 

Mayo de 2003 y titulada "POLYMORPHOUS FORM OF RIMONABANT, 

PREPARATION METHOD AND PHARMACEUTICAL COMPOSITIONS 

CONTAINING SAME"; la publicaciôn internacional WO 03/082256 publicada el 

09 de octubre de 2003 y titulada "USE OF A CBI CANNiABINOID RECEPTOR 

ANTAGONIST FOR PRODUCING MEDICAMENTS WHICH ARE USEFUL 

FOR TREATING SEXUAL BEHAVIOUR PROBLEMS AND/OR FOR 

IMPROVING SEXUAL PERFORMANCES" y la publicación 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 publicación cientifica publicada en 2002 y titulada 

"RIMONABANT: SR 141716, SR 141716."; y la publicación cientifica publicada 

en 2004 y titulada "RIMONABANT REDUCES RISK FACTORS FOR 

CARDIOVASCULAR DISEASE" 



VII. ANEXOS 

Para efectos del trÆmite correspond iente, me permito anexar al presente escrito 

los siguientes anexos 

1. Certificado de existencia y representaciôn legal de Tecnoquimicas S.A. 

2. Poder para actuar. 

3. Constancia de pago de las tasas de tramitación de oposición. 

4. Constancia de pago para sustentar la solicitud de prórroga a que se refiere 

el articulo 42, inciso 20 de la Decision 486, 

S5. Copia para correr traslado al 

6. El mencionado en el acpite de pruebas. 

VIII. NOTIFICACIONES 

El suscrito recibirà notificaciones en  la secretarla de su Despacho o en ml oficina 

localizada en la Carrera 17 No. 88-23, Oficina 205, Fax (1) 621.25.42 de esta 

ciudad. TecnoquImicas S.A., las recibirÆ en la secretaria de su Despacho o en su 

sede localizada en la CalIe 23 # 7-39, de la ciudad de Call. 

Seæor Superi 

JOSELIJIS REYES VILLAMIZAR 

C.C. 79’152.473 de UsaquØn 

T.P.A. 44.655 del C.S.J. 
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l’hc 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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PYRAZOLE DERIVATIVES, METHOD OF 
PREPARING THEM AND 

PHARMACEUTICAL COMPOSITIONS IN 
WrnCi-t THEY ARE PRESENT 

The present application is a continuation-in-part appli-
cation of U.S. See. No. 08/168,237, filed Dec. 17,199-3, now 
abandoned, which is a continuation-in-part application of 
U.S. Set. No, 08/(79.870. filed Jun. 23. 1993. now aban-
doned. 

The present invention relates to novel pyrazole 
derivatives, to a method of preparing them and to the 
pharmaceutical compositions in which they are present. 

Numerous pyrazole derivatives have been described in 
the literature; more particularly. EP-A-268554 and DE-A-
3910248 claim pyrazoles possessing herbicidal properties. 
EP-A430186 and JP-A-03031840 claim compounds useful 
for photography, and EP-A-418845 claims pyrazoles pos-
sessing antlinflammatory. analgesic and antithrombotic 
activity. 

It has now been found that the pyrazoles forming the 
subject of the invention have a good affinity for the cannab-
inoid receptor anó are therefore particularly valuable in the 
therapeutic areas in which cannabis is known to he involved-

A°-Tetrahydrocannabinol. or A-THC. is the main active 
constituent extracted from Gonna bi.s sativa (Tuner, 1985; In 
Mariivana 84, Ed. i-farvey.. 0. Y., IRL Press. Oxford). 

The effects of caunabinoids are due to an interaction with 
specific high-affinity receptors present in the central nervous 
system (Devane et at.. Molecular Pharmacology, 1988. 34. 
605-613) and peripheral nervous system (Nye et al.. The 
Journal of Phansiscotogy and Experimental Therapeutics, 
1985, 234, 784.-79i; Kaminski et al.. 1992. Molecular 
Pharmacology, 42, 736-742; Munro et al., Nature, 1993, 
365, 61-65). 

Characterization of this receptor has been made possible 
by the development of specific synthetic ligands such as the 
agonists WIN 55212-2 (1. Pharmacoi Exp. Ther, 1993,264. 
1352-.I363) or CP 53940 (I. Pharmacol. Exp. Thet, 1988, 
247, 1046-1051). 

The therapeutic indications of cannabinoids pertain to a 
variety of areas suth as the ininune system, the central 
nervous system and the cardiovascular or endocrine system 
(Hollister, Pharrnacologic’al Revieus, 1986, 38, 1-20, Renv 
and Sinha. Progress in Thug Research, 1991. 36, 71-114, 
Cannahinoid reccptor expression in human leucocytes. 
European Journal of Biochemistry, 1993, 214, 173-180. 

More particularly., compounds possessing an affinity for 
the cannabinoici receptor are useful, as immunomodulators 
and psychotropic agents, in thymic disorders, vomiting, 
myorelaxation various types of neuropathy, memory 
disorders, dysktnesia, migraine, asthma, epilepsy and glau-
coma or else in antfcaacer chemotherapy, in ischemia and 
angor, in orthostati� hypotensioc and in cardiac insuffi-
ciency. 

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

2 

X�CO�R 

&N 

as 

0 W2 

94 912 0 
10 

93 
AKS W3

 

W4 

in which 
92. 93. 94. g5 and g6 and w2. w5. w41 w5 and w6 are 

15 
identical or different and are independently hydrogen, a 
chlorine or bromine atom, a (C1-C.3)-alkyl. a (C1-C3) 
alkoxy. a trifluorornethyi or a nitro group and g4 is optionally 
a phenyl group; 
R4 is hydrogen or a (C1-C1)-alkyl; 

20 
x 

is either a direct bond or a group �(CH2)N(R3)---.  in 
which R.,, is hydrogen or a (C1-C)-alkyl and a is zero or 
one; and 

R is 
a group �NR1R2 in which R1 and R2 are independently 

25 a (C1-C6)-alkyl; an optionally-substituted non-
aromatic (C3-C15) carbocyclic radical; an amino 
(C1-C4) alkyl group in which the amino is optionally 
disubstituted by a (C1-05)-alkyl; a cycloa1kyl-(C1-C3) 
alkyl in which the cycloalkyl is C5-C12; a phenyl which 

30 is unsubstituted or monosubstituted or polysubstituted 
by a halogen, by a (C1-05)-a1kyl or by a (C1-05)-
alkoxy; a phenyl (C1-C3)-alkyl; a diphenyl-(C1--C3)-
alkyl; a naphthyl; an anthracenyl; a saturated 5- to 
8-membered heterocyclic radical which is unsubsti-

35  or substituted by a (C1-C-,)-alkyl. by a hydroxyl 
or by a benzyl group; a 1-adarnanty1methyl; an aro-
matic heterocycle unsubstituted or mono-or-
polysubstituted by a halogen, a (C1-05)a14l. a 
(C1-05)-alko7.y; a (C1-C3)-alky1 substituted by an aro-

40  heterocycle unsubstituted or mono- or 
-polysubstituted by a halogen, a (C1-05) ailcyL a 
(C1-05)-alkoxy. or else R1 is hydrogen and R2 is as 
defined above, or else R1 and R, together with the 
nitrogen atom to which they are bonded, form a satu-

45 rated 5- to 8-membered heterocyclic radical, said het-
erocyclic radical being other than morpholine when w2, 
W3, w4, W. and w6 and g2. g3, g4. g5 and g5 are all 
hydrogen; 

a group R2 as defined above when Xis �(CH2)N(R3)--; 
50 or 

a group R5 when X is a direct bond. R5 being a (C1-C3) 
-alkyl; a (C3-C12)-cycloa1cy1 which is unsubstituted or 
substituted by a (C1-05)-alkyl; a phenyl-(C1--05)-alkyl 
which is unsubstituted or substituted by a halogen or by 

55 a (C1-05)-alkyl; a cycloalkyl-(C1-C)-alkyl in which 
the cycloalkyl is C3-C12 and is unsubstituted or sub-
stituted by a (C1-05)-a)kyl; or a 2-norbornylmethyl; or 
one of their salts, where appropriate. 

