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1 Me refiero a ml Solicitud de Patente de 9 de Enero de 2003

2 Por medio del presente me permito manifestar a usted que en ejercicio del
derecho confendo por el Articulo 28 numeral 1 del Tratado de Cooperacion en
matena de Patentes PCT, el capitulo remndicatone tal como fue presentado
origihaimente en Fase Intemaclonal fue modificado al momento de su
presentaaén en Fase Naconal, quedando con 9 rewvindicaclones

Las modificaciones realizadas se encuentran plenamente sustentadas en la
descnpclon de la presente invencion y en este sentido, no configuran una
ampliacién del Invento o de la divulgacién contenida en la solicitud presentada

3 Por consiguente anexo me permito presentar copia del caprtulo
reivindicatono correspondiente a la solictud de la referencia, que consta de 13
rervindicaciones, tal como fue presentado onginalmente en Fase Intermacional,
junto con su traduccion

4 Ruego a usted tomar atenta nota de lo antenor y proceder de conformidad
Sefior Supenntendente,

JOSE
TR
Cédigo 231
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Claims
1 Compounds of the general formula
wherein
R 18 hydrogen, lower alkyl, 1ower alkoxy, halogen or tnfluoromethyl,
R! 1s hydrogen or halogen, or

Rand R' may be together with the ring carbon atoms to which they are sttached
-CH=CH-CH=CH-,

R*and R? are independently from each other hydrogen, halogen, trifluoromethyl, lower
alkoxy or cyano, or

R*and R? may be together -CH=CH-CH=CH-, optionally substituted by one or two
substituents selected from lower alkyl or lower alkoxy;

RLR®  arendependently from each other hydrogen, lower alkyl or cycloalkyl,
R,R' arendependently from each other -(CHy)OR® or lower alkyl,

ar

R*and R* form together with the N-atom to which they are attached & cyclic tertiary amine

of the group
O

Rr? 15 hydrogen, hydroxy, lower alkyl, -lower alkoxy, -(CHa)mOH, -COOR’,
-CON(R*)2 , ~N(R*)CO-lower aikyl or <C{O)R?,
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R° 15 hydrogen, lower alkyl or phenyl,

X 15 -C(O)N(R%)- , -N(R*)C(O)-, -(CH,)mO- 0or ~O(CH3)pn~,
n 1s0,1,2,3 0or4,and

m 1s1,2or3,

and pharmaceutically acceptable acid addition salts thereof

2 A compound according to claim 1, wherein X 1s ~C(O)N(R®)- and R® 1 methyl

3 A compound according to claim 2, which 1s
4-{5-[(3,5-bis-trifluoromethyl-benzyl)-methyl-carbamoyl}-4-o-tolyl-pyridin-2-yl}-4-oxy-
piperazine- 1-carboxylic acid tert-butyl ester,
5'-[(3,5-bis-trifluoromethyl-benzyl)-methyl-carbamoyl] -4'-o-tolyl-1-o0xy-3,4,5,6-
tetrahydro-2H-[1,2'|bipynidinyl-4-carboxyhc acid ethyl ester,

(RS)-6 [3-(acetyl-methyl-amino)-1-oxo-pyrrolidin-1-yl]-N-(3,5-bis-tnfluoromethyl-
benzyl)-N-methyl-4-o-tolyl-nicotinamzde,
N-(3,5-bis-tnfluoromethyl-benzyl)-N-methyl-6-(4-oxy-morpholin-4-yl)-4-o-tolyl-
nicotinamide monohydrate,
N-(3,5-bis-trifluoromethyl-benzyl)-6-(1,1-dioxo-1A°-4-oxy-thiomorpholin-4-yl)-N-
methyl-4-o-tolyl-nicotinamide,

