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R 7: X1 Ar cal compositions. Methods of treatment and combinations wits oagents 
2 of disorders, including emesis, depression, anxiety and cough. Pharmaceuti-

easclosed. 

z:R18 () 
R33 R 32 
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SUMMARY OF THE INVENTION 

In one aspect of the invention, a compound is provided having the formula (I): 

1 

RR

 
7  

X’VAr 2

 

R33 
R32 

(I) 

or a pharmaceutically-acceptable salt thereof, wherein 

5 Ar1 and Ar2 are each independently selected from the group consisting of 

R17-heteroaryl and 

qR9 

IC 

X1 is -0-, -S-, -SO-, -SO2-, -NR-, -N(C0R12)- or -N(S02R15)-; 

when X1 is -SO-, -SO2-, -N(C0R12)- or �N(S02R15)-, then: 

10 R1 and R2 are each independently selected from the group 

consisting of H, C1-C6 alkyl, hydroxy(Ci-C3alkyl), C3-C8 cycloalkyl, 

-CH2F, -CHF2 and -OF3; or R1 and R2, together with the carbon atom to 

which they are both attached, form a chemically feasible C3 to C6 

alkylene ring; or, 

15 when X1 is -O-, -S- or�NR34-, then: 

R1 and Rre each independently selected from the group 

consisting of P,fC1-C6 alkyl, hydroxy(C1-C3alkyl), C3-05 cycloalkyl, 

-CH2F, -CHF2 and -CF3; or R1 and R2, together with the carbon atom to 

which they are both attached, form a chemically feasible C3 to C6 

20 alkylene ring; or R1 and R2, together with one another and the carbon 

atom to which they are both attached, form a 0=0 group; 

R3 is selected from the group consisting of H, C1 -C6 alkyl, hydroxy(C1-C3 

alkyl), C3-C8 cycloalkyl, -CH2F, -CHF2 and -OF3; 

each R6 is independently selected from the group consisting ofi, C1-C6 alkyl 

25 and -OH; 

each R7 is independently selected from the group consisting of H and C1-C6 

alkyl;. 
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fl2 is Ito 4; 

R4 and R5 are each independently selected from the group consisting of 

-(CR28R29)1-G, 

where4’, /e 

5 n1is0to5;and 

-OCF3, -OCH2CF3, -0-(C3-C8 cycloalkyl), -0-(C1-C6)alkyl(C3-C8 cycloalkyl), 

e4R13R14, -S02NR13R14 -NR12S02R13, -N12 C(0)R14, -NR C(0)OR  

-NR 12(C(0)NR1 3R14), -e(0) N R 13 R 14,,O)NR13R14, -6(0)OR 13,
 -C3-C8 cycloalkyl, (R’9), -aryl, 

10 (R19)rheteroaryl, -OC(0)R14, -OC(0)NR13R14, -C(=N0R14)(R13), -C(0)R13, 

-C(0R12)(R13)(R14), heterocycloalkenyl optionally substituted by I to 4 

substituents independently selected from the group consisting of R3° and 

R31(It?

 
W W7 

W2

 

1*2Xf
 or 

F Y ’?7 0( 

kb  7(2 

R27 0 

\R12 
;or 

R4 and R5 together are =0, =NOR 12; or 

15 R4 and R5, together with the carbon atom to which they are both attached, 

form a chemically feasible 4- to 8-membered heterocycloalkyl or heterocycloalkenyl 

ring containing I to3,groups independently selected from X2, provided that at least 

one is �NR"-, -, -S-, -S(0)- or -SO2-, the chemically feasible ring being 

optionally substituted with from I to 6 substituents independently selected from the 

20 group consisting of R30 and R31; 

provided that R4 and R5 are not both selected from the group consisting of I-I, 

alkyl and cycloalkyl; 

further provided that, when one of R4 and R5 is -OH, then the other one of R4 

and R5 is not alkyl or (R19) -aryl; 

25 R8, R9 and R1° are each independently selected from the up consisting of 

H, C1 -C6 alkyl, C -C8 cycloalkyl, -OR12, halogen, -CN, -NO2, -CF3, -CHF2, -CH2F, 
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-CH2CF3, -OCF3, -OCHF2, -OCH2F, -OCH2CF3, -000R12, -00NR21R22, 