The non-aromatic C1-C15 carbocycic radicals include 
60 saturated or unsaturated, fused or bridged monocyclic or 

polycycic radicals, optionally terpene radicals. These radi-
cals are optionally mono- or polysubstituted, said 
substiltuent(s) being different from a substituted carbonyl 

65 
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3 
group Advantageously, the monocyclic radicals are substi-
tuted by at Icait one group selected among the (C,--05) 
alkyl. (C-05)alkoxy halogen or hyciroxy groups, it being 
understood that in the case of Ierpenes or tcrpene radicals, 
for example bornyl, menthyl or .menthenyL the alkyl groups 
of the terpene i�cc not considered as substituents. 

The xnonocy( lir radical.,, ineILde cycloalkyls. for example 
cyclorupy rydogeatv, oyclohesyl, cycloheptyl. cyclooc-
tyl and cyclododecyl, which air unsubstituted or substituted 
by at least one C.-C)-alky!. C,_C5)-alkoxy. halogen or 

10 
hydioxv groups 

The fused, bridged cr spiranic clicyc’lie or tricycle radicals 
include for example norhornyl, bornyl, isobornyl. 
noradamauryl, adamantyl and spiro[5.5]undecanyi said 
radicals being unsubtituted or substituted by a 
alicyl. 15 

Saturated f- to l-membcrcd heterocyclic radical is under-
stood as meaning a fused or bridged, non-aromatic 
monocycle. dioyciic or tricycfie heterocyclic radical. the 
heteroatorn being S. Oct N. or a non-aromatic monocydic 
heterocyclic radical cus,tahthi1 a nitrogen atom and an 20 
o3rygen or sailer atom, said radicals being for example 
tetrahydrofurany 1. tetrahydrothiofuranyl. tropyl, 
morpholinyl. thiomorpholinyl. pipericlinyl. piperazinyl, pyr-
rolidiny] or quinuelidinyl. the 3-pyrrolidinyl. 1..piperidinyl, 
.t..hexahydroazcpinyl. 4-niorpholinyl and 4-thiomorpholinyl 25 
radicals being advantageous. 

The aromatic heterocycles can be monocyclic or dicydic, 
For tsxauiple j.yoolyl. pyridyl, indolyl. quinolinyl, thiazolyl 
or isoindazoly.k. terse aromatic f stcrocycics being unsubsti-
nited or IUhStttIJIeLI for example by halogens. (C -05)-alkyl 30 
or (CS-Ct-alkco y The preierzsi aromatic heterocycics are 
pyridy, pyrsolc, irxdol group. the radicals 2-indolyl or 
3..indotyl are, rerticularly preferad. 

En turrnula (1) riliove, sefrishly at least one of the 
substituents w, ’s’,, w4, w5 and w6 and 92’91, g. 95 and 96 35 
is other thafl hydrogen. 

In forrnuia (i’) above, wiren R is a Group �NR1R2. 
preferably: 

H1 is hvdrogorr or a (C1--(.’,)-aliryl group and H is as 
defined above for ,1); Or 40 

Hr 

and R2 are each 
a iCj’-Ce,-ritcyl group or a (C3-C6) -cycloalleyl gsonp: or 

R1 is hydregru os a (C, -alkyl group and H2 is a 
cycloaUryl-�(C.-(3)-allcjl group n which the cycloalkyl is 

a no reruornatic (C5-?1,) carbocyclic radical which 45 
is unsubstituted or substituted as above mentioned; a phenyl 
which is unsubsritutcd or morrosubstituted or polysubsti-
tuted by a halogen, by a (C5-)-atkyI or by a (C1-C3)-
alkoxy; a phnnyi-( 1-05)-aiky.i or a (C1-(5)a1kyl substi-

toted by a 2- or -indoiyl. 50 

Parl,ic’uhtu.Ss’ rrefranh ’s’hc R in formula (1) is a group 
R. ii hsdrogcr 0cc (C1-05)-alkvl and Ro is a 

nan-aromatic (C r --C) earboevc:Iic radical. a cyctoalkyl-
(C14’.,)-a.lk1 which the cyc o;ilk-yl is C5-C, or a 2- or 3indolv’-C i-alt, 55 

The pretested alicyl xrcsup’; arc methyl. ethyl, propyl and 
isopIopyi. 

In formula L shove. H i’ advantageously a group 
---NH1R, prefesably selectcd from the radicals (1) to (74) 

below. 60 

When H and S.’ .,. with the nitrogen atom to which they are 
bonded, are a hcercoye1i.c, rrrd.io:d, this is preferably a 5-. 6-
or 7-membered sasurated hctrrocycic and can coiltain 
another beterootom, ssepecialiy oxygen or sulfur, for 
example a tsyrroli:licie. a criperkilne, a hexahydsoazepinc. a 65 
morpholiec at thioinoroholiee. with the limitation speci-

fied above. 4 

The radicals represented by R as defined for (I) are 
preferably radicals selected from: 

(1) propylamino 
(2) butylainino 
(3) isopropylarnino 
(4) d.ipentylamino 
(5) 2-NJ-thethy1ainino)ethylainino 
(6) benzylamino 
(7) 2-pherrylethylamino 
(8) 3-phenylpropylamino 
(9) 33-diphenylpropylamino 
(10) phenylamino 
(11) 3-chlorophenylansino 
(12) 4-methylphenylamino 

(13) cyclopropylaniino 

(14) cyclopentylamino 
(.15) cyckthexylainino 
(16) cycloheptylamino 
(17) cyclooctylasnino 
(18) cyclododecylandno 
(19) 2-methyicyclohexylamino 
(20) 3-methylcyclohexylanrino 
(21) cis-4-’xnethy1cyclohcxylamino 
(22) trans-4-mcthylcyclohexylamino 
(23) cis-4-tert-butylcyclohexylammno 
(24) trans-4-tert-butylcyclohexylanaiuo 
(25) 4hydroxycyclohexylamino 
(26) 2-methoxycyclohexylammno 
(27) 4-ethylcyclohexylamino 
(28) 2.6-dimethylcyclohexylaniino 
(29) N-methylcyclohexylarnino 
(30) NN-dicyclohexylammno 
(31) endo-2-norbornylamino (or endo-bicyclo[2.2. 11. 