N-(3,5-bis-tnfluoromethyl-benzyl)-6-(4-formyl-1-oxy-piperazin-1-yl)-N-methyl-4-o-
tolyl-nicotnamide,
N-methyl-N-(2-methyl-naphthalen-1-ylmethyl)-6-(4-oxy-morpholin-4-yl)-4-o-tolyl-
nicotinarnide,

N methyl-6-(4-o<y- morpholin-4-yl) N-naphthalen-1-ylmethyl-4-o-tolyl-nicotinamide,
N-(2-methoxy-naphthalen-1-ylmethyl)-N-methyl-6-(4-oxy-morpholin-4-yl)-4-o-tolyl-
nmicotinamde,
N-(2-methoxy-benzyl)-N-methyl-6-(4-oxy-morpholin-4-yl)-4-o-tolyl-nicotbnarmde,
N-(5-chloro-2-methoxy-benzyl)-N-methyl-6-(4-oxy-morpholin-4-yl)-4-o-tolyl-
nicotinamide,
N-(2-chloro-5-methoxy-benzyl)-N-methyl-6-morpholin-4-yl-4-o-tolyl-nicotinamude,
N-methyl-6-(4-0xy-morpholin-4-yl)-N-pentafiuorophenylmethyl-4-o-tolyl-nicotinarmde,
N-methyl-6-(4-oxy-morpholin-4-y1)-N-naphthalen-2-yimethyl-4-o-tolyl-mcotinamude,
N-[2-methoxy-5-(5-tnfluoromethyl-tetrazol-1-yl)-benzyl]-N-methyl-6-(4-oxy-
morpholin-4-yl)-4-o-tolyl-nicotinamide,
N-(1,4-dunethoxy-naphthalen-2-ylmethyl)-N-methyl-6-(4-oxy-morpholin-4-yl)-4-o-
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tolyl-mcotinamide or

5'-[(3,5-bis-trifluoromethyl-benzyl)-methyl-carbamoyl] -4'-o0-tolyl- 1-oxy-3,4,5,6-
tetrahydro-2H-{ 1,2"] bipyridinyl-4-carboxyhc acid

4 A compound according to claim 1, wherein X 15 ~N(R®)C(O)- and R? 15 hydrogen
or methyl

% A compound according to claim 4, which 1s

2-(3,5-bis-tnfluoromethyl-phenyl)-N-methyl-N-{6-(4-oxy-morpholin-4-yi)-4-o-tolyl-
pyridin-3-ylj-isobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-[4-(2-chloro-phenyl)-6-(4-oxy-morpholin-4-yl)-
pyndin-3-yl}-N-methyl-isobutyramide,

2-(3,5-bis-trifluoromethyl-phenyl)-N-[ 6-(4-oxy-morpholin-4-yl)-4-o-tolyl-pyridin-3-yl} -
1sobutyramude,
2-(3,5-bis-tnifluoromethyl-phenyl)-N-{4'-(2-chloro-phenyl)-1-oxy-3.4,5,6-tetrahydro-2H-
[1,2']bipyridinyl-5'-yl]-N-methyl-1sobutyramide,

2-(3 5-bis-trifluoromethyl-phenyl)-N-(6-oxy-dimethylamino-4-o-tolyl-pyridin-3-yl)-N-
methyl-1sobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-[4-(2-chloro-phenyl)-6-oxy-dimethylamino-
pyridin-3-yl]-1sobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-1-(4-hydroxy-1-oxy-4'-o-tolyl-3,4,5,6-tetrahydro-
2H (1,2'|bipyridinyl-5'-yl)-N-methyl-1sobutyramde,
2-(3,5-bis-trifluoromethyl-phenyl)-N-{6- [ (2-hydroxy-ethyl)-1-oxy-methyl-amino] -4-o0-
tolyl-pynidin-3-yl}-N-methyl-1sobutyramide,