-OC(0)N R2’R 
22, -OC(0)R12, -NR 21 C0R12,

 -NR 21 CO2R1 
, -NR 21 CON R2’R 

22
 

-NR 21 S02R1 
, 
-NR 21 R22, -S02NR21 R22, -S(0)6R15, (R1 9).-aryl and (R1 9)r-heteroaryl; 

R12 is 4c1-c6 alkyl or C3-C8 cycloalkyl; 

5 R13 and R14 are each independently selected from the group consisting of A, 
CI-C6 alkyl, C3-05 cycloalkyl, (C3-C8)cycaikyl(Ci-C6)aIky-CH2CF3iryfinTh 

heteroaryl; or 

R13 and R14, together with the nitrogen atom to which they are both attached, 

form a chemically feasible 4- to 7-membered saturated or unsaturated ring that is 

10 optionally substituted with -OR12, where one of the carbon atoms in the ring is 

optionally replaced by a heteroatom selected from the group consisting of -0-, -s-
and -NR"-; 

n6 is 0,1 or 2; 

R15 is C1-C6 alkyl, C3-C8 cycloalkyl, -CF3 or -CH2CF3; 

15 R18 is H, C1-C6 alkyl, C3-C8 cycloalkyl, (C3-C8)cycloalkyl(C1-C6)alkyl, 

hydroxy(C2-C6)alkyl or -P(0)(OH)2; 

each R19 is a substituent on the aryl or heteroaryl ring to which it is attached, 

and is independently selected from the group consisting of H, C1-C6 alkyl, C3-C8 

cycloalkyl, C1-C6 alkoxy, -OH, halogen, -CN, -NO2, -CF3, -CHF2, -CH2F, -OCF3, 

20 -OCHF2, -OCH2F, -O-(C1-05 alkyl), -0-(C3-C8 cycloalkyl), -COOR12, -CONR21R, 

-OC(0)NR2’R 22, -OC(0)R’2, -NR  R22, -NR  C0R12, -NR  CO2R12, 

-NR 21 CON R2’R 22, -NR 21 
S02R 

15
 and -S(0)6R’5; 

R21 and R22 are each independently selected from the group consisting of H, 

C1-C6 alkyl, C3-C8 cycloalkyl and benzyl; or 

25 R21 and R22, together with the nitrogen atom to which they are both attached, 

form a chemically feasible 4- to 7-membered saturated or unsaturated ring, where 

one of the carbon atoms in the ring is optionally replaced by a heteroatom selected 

from the group consisting of -0-, -S- and -NR"-; 

R23 and R24 are each independently selected from the group consisting of H 

30 and C1-C6 alkyl; or 

R23 and R24, together with the carbon atom to which they are both attached, 

form a C=O orclopropyl group; 

R27 is -OH or C1-C6 alkyl; 
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R28 and R29 are each independently selected from the group consisting of 

and C1-C2alkyl; 

R3° and R31 are each independently selected from the group consisting of H, 

-OH, C1-05 alkyl, C3-C8 cycloalkyl, (C3-C8)cycloalkyl(C1-C6)alkyl and -C(0)NR13R14; 

5 or 

R30arid 

R31tdth Witftthº öbiiätdrii iöWithth’r th à5hed - 

form O, =S, a cyclopropyl ring or =NR 36; 

R32 and R33 are each independently selected from the group consisting of H 

and C1-C6 alkyl; 

10 R34 is H, C1-05 alkyl, C3-C8 cycloalkyl, (C3-C8)cycloalkyl(C1-C6)alkyl or 

hyd roxy(C2-C6)alkyl; 

R35 is H, C1-C6 aikyl, C3-C8 cycloalkyl, (C3-C8)cycloalkyl(C1-C6)alkyl, 

-P(0)(OH )2, ally!, hydroxy(C2-C6)alkyl, (C1-C6)alkoxy(C1-C6)alkyl, -S02R15, or 

-(CH2)2-N(R12)-S02-R15; 