heptan-2-amino) 
(32 ) cxo-2-norbornylamino (or exo-bicyclol2.2.1I 

heptan-2-.axnino) 
(33) l-adamnntylamino 
(34) 2-adamantylammno 
(35) 1-noradamantylamino 
(36) (IR)-bornylamino 
(37) 

(1R)-isobornylainino 

(38) spiro[5.51undecanylarnino 
(39) cyclohexyitnethylamino 
(40) 1-adamantyhuethylamino 
(41) (2-tetrattydrofuranyl)methylamino 
(42) 2-(N-methyl-2-pyirolyl)cthylamino 
(43) 2-(2-pyndinyl)ethylammno 
(44) (2-indolyl)methylamino 
(45) N-methyl(2-indolyl)mcthylainino 
(46) 2-(3-indolyl)ethylaniino 
(47) N-methyl-2-(3-Lndolyl)ethylamino 
(48) 4-(N-benzylpiperidinyl)amino 
(49) 3-quinucidylaunino 
(50) exo-bicyclo3.2. lloctan-2-amiao 
(51) bicyclo[2.2.2]octan-2-ammno 
(52) 3-chlorobicyclof 3.2. l]oct-3-en-2-amino 
(53) bicyclo[22.2 ]oct-2-en-5-ammno 
(54) exo-bicyclo[3.2.1 loctan-3-ammno 
(55) endo-bicyclof3.2. i]octan- 3 -amino 
(56) endo-7-oxabicyclo[12. 1 ]heptan -2-amino 
(57) exo-7-oxabicyclo[2.2.1]heptan-2-amino 
(58) endo-lricyelo[5.2. 1.02’6]decan-8amino 
(59) N-ethyl-1-aclamantylaniino 
(60) tricyclof2.2. 1.02’6]heptan-3-aniino 
(6 1) bicyclo[33. I Inonan-9-am.ino 
(62) endo-1.3.3-lrimethylhicyc)o[2.2. llheptan-2-amino 

(or fcnchylamirro) 
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(63) (1R. 2S-end4: )-(+)-bicyclo[22jlheptan-2-amino 
(64) (1R.2R-cxo)-(--)-bicychy2.2. ljheptan-2 -amino 
(65) (1S2R-.endo.--(--)-bicycloI2.2. l]heptan-2-amino 
(66) (IS.2S-exo)---bicyclo2:21. 1heptan-2-amino 
(67) 1-piper.idinyt’.mno 
(68) l-pyrtouthoiaimno 

(69) i-hexahyd1oLzepinvlamino 
(70) 4-moipholinyla111110 
(71) 4-thiomorpholinylamino 
(72) N-methyl.-exo-bicyclo[22.i lheptan-2-amino 
(73) N-ethyl-exo-bicyclo[2.2. 1]heptan-2-amiiio 
(74) N-prcpyl-exo-.hicyclot2.2. l]heptan-2-amino 
Of the products of formula (1) above, those of formula (Ia) 

below are advaritagous; in particular, the compounds of 
formula (Ta’): 

/R (Ta) 

It4 C�N 
/u \ 
0 R2 

96 
N 

in which w,, w. w4, w5 and w6. 92, 93. 94, 95 and g6 and R4 
are as defined above for (1). R1 is hydrogen or a (C1--C6)-
alkyl and R2 is a non aromatic C3-05 carbocyclic radical or 
a saturated 5- to 8-mcrnhered heterocyclic radical selected 
from 1-pyrrolidinyl, 1-piperidinyl, 1-hexalsydroazepinyl. 
4-morpholinyl and 4-t.biomorpholiayl, and their salts, arc 
particularly ad afflngeons. 

Of the products of formula. (1), those of lrmu1ae (la), (lb), 
(Ic), (Id), (le) and (Il) below, in which at least one of the 
substituents w. w3, w4, w5 and W6 and g2, g. g, g5 and 96 
is other than hydrogen. R1 is hydrogen or a (C1-C6)-alkyL 
R2 is as defined above. R3 is hydrogen or a (C1-C3)-a]kyl 
group, R4 is hydrogen or methyl and R5 is a cycloalkyl-
(C1-C3)-alkyl, the cycioalkyl being C3-C6, or a phenyl-

(C1-C3)-a1kyi wiiicl is unsubstituted or substituted on the 
aromatic ring by a tethyI group cr a fluorine or chlorin,-
atom,

hlorineatom,
 and their srd, where applopriate, are particularly 

advantageous 

In these latter paiucu Early advantageous products. 

when R1 is a L -05)-alkyL the methyl. ethyl, propyl and 
isopropyl groups at C preferred; 

when R3 is a (C -)-alkyl. the methyl group is preferred; 

the preferred groups R2 are non-aromatic C37-C15 car-
bocyclic radicals which are unsubstituted or substituted by a 

(C1_C4)-aLkyL methyl, ethyl, propvl. isopropyl or 
t-butyl, or Vk, twc r three mcthyl groups, ior example a 
methyl-, ethyl- or t ut.yl-cyclohexyT radical or a dimethyl-
or friinethylcyclohexvt radical, cycioaiKyl-(C1-C3)- alkyl 
radicals in which the. eycloalky.l is C.3-C6; (C,-Ca)-alkyl 
radicals substituted a 2- or 3-indolyl group; 2- and 
3-indolyl radicals; and 1-pyrrolidinyl. 1-piperidinyl. 
1-hexahydroazepitiy 4-mospholinyl and 4-thiomorpholiryl 
radicals; and 

the preferred groups R are cyclohexylmethyl, 
cyclohexylethyl, be izyl, 4-mcth\dhdnzyl and pheoethvl 
radicals. 

6 
Of the products of formula (1) above, those of formula (i): 

X�C�R (i) 

I’ 

0 C1 
cjg? Z--", 

10 

in which R4, X and R are as defined-above for (I). and their 
salts, are very advantageous, especially when R4 is hydrogen 

15 or a methyl group or when R4 Is hydrogen or methyl and X 
is a direct bond. 

The compounds of formula (I) in which R4 is hydrogen or 
methyl. X is a direct bond and R is a group �NR1R7 in 

which R1 is hydrogen or a methyl group and R2 is a 
20 non-aromatic C3-C15 carbocyclic radical or a saturated 5- to 

-membered heterocyclic radical selected from 
1 -pyrrolidinyl. 1-piperidi nyl. 1-hexahydroazepinyl. 
4-morpholinyl and 4-thiomorphoilnyl. and their salts, are 
particularly preferred. 

25 Especially preferred is the compound of formula (I) in 
which R4 is methyl. X is a direct bond and R is a group 
�NR1R2 in which R1 is hydrogen and R2 is 1-pipericlinyl, 
as well as its pharmaceutically acceptable salts and their 
solvates. 

30 Other particularly preferred compounds of formula (i) are 
those in which R4 is hydrogen or methyl. X is �(CH2)N 
(R3)� and R is �NR1R, a being zero or one. R1 being 
hydrogen, K3 being hydrogen or a methyl group and R. 
being a phenyl which is unsubstituted or substituted by one 

35 or two halogen atoms, a (C,-C!;)-alkyl group or a (C1-05) 
-aikoxy group. or a non-aromatic C3-C15 carbocyclic 
radical, and their salts. 