(R)-2-(3,5-brs trifluoromethyl-phenyl)-N-[6-(3-hydroxy-1-oxy-pyrrolidin-1-yl)-4-o-
tolyl-pyridin-3-yl}-N-methyl-1sobutyramide,
2-(3,5-bis-tnfluoromethyl-phenyl)-N-methyl-N-(6-(4-oxy-morpholin-4-yl)-4-o-tolyl-
pyrnidin-3-yl|-acetamide,
2-(3,5-dimethoxy-phenyl)-N-methyl-N-[6-(4-oxy-morpholin-4-y1)-4-o-tolyl-pyridin-3-
yl]- acetamide or
2-(3-fluoro-5-trifluoromethyl-phenyl)-N-methyl-N-{6-(4-oxy-morpholin-4-yl)-4-o-tolyl-
pyridin-3-yl]- acetaride

6 A medicament containing one or more compounds of formula I as claumed 1n any
one of claims 1-5 and pharmaceutically acceptable excipients



WO 12/6236 \ Oo

PCT/EPO1/07850)
-39.

7 A medicament according to claim 6 for the treatment of diseases related to NK-1
receptor antagonists

8 A process for prepaning a compound of formula I as defined 1n dlaim 1, which
process comprises

5 oxidizing a compound of formula

with a suitable oxidizing agent to give a compound of formula

(R"),

wherein the substituents have the significances given in claim [ and

10 1f desired, converting the compound obtained 1nto a pharmaceutically acceptable acid
addition salt

9 A compound of formula [ according to any one of claums 1-5, whenever prepared
by a process as claimed 1n claim 8 or by an equivalent method

10 The use of a compound of formula I 1n any one of claims 1-5 for the treatment of
15 diseases related to NK-1 receptor antagomsts

11 Lhe use of a compound of formula I 1n any one of claims 1-5 for the manufacture

of medicaments containing one or more compounds of formula I for the treatment of
diseases related to NK-1 receptor antagonists

12 The use of a compound of formula I 1n any one of claims 1-5 as prodrug fora
20 parent compound of formula
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R"),
(R*),
R
R"\ '\NI RY 'R R
o /N 1l

wheiein the delintions are given 1n claim §

13 The invention as hereinbefore described

L L
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Reivindicaciones

1 Compuestos de la férmula general

(R,
Y ]
(R%),
R
X
~ 7
4 l R R R
R\E N I
R
en donde
R ¢s hidrégeno, alquile inferior, alcoxilo inferior,

halégeno o trifluorometilo,
R! es hidrégeno o halégeno, o
R y R! pueden estar juntos con los Atomos de carbono del
attvllu a los que estan unidos
-CH=CH-CH=CH-,
R? y R? son 1ndependientemente uno del otro hidrégeno,

halégeno, trifluorometilo, alcoxilo ainferior o ciano,

o]

R  y R* pueden estar juntos -CH=CH-CH=CH-, sustituido
opcionalmente con unco ¢ dos sustituyentes selecciona-
dos de alquilo inferior o alcoxilo inferior,

R'Y, Rr' son L1ndependientemente uno del otro hidrégeno,
alquilo inferior o ciclecalquilo,

R, R' son 1ndependientemente uno del otro -(CHz)z0R® o

alquilo inferior,

¢

R y R forman juntos con el 4tomo de N al que estdn uni-

dos una amina terciaria ciclica del grupo

n*O/

\o
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R’ es hidrégeno, hidroxilo, alquilo ainferior, -alcoxilo
inferior, -(CBz2)x0H, -COOR?, -CON{R%);, -N(R’}}CO-alquilo
inferior o -C(Q)R3,

R® es hidrédgeno, alquilo inferior o fenilo,

X es —C(O)N(R®)-, -N(R®)C(O)-, -(CH2)uO- o —O(CHa)m-

n es 0, 1, 2, 36 4, y

m es 1, 2 & 3,

y las sales de adicién &cida aceptables farmacéuticamente

de los mismos
2 Un compuesto de acuerdo con la reivaindicacién 1, en

donde X es -C(O)N(R®)- y R* es metilo
3 Un compuesto de acuerdo con la reivindicacién 2,
que es