15 R36 is H, C1-C6 alkyl, C3-C8 cycloalkyl, (C3-C8)cycloalkyl(Cj-C6)alkyl, -NO2, 

-CN or OR12; 

R37 is I to 3 substituents independently selected from the group consisting of 

H, C1-C6 alkyl, -OH, C1-C6 alkoxy and halogen; 

r is I to 3; 

20 X2 is �NR 35_’ -0-, -S-, -S(0)-, -SO2-, -CH2-, -CF2- or 

X3 is �NR-, -N(C0NR13R14)-, -N(CO2R13)-, -N(S02R15)-, -N(C0R12)-, 

-N(S02NHR13)-, -0-, -S-1 -S(0)-, -SO2-, -CH-, -CF2- or -CR12F-; 

n3 is 1 to 5; and 

is Ito 3. 

25 The invention comprises at least one compound having the formula (I), 

including any and all diastereomers, enantiomers, stereoisomers, regiostereomers, 

rotomers, tautorners and prodrugs of the compounds having the formula (1) and their 

corresponding salts, olvatee&y&atesesters, and the like. The compounds 

having the formula (I) can be useful for treating a variety of diseases, symptoms and 

30 physiological disorders, such as emesis, depression, anxiety and cough. 

Another aspect of the invention 

coL  rising  compound of formula (I), alone or with another active agent, and a 

pharmaceutically acceptable carrier or excipient therefor. The inventive compounds 
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Example 15 

CF3 

Ph 

JNHNH

 

CF 

PCT/IJS02/40203 

Example 15 (yield 89%) was prepared using similar procedure as for 
Example 14 using cyclopropanecarbonyl chloride in place of propionyl chloride. 

5 Electrospray MS [M+1] 515.1. 
Example 16 

CF3 

Ph I 

ONH CF3 

0 

Example 16 (yield 89%) was prepared using similar procedure as for 
Example 14 using Example 13 and CH3S02CI in place of propionyl chloride. 

10 Electrospray MS [M+1] 52.1. 

Example 17 (overall yield 23%) was prepared using similar procedure as for 
Example 3 using Example 13 in place of Compound 10. 

15 Electrospray MS [M+1] 515.1. 

Example 18 
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RADICAL SOPORTE DE LOS EJEMPLOS PRESENTADOS 
RI yR2 1N 

N’ 
-"-’, H alquilo, haloalquilo 

sustituido con hidroxilo, CN, N(R6)2, N(R6)-S(02)-alquilo, 
N(R6)-C(0)-N(R9)2, alquilen-CN, alquilen-O-alquilo, -C(0)-
alquilo,-C(=N-OR5)-alquilo, -C(0)-N(R9)2,-C(0)-O-alquilo, 
alquilen-C(0)-alquilo, alquilen-C(0)-o-atquilo, alquilen-C(0)-
N(R9)2. 

R3 CH3 
R4 HidrOgeno 
Arl Siempre es Fenilo 
Ar2 Siempre es Fenilo, sustituido dos veces par CF3 

Las reivindicaciones 8 a 24, no son claras, cuando se menciona: "uno de Ri 
R2"; ya que todas dependen de la reivindicaciôn I y en esta reivindicaciôn se 
menciona "por Ic menos uno de RI y R2", por lo tanto se debe mencionar de la 
misma manera que en la reivindicaciOn 1. 

La reivindicaciôn 50, que reclama un compuesto purificado de acuerdo con la 
reivindicación 1, no es clara, porque no agrega ninguna caracteristica nueva al 
compuesto de formula (I). 

4. Unidad de invención (artIculo 25 D 486) 

La reivindicación 49, se refiere a un Kit que contiene dos a mÆs contenedores en 
donde cada uno comprende una composicion farmaceutica; dado que cada 
elemento que lo conforma puede ser objeto de patente en diferente campo 
(composiciones, envases, empaques), la presente reivindicaciOn no cumple, con 
el requisito de unidad de invenciOn. 