Of the compounds of formula (1). those of formula (ii): 

40 X�C--R (ii) 

0 

45 

It0

 

0 

N 11-1 
N 

 W4 

So in which X and K are as defined above for (11) and w4 is a 

methyl or methoxy group. especially those of formula (ii) in 

Which w4 is a methyl or methoxy group. X is a direct bond 
and R is a group �NR1R2 in which R1 is hydrogen or a 
methyl group and R2 is a non-aromatic C3-C15 carbocyclic 

55 radical, and their salts, are also advantageous. 
An advantageous subclass comprises the compounds of 

formula (ii) in which w4 is a methyl or methoxy group. X is 

a group �(CH2)N(R3)� in which x is zero or one and K3 
is hydrogen or a methyl group. and R is a group �NR1R2 

60 in which K1 is hydrogen and R2 is a phenyl which is 

unsubstituted or substituted by one or two halogen atoms. a 
(C1-05)-alkyl group or a (C1-05)-alkoxy group, or a non-
aromatic C3-C15 carbocyclic radical, or their salts. 

Other valuable compounds according to the present 
65 invention are those of formula (I) in which w21 w3, w41 w 

and w61 92, 93, 94. g5 and 96 and R4 and X are as defined. 
above for (I) and R is a group �NR1R2 in which R1 is 
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hydrogen or a (C1�C) alkyl gfour, and R2 is a 2. or 
3-indo114C1�C.)-a&yl group or a 2. or 3-indolyl group, 
and thtii sslts. 

Of the latter, the products of formula (iii): 

in which X is as defined above for (1). R is a group �NIRR2 
in which 1(L is hydrogen or a ((’1--C6)-3lkyl and R-, is a 2-
or 3-indolyJ-(C1�Q,)-aikyl grous or a 2- or 3-indolyl group, 
and either w2 is hydrogen and a, is a rncthyl or mcthcxy 
group or w, and w4 are a chlorIne atom, and their salts, are 
particularly valuable. 

Of the products included in fornsula (I) above, those of 
formula (iv): 

- 

5c’J i-: 

It4 COOH 

96 

’1 

Wa 

10 es W3 

WI 

in which w,. w3. w4, w5 and w6. 92’93,94, g5 and g6 and R4 

15 
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 HNR1R2. in which R1 and R, are as defined for 
(1, to give the amities of the formula 

20 
0 It (Ta) 

II / 
1(4 C�N 

2595  
 
le 

N 

53 W3 

30 
W5  

WI 

in which w2. w, w4. w5 and w6. 92. 93. 94. g5 and g6 and R4. 
R1 and R are as defined for (I). or optionally with a 

35 primary amine R3N13. in which 1(3 is as defined for (I), to 
give the intermediate amities (V) of the formula 

in which X and R are as defined above for (1) and 94 is a 
bi-ornine atom or a methyl or tl-lluorouIethyE. and thou salts, 40 

are 6155 valuable.

In prefeived products of forsicla (iv), the two chlorine 
atoms are in the 2.3-2,4- 2,5- or 3.4-positions, and in these 
preferred products of formula iv). ihoss in which X is a 45 
direct bond and R is a group -_NR.,R. in which R1 is 
hydrogen or a (C1�C6)-alkyl and R5 is a non-aromatic 
carbocycLic radical containing from 3 to 15 carliioii atoms 
are particularly preferred 

50 

The salts, where appropriate, of the compounds according 
to the present invention, especially of Ibse of formulae (I), 

,:Cw/N

 

R4 CO�NH1t3 (V( 

92 

93 W5* W3 

in which w2. w31 w4. v5 and w6, 92. 93. 94. g5 and g6 and R. 
and R3 are as defined for (1). to give, by reduction with a 
metal hydride, the intermediate amines of the formula 

tin). ij. iij and till) aooyc COG 4tI), 10), IC), iO) and k4 C}I.�N1llt4 (VI) 

(if) below, include both those wuis adnoral or organic acids 
which permit a suitable scparaioi os crystallization )f the 55 

6 

??N products. such as picric acidor oxalic acid. and those,with 
95 

 

acids which form phaxmnceuliesflv acceptable salts sucii as N 

the hydrocliloridt’, hydrotiromi s. sulfate. hvdrogcnsuLfare, Wi 

dihydrogen phosphate. tuethar; ssulfonate. mothylsulfate, 
g 

oxalate, sn.aleatc, tumarate. saphthaleae--2-sultouate. 50 

glyconate, gluconase, citrate. isethionate and paratoluene- 53 Wa WI 

sulfonate. 

According to another of it tetures, the present ievcnkon 
relates to a method of preparing the compounds (Ii. which 65 in which w, w3. w4. w5 and w5, g. 93. g4, g5 arid 96 and R4 

Comprises treating a pyrazole.-3.carhc’xylic ;ad slHvaiive and R. are as defined for (1), which are converted to the 

of the torrrula arnide or urea of the formula 



or 

Ng,.*
 

4?2 
0

 

� 

n 
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-continued 
1h) 

(Je) 

R4 N�C�NH�R2 
5  

4 0 

’ 
53 

0  10 
w2 

54 
* 

92 

0 
53 WSw 

W4 

15 in which w2, w3. w4. w5 and W6,921 93. 94, 95 and 96 and R4 
c) 

are as defined for (I) and R3 is hydrogen, the same corn-

pounds in which R3 is other than hydrogen being prepared 

from the above primary amine (VII) converted to a second-

ary anrine of the formula 
20 

in which w2. w5. W41 w5 and w6, g2, g, g, g3 and g and R2. 
R3 and R4 are as defined for (T), by reaction with an acid 
chloride of the formula R2C0CI oi, respectively, an isocy-
anate of the formula R2�N=’G.---�O, in which R2 is as 
defined for (1), or with a diphcnyiphosphoryl aside deriva-
tive in a basic medium, followed by an acid treatment, to 
give the intermediate amine of tht. formula 

R.4 NT1 (VII) 

W) 

94 92 

£3 3 

NHR’3 (VIIb) 

Nr 

0 
W6 W2 

25 55 

’T*, * 92 

0 

g4 

93 W5 W3 

10 
W4 

in which w2, w31 w41 w5 and w6. g2, g1 g, g5 and 96 and R4 

are as defined for (1) and R3 is (C1-’C)-a1kyl, which are then 

reacted with an acid chloride R2COCI or an isocyanate 
35 R2�N=CO to give the amides and ureas of formulae 

(Id) and (le) as defined above in which R3 is other than 

hydrogen, or with an organomanganous reagent R5MnX1, 
in which R5 is as defined for (1) and X1 is a halogen, to give 

40 
the ketone derivatives of the formula 

45 

in which w21 w5. w41 w and we g, g. g4, g5 and g6 and K4 
are as defined for (I), which is tcacid with an acid cl-bride 
R2COC1 or an isocyanate R,�N=CO to give respec 

94 
-

tively the amidcs and ureas of the tormulac 50 

(Id) 

R4 N--C--R2 

)?(D ?W6 

94 

And 

ii’ (II) 

C �It5 

the resulting compounds then being converted to one of their 

55 salts, where appropriate. 