éster terc-butilico del dcido 4-{5-[(3,5-bis-

trifluorometil-bencil)-metil-carbamoil]~4-o-tolil-piridain-

2-11}-4-oxi-piperazin-l-carboxilico,

éster etilico del 4cido 5'-[(3,5-bis-trifluorometil-

bencil)-metil-carbamoirl}-4'-o-tolil-1-oxi~3,4,5, 6-

tetrahidro-2H-(1,2']bipiridinil-4-carboxilico,

(RS)-6-[3-(acetil-metil-amino)~-1-oxo-pirrolidin-1-i1}-N-

(3,5-bas-trifluorometil-bencil)-N-metil-4~o-tolil-nico-

tinamida,

N-(3,5-bis-trifluorometil-bencil)-N-met1l-6-(4-oxi-morfo-

lin-4-1]1)-4-o0-tolil-nicotinamida monohidrato,

N-(3,5-bis-trifluorometil-bencil) -6~ (1, 1-dioxo~1A%-4-oxi-

tiomorfolin-4-il)-N-metil-4-o-tolil-nicotinamida,

N-(3,5-bas-trifluorometil-bencil)-6-(4-formil-l-oxi-pipe-

razin-1-11)-N-metil-4-o-tolil-nicotinamida,

105
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N-met1l-N-(2-metil-naftalen-1l-i1lmetil)~-6-(4-oxi-morfolin-4-

11)-4-o-tolil~-nicotinamida,
N-metil-6-(4-oxi-morfolin-4-il)-N-naftalen~l-ilmetil-4-o-
tolil-nicotinamida,
N-{2-metoxi-naftalen-l-i1lmetil)~N-metil-6-(4-oxi-morfolin-
4-11)-4-0-tolail~nicotinamida,
N-(2-metoxi-bencil)~-N-metil-6~ (4-oxi-morfolin-4-1l)-4-o0-
tolil-nicotinamida,

N-(5-cloro-2-metoxi-bencil)-N-metil-6- (4-oxi-morfolin-4-
il)-4-0o-tolil-nicotinamida,
N-(2-cloro-5-metoxi-bencil)-N-metil-6-morfolin-4-il-4-o-
tolil-nicotinamida,
N-metil-6-(4-ox1-morfolin-4-1l1)-N-pentafluorofenilmetil-4-
o-tolil-nicotinamida,
N-metil-6-(4-oxi1-morfolin-4-il)-N-naftalen-2-ilmetil-4-o-
tolil-nicotainamida,
N-[{2-metox1-5-(5-trifluorometil-tetrazol-1-il)-bencil])-N-
meti1l-6- (4-oxi1-morfolin-4-il)-4-o-tolil-nicotinamida,
N-(1,4-dimetoxi-naftalen-2-ilmetil)~-N-metil-6-(4-oxi-