5. Excepción a la patentabilidad (artIculo 20 0486 literal d)) 

Las reivindicaciones 39 a 48 se refieren a mØtodos de tratamiento, las cuales no 
son objeto de patente bajo el presente artIculo. 
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MIA 
6. Determinación del Estado de  la TØcnica 

’4 

La fecha que se ha tenido en cuenta para determinar el Estado de la TØcnica es: 

Fecha de presentación de la solicitud prioritaria: 

Teniendo en cuenta la fecha indicada se realizô la  büsqueda en el estado de la 
tØcnica de documentos relacionados con la solicitud encontrÆndose los siguientes 
documentos mÆs relevantes: 

= 

NO Documento TItulo 
Fecha de 

publicación* 

DI W003/051840 Pyrrolidine and Piperidine Junio 26 de 2003 
derivates as NK1 antagonists  

Dl (Folios: 415-420) 

7. AnÆlisis de patentabilidad (articulo 14 D486) 

7.1 Novedad (artIculo 16 D486) 

La reivindicaciôn 1, reclama un compuesto de formula (I), y composicones 
farmacØuticas que los contienen. 

CARACTERISTICAS ESENCIALES DE LA Dl W003051840 
REIVINDICACION_1  

Compuesto de formula (I), Sus sales 
y 

solvatos: Compuesto de fOrmula (I), sus sales 
y 

solvatos: 
R3 1 2 

R6 Ar1 
 

N R18 

y 

las composiciones farmacØuticas que los 
contienen (folio 419, pg5, lineas 25-28) 

Donde las variables a continuaciôn significan: Donde las variables a continuaciOn significan: 
-C(R28 R29)nl-G, n1=0; R4 

y 

R5 = G 
Ri 

y 

R2 = H, -NR13 R14, 
- C(0) NR13 R14, R4yR5= H,-NR13R14,-C(0)NR13R14, 

X>)m fi+\)fls RI2N 
13 

C(0)OR13, C(0)0R13, 0 0 

con los significados de X, YW, Z 
y 

m que da la con los significados de X2, n5,R12 R27, n3, que 
reivindicacion 1. da la decripciOn de Dl (folio 417, pg3) 
H Ri=H 
R3=CH3 R2= CH3 
H R3=H 
R4=H R18=H 
H’; R6yR7H 

fl22 
H R32yR33=H 
0 X1=0 
Arl= Fenilo, sustituido por H R° 

RV 

Ar2= ° donde R8 , R9 
y 

RiO son cada 
uno seleccionado independientemente de H, CF3 

Ar2= Fenilo, sustituidos dos veces por CF3 RR 

Ar2= ’° donde R8, R9 
y 

RiO son cada 
uno seleccionado independientemente de H, CF3 
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De la comparacion anterior, como se puede observar, las caracterIsticas tØcnicas 
esenciales del compuesto reclamado, ya estaban divulgadas en DI (por ejempto 
los compuestos de los ejemplo 17 y 18; FOLIO 420, Pg50), por to cual se 
concluye que la reivindicaciôn 1 no es nueva, asI como tampoco sus 
dependientes 2-35 y las composiciones farmacØuticas de las reivindicaciones 36 
y 37. 

8. Conclusion: 

Los requisitos de patentabilidad de la presente solicitud se encuentran afectados 
asI: 

N° Documento N° Reivindicaciones Requisito que afecta afectadas 
Dl W003/051840 1-37 Novedad 

En cumptimiento del articulo 45 de la Decision 486 de la ComisiOn de la 
Comunidad Andina, se le indica que debe dar respuesta dentro del tØrmino de 

4 sesenta dias contados a partir de la fecha de notificaciOn de la presente 
comunicación. En caso de no dar respuesta al presente requerimiento, o si a 
pesar de la respuesta subsistieran los impedimentos para la concesiOn, se 
denegarÆ la patente. 

NotifIquese el presente oficio conforme a to dispuesto en el numeral 5.2, literal e), 
del capItulo quinto deltItulo primero dyt Circular LJnica No 10 de 2001. 

ALIX CARMENZA CESD’S DE YERGEL 
DirecciOn de Nuevas Crfiaciones (C) 

El anterior reIu1io1f fue notificado por fijaciOn en lista, de fecha 

CONCEPTO TECNICO No.2528 EXAMINADOR TECNICO 
Código No.202078 
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