In a preferential 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. 
60 

Said esters are synthesized by applying the method 

described in Berichte. 1887, 20, 2185. 

The reaction scheme for the preparation of the compounds 

(r) via their methyl or ethyl esters (AIIrr=CH3 or C,115) is 

represented by SCHEME 1 below: 



S 
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SCHFSME 

06 -o OM ID 

C=dll�R 

52 

91 

CO5Et 
b) ICI I 

c2t 

Al 
1 11 

ItD 94 92 

(Us) 

02H 

- 

94
J 

(itb) 

40 

The first step a) consists n pioparini an alkali metal salt 
of an acetophenone derivative of formula (IV). in which R. 
and g2, g3, g, g5 ad g5 are as defined above for (I), to which 
an equimolar amount of diethyl oxalats is then added (step 
b) to give the keoostcr of forn.uia (flTi 

In the eass where R==J-1, the alkali rectal will preferably 
be sodium and the salt of the ketocster (In.) (Alk=Cff3) will 
be obtained according to Bull. Soc Chins. R. 1947, 14. 
1098, using sodium methylate methanol to perform step 
a). 50 

In the case where R4=015  Ilit, alkali metal vial prefer-
ably he lilhiurti and the scls at the ketoester (BI) 
Alk-C,11,:) will be obtained acecc[ing to 1 Hetcrocydic 

Chem. 1989, 26, 1389. using the lithium salt of hexameth-
yldisilazane in ethyl ether Ii ptilomt tep a) 55 

The alkali metal salts (Ill) prepared in this way are then 
refluxed in acetic acid with at: excess of a hydrazine deriva-
tive (step e). Preuipitatiou is ce.i vjate gives the 1-pyrawle 

esters (ila). 
These esters (fiat are then car verted to their acids (fib) by 60 

reaction with au alkaline ae(-..t, fir enxEdiqk pctassioln 
hydroxide, followed by acidifit-otion (step ) 

In SCHEME I above, th esters of forrntja (ila) in which 

w2 and w4 as-c a chlorine atott. V v.. sa)(l w5 are hydi essco. 
g4 is a chlorine atom, g5, g. s md p. ore hydrogen and Alk 65 

is a (C,�C.,.)-alkyl. and the cs -s sm’idi n acids Jit5). are 

novel key nitemietlates foe lit.. ,t’tu5ttiti of the lwru.::L-

12 

laxly advantageous compounds (i) and therefore represent a 

further feature of the invention: these compounds have 

formula (Ma) or (Jib): 

CO5AIk (Ira) 

0 
N Ile 

CI 

or 
ou 

Cjg "Z 

Cl 

cops (ll’b) 

11 

*rCI 

C;D’ "? 

Cl 

When X is a direct bond, the amides according the 

invention of formula (La): 
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\13L1 Contin.ucd 

(Ia) 

C�N 

ci 

Cl 

Example n, ft r JUID20 Sall 

59 96 

�NH�CH2 
N 

60 
CIL

 

-. 

61 

62 CH2) 12 

65 2! .5 (dec) RCI 

. 

64 [44 

65 Is 9-l–c)HCI 

/ 

66 [58 

/ 

67 

�NIl 1C1; 
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Rimonab ant 
SR 141716, SR 141716a 

CI 

C 

Adis Comments ifll’l/;lbur)t JSk 141716, SR 1417 16A1 is a neurokinin 3 antagonist and 
sective Cloluthinoid CB I receptor antagonist developed by Sanofi. lnmid- 1999. 
S;aoti merged with Synthclabo to form Sanofi-Synthelabo. In a rodent model, 
r;roonbaiit has demonstrated memory -enhancing properties in prcclinical trials, 
b mmcF1’c;al deselopment in this indication does not appear to be actively 

Rilumu naiit has entered phase Ill clinical studies for the treatment of ohesit. 
ICC h;se I b ci mica! studies, patients with obesity receiving rimonahant achieved 

ilitFCFi[lt weight less, and showed an excellent safety profile 
’ Cft’)flu)allt reportedly at phase Ha for schizophrenia. 

Table I. Features arId p!L5)(.lticsS 

Chemical Name ’tP-r--nit 54-oh/:roplsnyl) 1(24- dichlorophenyl)-4-methylpyrazole3 carboxamide 

Molecular Formula (72 IC’ 0 N4 0 

CAS Number I 

WHO ATC code A04c Ar -lihIIy Preoarations, Excl. Diet Products); N05A-X (Other antipsychotics); N07X (Other 

Nnr-)lnOvstem Drugs) 

EphMRA ATC coce ACIA (A’ione8iCy PreparatIons, Excluding Dietetics); N5A (Antipsychotics); N7 (Other CNS Drugs 

nclru ir,gAntismakin, Products) 

Originator P,nlot-0’theaho. France 

Highest Development PcasCe 

Properties 

Mechanism of action 0.FF: 9uir - OBC receptor antagonists; Neurokinin 3 antagonists 

Pharniacodynamics 7uter Cal rrerrory-enhancing and antipsychotic activity 



C 

Adverse Fic: 

Ill 4 d41. ide !i’’ S 

167 pstieiits ws 4. ’ . 

the ’1 -4ldrdII 

Phirrncco 

SCi151 Sh(’t-i5iL ’1 C . " 1 

rccigls4 lion oi H’-  
the dnu was is 1" 5’ 

.!’i1d1orld1nt Sd-’’ -7 
sse2 rstt 

-with  
(1 4’ 

Therapol,r7Vs 

444. 

iiid:ii ty) lo’’ v

\VCi77! (d(4lt1t155.,1 I’’ ’ 
’--’-’S:-- 

’�. 

hi 20  

I’ll> !r’ e’rc.rl,orci! I.-11 l,_.5 ,’-:’�y� ’-

Uinrn’  Iv, di 

Oct  cdfl’n’s.’’nr4i 1413 

3  4-4,524;,> l.d>’5’d"W4l 

i11,5i3 

3 ’r’",’S’’s-IJ SC)IS"1,.5’’7prl."1;35 in IC’114"ow, 

11525 .’,’C’5 roLljc:) 

3>143 ’Ofl ,,I31,2’lI icr (,’532 n’i’/ F. -4,4320 (lJrdSiic’,Vl 

rasP) 

4 >52 rfl5r2’4( ’14th (’’’"h-C’i’" in 12111 

155 

.551 1777 

’"3 tsr (.. n’i>i (5’3;csrS"r’ Frsricc 

Us 5i’>’i 

cr 7 da’.’s ’ciiui’eii ii:ipec;’_ 
I-’ nod hO-JVCCi)7l1l (’tntdnScred with 

1P’ fl’3 ’rmuml M, An,(  ,1’ , t4’’!s’>;’I5 H. I.e liii 

S,iC ",ii3 Is .344 (h ’1444541 Se’ ,’’> 4-3344,422 

’lIt!! 2)I 14:1 1’ Ii15>’1d i-I’, ,’ 

Se,’’. .4-i. 1.341115’ 4-, of Ill.. 14 r,1V1’ll>CIIl of 

SR 15 7 In P’ iI5l’43Wflh33Cl>I3445y, 110 Ito- 17’-

.:o! l’dhJ- 

3. (:3.4 ’2, Ct’,.’S .1, 11’s’.:h’ (. IOICL’I’, 011115 ’,,’1,’’l,v,’ (’lit 
4"’3l’iI’idf,I,I f"ç -",i’ ni i45’I43’I, SR 111716,3. t>ii C41,’Il’IiV(4 

5,1 I ’Ills I. h’sisi’zts’pss’,’d lid’.! sCOflt4IilIlIIilC’ 

1 nsls Iti12\154111.51 ’lid’s l’l,4’.5’; 9 (5i3’pl II: 2_ All, 
’125, (’;’,"i’t..l1"l1’,I1-i.,’!aI,,Rt’1I7If,a’,cl1- 

5’’, ’.32211415’S ’’(dl r1’1’3’l’l,r aI,4s:’’,’ll’’,t 4’.’4,4i5’(’ 444447Cr. 