morfolin-4-1l)-4-o-tolil-nicotinamida o

Acldv 5'-[(3,5-bls-Lrifluorometil-bencil)-metil-carbamoil]~

4'-o-tolil-1-ox1-3,4,5,6~tetrahidro-2H-[1,2"']}bapiridinil-4-

carboxilico

4 Un compuesto de acuerdo con la reivindicacién 1, en

donde X es -N(Rf)C(0)- y R® es hidrégeno ¢ metilo

5 Un compuesto de acuerdo con la reivindicacién 14,

que es

2-(3,5-bis-trifluorometil-fenil) -N-meti1l-N-{6-(4-ox1-

|04



10

15

20

25

|05~

-56-

morfolin-4~1l1)-4-o-tolil-piridin-3~1l]-isobutiramida,
2-(3,5-bis-trifluorometil-fenil)-N-[4~-(2-cloro-fenil)-6-(4-
oxi-morfolin-4-1l)-piridin-3-1l1]-N-metil-isobutiramida,
2-(3,5-bis~-trifluorometil-fenal)~-N-[6-(4-oxi-morfolin-4-
1l)-4-o0~tolil-pairidin-3-1l]-isobutiramida,
2-{3,5-bis-trifluorometil-fenil)-N-[4'~-(2-cloro-fenil)-1-
oxt1~3,4,5, 6-tetrahidro-2H~(1,2')bipiridinil-5'-11]-N-met1l-
i1sobutiramida,
2-(3,5-bas-trifluorometil-fenil)-N-(6-ox1-dimetilamino-4-o-
tolil-piridin-3-1l1)-N-metil-i1sobutiramida,
2-(3,5-bis-trifluorometil-fenil)-N-[4-(2-cloro-fenil)-6-
oxi-dimetilamino-piridin-3-i1l]-isobutiramida,
2-{3,5-bas-trifluorometil-fenil)-N-1l-(4-hidroxi-1-ox1-4"'-o-
tolil-3,4,5,6~tetrahidro-2H~-[1,2']baprradinil-5"-11)-N-
metil-isobutiramida,
2~-(3,5-bis-trifluorometil-fenil)-N-{6-[ (2-hidroxi-etil)-1-
oxi~metil-amino]-4-o-tolil-piridin-3-il}-N-metil-
1sobutiramida,
(R)-2-{3,5-bis-trifluorometil-fenil)-N-[6-{3-hidroxi-l-oxi~
pirrolidin-1-i1l)-4-o-tolil-piridin-3-11]-N-metil-
1sobutiramida,
2-(3,5-bis-trifluorometil-fenil)-N-met1l-N-[6-(4-oxi-
morfolin-4-1l)-4-o-tolil-piridin-3-1l]-acetamida,
2-(3,5~-dimetoxi-fenil)-N-metil-N-[6- (4-oxi-morfolin-4-11)-
4-o-tolil-piridin-3-1l)-acetamida o
2-{3-fluoro-5-trifluorometil-fenlil)-N-metlil-N-([6-(4-ox1-
morfolin-4-11)-4-po-tolil-piridin-3-1l)-acetamida

6 Un medicamento que contenga unoc o mas compuestos de
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férmula I tal como se reivindican en cualquiera de las rei-
vindicaciones 1-5 y los excipientes farmacéuticamente acep-
tables

7 Un medicamento de acuerdo con la reavindicacidén 6
para el tratamiento de enfermedades relacionadas con anta-

gonistas del receptor NK-1

8 Un proceso para la preparacidén de un compuesto de
férmula I tal como se define en la reivindicacién 1, cuyo
proceso compre nde

la oxidacidén de un compuesto de fédrmula

(R
(R),

con un agente oxidante apropiado para dar un compuesto

de fé6rmula

en donde los sustituyentes tienen el significado dado en la
reivindicacidén I y
s1 se desea, convertir el compuesto obtenido en una sal de
adicién acida farmacéuticamente aceptable

9 Un compuesto de férmula I de acuerdo con cualquiera

de las reivindicaciones 1-5, siempre que Se prepare por un
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proceso tal com¢ se reivindica en la reivindicacién B8 o
mediante un método equivalente

10 F1 nso de un compuesto de férmula I de cualquiera
de las reivindicaciones 1-5 para el tratamiento de enferme-
dades relacionadas con antagonistas del receptor NK-1

11 El uso de un compuesto de férmula I de cualquiera
de las reivindicaciones 1-5 para la elaboracién de los me-
dicamentos que contienen uno o mas compuestos de férmula I
para el tratamiento de enfermedades relaclionadas con anta-
gonistas del receptor NK-1

12 El uso de un compuesto de fédrmula I de cualquiera
de las reivindicaciones 1-5 en forma de pro-fArmaco de un

compuesto original de formula

en donde las definiciones se han dado en la reivindicacién
1

13 La invenciédn tal como se ha descrito hasta aqui

% % ¥

lot