V.’’!711t ’>r ,2’’e- mcii. 7(X)? 3 (1) 



S 

S 

Rimonabant reduces risk factors for cardiovascular disease.. / 

- h’aewyn Poole - 

Treatment with rimonabant (Aomplia, a selective CU, receptor blocker, is effective in reducing 
bodyweight in overweight/obese patients with untreated dyslipidaemia, and also results in prolonged 
cessation of smoking without srJfk.arst weight gain, according to two phase III studies presented at the 
53rd Annual Scientific Session rf the American College of Cardiology [New Orleans, US; March 20041.’ In 
the first study, prolonged absti:cnce from smoking was achieved in significantly more rimonabant 20mg, 
compared with placebo, recipthnts no significant increase in bodyweight was observed among these 
patients. The second study she "ed that rinionabant was effective in reducing bodyweight and waist 
circumference, and improvingzierurl lipid profiles, in overweight or obese patients with dyslipidaemia. 
Furthermore, a significant reduction from baseline in the number of patients with metabolic syndrome was 
observed with rimonabant 20mg. These studies suggest that, subject to approval, nmonabant will be the 
first drug to target multiple risk factors for cardiovascular disease. 

Rimonabant is the first in a new class of drugs that act 
on the endocannabinoid system, which is believed to be 
involved in the regulation of food tak& and energy 
expenditure and in tobacco depenil. . Civerniting, 
excessive fat accumulation and chuumc tobacco use lead 
to overactivation of the cndocannal’noid system. By 
blocking the CB, receptor, rimonabu.nt helps to normalise 
the endocannabinoid system; this c’st result in weight loss 
and improved metabolism of lipids dnd glucose in 

overweight or obese patients, or enable the cessation of 

smoking without significant increases in body weight. 

Rimonabant improves quit bite 
The effects of rimonahain. in sm :i ceisIal-ion were 

evaluated in STRATUS US,* a rarnknsed, doable-blind, 
parallel-group study that enrolled. ’it 7 smokers at 
11 centres in the US. At baseline,, f’airnts srnoke.1 an 
average of 23 cigarettes per day an. 1ad frev1nusly 

attempted to stop smoking an avc.rzr,e of kerr limes. 
Patients received rimonabant 5u, n ’ 262), 

rimonabant 20mg (261), or placebo (2.6 .).,once daily for 
10 weeks, and were monitored for s further 42 weeks 
after completing treatment. Patients were motivated to 
quit and received weekly counsehn., although they were 
allowed to smoke during the first on v cks of treatment, 
the target for smoking cessation r d,-; 5. No diet or 

exercise recommendations were rrni’l’r. 
The primary efficacy measure ’s’s thtr ;ropoit’on of 

patients who reported abstaining :frr’TJr, ’.:nnking for the 
final 4 weeks of the treatment perk’ .1 Abstinence was 
verified by measuring carbon monc ucn levels in expired 
air( 10 ppm) and plasma concent’st n of cotininc, the 
principle metabolite of nicsnine u.g Li, 
Prolonged abstinence adtiev Id.. 

A significantly higher proporsIoxr t’ pirtients treated 
with rimonabant 20mg. compared . th n’iceho recipients, 
achieved prolonged abstinence frca’: :mcking [tee 
table 11. The odds of quitting win I,, icc and ara:rig 
rimonabant 20mg, compared n ish 1, cct:e, recipients; 
odds ratios for abstinence asnons, li".., riteriot; to treat 

population and among paUcats vV cc’-.içleted lice full 
10-week treatment course were 2:.) cud 1.2. respectively. 
There was no significant difference 5’ .’e err die 
rimonabant 5mg and placebo grrii 

without weight gain 
No significant change from haac .:’. . wc5;it gain was 

observed among rimonabanc 20mg . ccip.cnt.s [see 
table 11. When grouped accndin lids beJyweight. 
classification at baseline, rimot’orbr: re:dsienrs from all 
classes had significantly reduced gi- I-am, compared 
with placebo-treated patient;, ).:ijrrl ri c... rudurrtiorrs in 

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 

for 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. "STRAWS-US suggests that rimonabant 
may have a distinctive dual effect 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 rimonabant on smoking cessation and bodyweight Placebo Rimonabant 5mg 20mg Prolonged abstinence from amo$ktg % of patients): Intent-to-trust 15.1 15.8 27.8 

pcpuleticn 
Pationts cocnplel$g 2u.6 202 30.2’ 10 wesIrs’ treatment Mean Change from baseline In bodyweight, adjusted for quit st5tus and grouped according to baseline welW (kg): Normal weight +1.7 +1.3 +0.5"’ OverW9lOM +17 . +11 : Grade I.obe8lty +1.7 . +1,4 Grads If Of III . +2.1 +1/4 -0 obesay, p.rO.005vsplacebo ""pSO.0l V8 placebo t  r 0,0001 vs placebo S.P <&001 vs placebo "WHO weight classification

 by boay mass Index (SM1), Normal rungs 185-24.9 kgdtn’ overweight = 25-29.9 kgfm’ grade I 

obesity = 30-54,9 kmm’ , grade It obesIty 3-39.9 kgTh’ and grade III 
obetity2!4Okgtn’ .. . 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,"t a randomised, double-blind, parallel-group study enrolled 1036 patients with a BMII of 27-40 kg/ml and elevated triglyceride levels or a high total-cholesterol:HDL-cholesterol ratio. 

Following a single-blind 4-week period in which all 
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Riimmabant reduces risk factors - continued 

patients received placebo, they ’cn assigned to treatment 
with rimonabant 5mg (n 345), rimonabant 20mg (346), 
or placebo (342), once daily for 1 year. Although no 
specific dietary modifications v c prescribed, patients 
were required to reduce Their ci nn:kc by 600 CiI1OTCS 

per day and were given n .dnc 

Weight and abdominal fat reduced 
Rirnonabant produced s:gnfci, icse-dependent 

reductions in bodyweight, conipaed with placebo. After 
1 year of treatment, the majorii.y of rimonabant 20mg 
recipients had achieved reductior in bodyweight of ;? 5% 
and -a 10%, relative to baseline [,,ee ithie fl. Patients who 
received rimonabant 20mg had l:t ar average of 8.6kg, 
compared with a reduction in rn r,-i3ht from baseline 
of only 2.3kg in the placebo crn.:o 0 00 11 Patients 
treated with rimonabant 5mg &., io;,. signifivantly more 
weight than those in the placebo eracp, although the 
difference was not as marked arttoe 20mg iose. 

Importantly, the weigh.r loss, om;erved uriong patients 

completing 1 year of treatment viith umonabant 20mg 
was accompanied by a signhf.ican 9., cm reduction frmn 
baseline in waist circLlrntŁrnnce i I < 0.00 I versus 
placebo). Patients treated wiln n::oi:thani 5mg also  had a 
significant reduction in aii: it reilce, noirpared 
with placebo recipients, ilthot. .ii ias lass than in the 
rimonabant 20mg group. Ibis r:coi iii waist 
circumference indicates that rimc naiait erovides benefits 
in addition to those of  gv.aerah v,e.Ight toss, as 
abdominal obesity itself a rk ficli: for cardiovascular 
disease. 

Table 2. Effects of ritnonaba. iii cia bodyweight 
rnetabolicsyndrostiyv:. 

F,nonabs’it 

Patlnhi with reductions ot in ho"ti’( tic,un bellr,e (%l; 
lnterjon-t>�treat 5E1.4’ 
�pcp&ilalion 

Patienucomplating’5 ’t" 729’ 
I year of 
trealrnont 

FzHents with redut-fiarts cJ,,6% in wt from b5fitfrut (% 

Patterns compe1lng I   n.a 44 
1 tear to 
.tattilerc 

P*ter,ts with matnbollc ror 
BaeIir, 

1 year  

_e? O.Ct is placebo 

’ D 0,005 vs otaceb, 

Improved lipid profile 
Significant improve -)tii. ipiu profiles were 

observed in patients trecte t.: ii 20mg for 
I year. Relative to has’iitt’r, Vfl 
increased by an avra,s’e ..: 7-t ...nt cerid vels 
decreased by an avent.e of .11L?.;Zig )nU 015 re.eiving 
rimonabant 20mg (boiti p c r.’ s olaeebo’u. 
Although a significant  iricrcas H -’ :..-,.ic’iestet’I levels 
was obserced in æmoimbant Sin tfucd with pacobo, 
recipients at 1 year, tha re vvss nccn’,....erictr between the 
two groups with respect ta t’u" 

A shift in LDL-cholestc:.s ... ..e was observed at 
1 year, with rinionaban 1Us I ti  mu a 4 7% 
reduction in the propuro;n n. ....... ..,,ti.; es and au 
increase of 6.3% in thpmpon......iv-pc I DL 

cholesterol particles, compared with placebo recipients 
(p = 0.002 and p < 0.001 versus placebo, respectively). 
Small, dense LOL-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 ( 0.001 versus placebo). 

Furthermore, levels of C-reactive protein (CRY), 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, rimonabant 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.’ 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 glycanmic 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 events among rimonabant recipients 
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 Tobacco USe 

**RJO = RImonabant In Obesity 

t "Metabolic syndrome" is a combination of health risks and 
conditions that increase the likelihood of developing diabetes or 
cardiovascular disease. Patients with metabolic syndrome have 
? 3 of the following: abdominal obesity (waist circumference of 
> 102cm for men or> 88cm for women), 8P ? 130/85 mmHg, 
triglyceride levels of? 150 mg/dL, HDLcholesterol levels of 
’z40mg/dlfor men or < 50 rng/dL for women, and abnormal 
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� Rirnciibant reduces risk factors - continued 

fasting rw.cose levels ( lW ,rig/dL;. Seven phase !II studies involving a total of> 13 000 
patients are being conducted: four of these studies will 

1. Due 1., et al. !ffacij of , , 

factors- reFslts ¶ion thc SI ATIJS.,5 Lr:ai n . in urriolccu evaluate rimonabant in obesity (RIO-North America, RIO-
motivated a) nod the RIOi.IPI)S rnal (Wtq!?,.t.d’ien Europe, RIO-Lipids and RIO-Diabetes) and the other 
effects in .vci-wr.ightJthese paaeriis with dylip4 :1Annul SdcnCfir three will assess its effects in smoking cessation 
Session of hc AniOriCart Coiegc of Cii;icg L. tui 
ahatr. 409-1 (plus oral presenlstron). 9 M ar’.Oi  (STRATUS-US, STRATUS-Europe and STRATUS-

Worldwide). This phase III trial programme is expected to 
) Editorial comment: Rirnu,tabaro /.icirSyrhØhthoI be completed by the end 012004. 
is in phase Iii of clinica! dnvkrme, i foe l’lie.nraemo,’i O 

obesity and smoking wiiiidt.ta IYO wid Au rope 

CCI 779 active in refra, iot 50% in the placebo group. Corresponding 30-day survival 

metastatic renal cancer rates were 71, 57, 50, 63 and 43%, respectively. 
NOX 100 was not associated with any adverse events. 

CCI 779k, an ester anairsuc of ;, :inOa, shows 
activity and has manageable loxr :1 i’eui5 With 
refractory metastatic renal earces:, a.,’ &;i .iaetJ. 
researchers. 

This study involved I Ill such f ’ut’; ti’hu were 
randomised to receive wceky TV ro ,; of CCI 774 at 
a dose of 25ing (n = 3), 7.5irg.r-
Treatment continued until cvLleeo; ’.:’ ’ise progrc;:on 
or unacceptable toxicity. 

The objective response ra;:e (or ii-;. erilis;; population 
was 7%, with complete, partial a’t’ ;’isnor ::esnonses 
obtained if-,, 0.9%, 6.3% ai. ?  
respectively, mid disease ’ah’ii;irti: U’; ’ i ’Aea’s in 
an additional 17.1%. The meiin tire Ku rOtreSlOfl was 
5.8 months. Similar eThc:ac’,’ v:s f l; 1,.›i u; wit’i weekly 
doses of 2-, 75. or 250mg 

CCI 779 was associated wh T i"iriu ipih" rash  
76% cf patients, muccisiti r ?fl11", riti’ ite ar;d 
asthenia in 50% of patients tjradi; , events iicludect 
hyperglyeaerriia (17%),  
anaemia (9%), and hypertriglyccn;l,....ttia 

"Additional study oj thh egci. ic O)oiw or in 
combination, in approoric.tc ’i cc;’’ 

’’ . 
;-’;errs i 

warranted ", conclude h;. teas -ehe: 

* Wyeth: p/rose Il/for 3ltiO c ’ ’-r c z :’Icce iJ,.e hrr.asr 
cancer cancer, rtwlOple Sc ’ a1, f 4".’.ce 

’ The stody was supporn’d’ . � -" � 

Atkins M, Hidsio M, Staillej,Wc’ct .c - � ecc ’ al, kndossjed 
phase TI scaly of r.riultrple dosc lease. nicasiinn tarryl at 
rapalnyco Sc! ncrO uthibitcr. ill a �  

cnrcino,ra. Ieanci f C:’inic.l  
2004 

News in brief 
R Ths small inolCealir oihic i ;ic 

NOX 100", appears to be � ;r s?stic shock, 
according uo phase JJIIa �;n;cal i c. t;.s r cntci at the 
Sixth World Congress oci ’l.-aurn,i ;� ’ibrcranats in, Shock 
and Sepsis in Munich, C’rnms’: :r ’ ,"O"’b ,ttl)4. This 
multicentre study involvest l’; c’ . .’ ’i so ’ert; sep11!; 
Shock accoruing to SIRS"c:’:’;o;l.; �� ’ i;; err 

to receive IV inliisi ons oi  NO "ala of 
1 mg/kg/hour, 3 rng/kgThoc’: , it  

12 mg/kg/now, cr saline phicei, iher standard 
supportive therapies coesidi’1, p  the clirical 
investigators. After 4 hoe:’  
rates were 29, 79,70 od ’1’ c’ Sir i ’-. ,s, j ng, 
3mg, 6mg and I ;mg dos .too e. ’,:’:’ ’vely, and 

Med/fox: phase II for septic shack in the US 
* l systemic inflammatory response syndrome 

Medirtox. Mcnjinox Announces the Presentation of NOX-100 Septic Shock Clinical 
Results at The Sixth World Congress on Teuwni. Iriflnrrsmtthon. Shock and Sepsis 
in Munich. Gcmuiany on Maccl, 3.2004. Media Release 8 Mar 2004. Available 
from: URL: htljri/www.inedinon.coin SWOM 

The humanised anti-0O25 monoclonal 
antibody cladizumab4 has improved pulmonary 
function in a double-blind phase H asthma trial. 
Patients with chronic, persistent asthma whose disease 
was not well controlled with high doses of inhaled 
corticosteroids (n = 114) were randoniised in a 3:1 ratio 
to receive ten doses of dadizumab 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 

2 weeks, patients receiving daclizumab experienced a 
mean increase in FEy1 of 4.4% of baseline, compared to 
placebo patients who experienced a mean decrease of 
1.5% (p = 0.05). Secondary clinical endpoints supported 
these findings. 

* Protein Design Labs; phase II in the US for asthma. 
/)aclizurnab has been launched for renal transplant rejection. 

Protein Design Labs inc. Protein Design Labs Reports Poniflve Results in Phase II 
Clinical Trial Of Duchzi,imah in Aathnin. Media Release: IS Mir 2004. Available 
from URL: btu:IIwww.pdl.coet 8=32341 

M The immunomodulating agent abetimus"can 
successfully reduce proteinuria in patients with 
systemic lupus erythematosu.s (SLE), according to 
additional data from a phase Ill and a phase il/ifi trial. 
Among patients with high-affinity antibodies to abetimus 
[Riquent], those receiving the drug were significantly 
more likely than those receiving placebo to achieve a 

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 Il/lit trial (44% versus 18%). 

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

La Jolla Tharwuuical Company. La Jolla Pharmacetitical to Present Additional 
Riqiant(R) Resuks At SO Cowea Healthcare Conference. Media Relcanc: II Mar 
2004. Available froes UISL: http://www.Ljpc.com 5m32251 
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ESCRITURA NUMERO CUATRO NIL QUINENTOS 
- 1 

TREINTA Y NUEV (No.4.539) --------------

En la ciudad de Call, Capital del Depar 

tainento del Valle del Cauca, Repiblica de 
4, 

Colombia, a 10/ VEINTITRES (23) dlas - 

del mes de OCTUIBRE del ailo DOS NIL ThO --

(2,001), ante mi, JOR(E ENRIQUE CAICEDO ZA10RANO, Notario 

T E P. C E R 0 (3o.) del Crculo de Call, - - - - - -

� 

l 
compareció JUAN MANUEL BARBERI OSPINA’mayor de edad, vecino de Cali, 

�.. iiptficado con la cddula de ciudadanIa nUmex 14.949.561 de Cali, y dijo: 
/ 

iMERO.- Que obra en su carÆctVde..Representante Legal de en nombre y 
.. 

estnticion do 1 ECNOQ1J1MCAS SA sciedad eonereial organizada y existente 
-.-

L- conforrne a las byes colombianas, con domictijo y sede puncipal en Cali constitu da 
cLv 

,. . 

escritura publica nuniero 2670 de Ia Notana Segunda de Cali do fecha 12 dc 

tiiio do 1957 reforniada en distintas oportunidades, segun consta en ci certificdo 

expedido por la Carnara de Comcrcio de, _________________________ 

SEGUNDO: Qur n tab carÆctcr, pr este p(iblico instrument  Poder Especial 

peroamplioy suf entea JOSE LUIS. REYESViL1M1ZA  mayor de cdad, .vecino do 

Bogota, identifido con C C II 79.152.473 ’saqu&i abogado en ejcrcicio portador 

d> de laT P 44655 del C S de la J., dormethado en Bogota, D.C., Republica de Colombia 

con direcc16ncarrera7 No. 88.23 oficina205,delamismaciudad, comosu representante 

con poder especial, ampiio y suficiente, paraobtcner la protección de nuestra propiedad 

(/7 
industrial y contra la competencia desleal, a cuyo efecto to autorizo, para que nos 

represente ante cualesquiera entidad o persona, ejerzan o no jurisdicción, especialmente 

ante las del orden administrativo, contenciosoadministrativo y judicial, en todo to 

gconcerniente a los siguientes asuntos: a) Obtención, formulación de observaciones 

>-. oposición a patentes de invención, modelos y dibujos indusfiiics y ci registro de 

< 

y 
licencias de uso de esos derechos; b) Las acciones de oposición cancclación nulidad 

medidas cautelares, concesión de licencias y en general los procesos ,civies; 

administrativos o contencioso-administrativos relacionados con estos derechos u otsJ 

diferente naturaieza; acciones y procesos que promovamos o se nos promuevan; y c) 

ESTE PAPEL NO TIENE COSTO ALGUNO PARA EL USUARIO 



� i 

.;. 

que en todos los aSuntos ariiba determinÆdos, tanto en los t&minos sefialados,por los 

artIculos 42 y comlementarios de la Decision 486 de in Comunidad Andina comc del 

articulo7O del C.P.0 pueda sustituir Øste mandato, transigir, conciliar, adrnitir los he :hs 

deiproceso, desistir, cancelar, recibir, renunciar, y ratificarlos actos de agentes ofici sos 

y ceder a titulo gràtuito y/o onerosO, licenciar, incribir contratos de cesiOn y de lice cia, 

inscnpción de prendas, levantamiento de prendas, inscribir derechos de retenciOn y en 

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

Cornercio-----------------  ------- ------------------------------------

Leido el presente instrumento at otorgante, to aprobó y en constancia firma conm, o ci 

------------
-----------Notarib de todo lo cual doy fe ----------------------------------- 

Se agregan coinprobantes. flerechos $30,000.00 Decreto 1681. S e de 

Sept lembre 16 de 1996. Reformado niedlante Resolucir. No. 839 

de Diciembre 27 del nfo 2.000 y Deereto 1326de Julio 06 del 

afo 2.001. Se corri’o en la hoj.a ninero AA 3286877, ENME DA�

DO "OCTUBRE" VALE. 

M. 

A0 
JUAN MANUEL BARBERI OSPINA / .. 

t  ADJAPIo 

En rep de TJCNOU1YICAS 
bi a 

k??Ull It 
NO no 

El Notarlo Tercero de Call 

D. JORGE ENRIQUE CAICEDO7.4.MØAN0...  
� 

4 


