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E I;IVISION DE NUEVAS ZREAC'IONES /E?;;“f;: ‘»Q:;I\:TT%%)%WS 510%%6%7?%%@3523%’“&3?” §

Re: P1.-CYTOKINETICS, INC. Y SMITHKLINE BEECHAM
CORPORATION.-Solicitud de Patente de Invencién en Fase

= Nacional PCT para “CIERTOS TRIAZOLES SUBSTITUIDOS
Y COMPOSICIONES PARA INHIBIR LA KSP”.-Clase
~ CO7D 249/12.-Expediente niimero 05-043.407.-

1. Me refiero a mi memorial de 12 de Julio de 2005.

2. De conformidad con lo dispuesto en el Articulo 5.2.12 de la Circular
Externa No. 03 de 28 de Abril de 2003, y estando dentro del plazo de seis
meses contados desde la fecha de la publicaciéon de la solicitud en la Gaceta
de la Propiedad Industrial nimero 574 de 30 de Marzo de 2007, solicito a ese
Despacho proceder a realizar el examen de patentabilidad de la presente

invencion.

3. Me permito recordar a usted, que tal como se informé en el Petitorio de

la invencidn, la presente solicitud corresponde a Capitulo II.

4. Anexo me permito acompafar recibo nimero 07-72.508, expedido por
la Superintendencia de Industria y Comercio, que acredita el pago de la tasa

gue dicho examen causa.

Senor Superintendente,

LA
LICIA LLOREDA RICAURTE

T.P. 53.215
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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

LD

43407 - -0000
2007 09 11 155554 Dep. "020 NUECREACION[
"l:’?:h‘ﬂ PATENTEIYII Eve: 379 FASENACIONALII
- Act. 538 PETICION Folios: 2
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIOD
NIT : B800174089-2
RECIRO OFICIAL DE CAJA : 07 - 72,508
FECHA + SEPTIEMBRE 10 DE 2007
2
\.’l

iy CONSIGNACION Hirti
\./
DEPOSITANTE TIPD PAGD BANCD CUENTA No. PAGO FECHA PGB0 Vr. PAGO
LLOREDA & CIA. 5.A. CONSIGNACION  BANCO POPULAR  030-00110-5 47999325  10/0%9/2007 1,010,000.00

faxy C 0O NCEPT O sany
CANT. RENTISTICO CONCEPTD TOTAL CONCEPTD

1 30005-01-01 SOLICITUDES t14 PTC CAP-I1 EXAMEN DE PATENTIBILID 202,000.00

> TOTAL : $ 202,000.00
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REGPONSABLE :

RECIBO DE CAJA APLICADO AL EXPEDIENTE No.
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Industria y Comercio

SUPERINTENDENCIA

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No. 05-43407

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION
FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 574 DE
FECHA 30 DE MARZO DE 2007 EL TERMINO HABIL SENALADO POR LA LEY

EXPIRA EL 03 DE JULIO DE 2007

NOTA: Dentro del plazo de los seis (6) meses siguientes a partir de la fecha de publicacién
en la gaceta de Propiedad Industrial, debera solicitar y cancelar el examen de
patentabilidad so pena de que la solicitud caiga en abandono, de acuerdo con lo
establecido en el Articulo 44 de la Decisién 486/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.
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[57] ABSTRACT

Substituted triazolinone, triazolinethione, and triazolini-
mine compounds of formula (I) are as neurotensin II
antagonists. These compounds have the general for-
mula:

N—N-—B o
R‘l—:—( )':A
N
|
( 2u
R3 R3%
G
—-X
Rl
wherein G is R! or R22
R®
7 Claims, No Drawings




5,250,558

43

N=N—B @
x°t-:—( N )=A
|

(CHa)

RS R
10

.G

or a pharmaceutically acceptable salt thereof, wherein:

GisRlor 15
-3

R2a R26 20

Rlis
(a) —NHSO;R23,

(b) —NHSO;NHCOR?,

(c) —NHCONHSOQ2R%3,

(d) —SO,NHR23,

(e) —SO;—NHCORZ,

(f) —SO,;NHCOR23R24, 10

(g) —SO,;NHCOOR?3,

(h) —SO;NHORZ,

(i) —CH32SO;NHCORZ23,

(j) —CH,SO;NHCONHR32, or

(k) —COH; 3
R22 and R2% are each independently:

(a) hydrogen,

(v) —Cl, —Br, —I, or —F

(c) —CFy,

(d) C1-Ca-alkyl, or a0

(e) C1-Ca-alkoxy;

Rz

(e) ~—H,

() —Cl, —Br, —I, or —F

(c) C1-Ce-alkyl, 45
(d) C~Cg-alkoxy, or

(e) C1-Cg-alkoxy-C1-Cs-alky};

R3bis
(a) _Hv
(b) —C}, —Br, —I1, or —F, 50
(c) C1~Cgalkyl,

(d) C1~Cs-alkylcarbonyloxy,

(e) C3-Cg-cycloalkyl

(f) C1-Cg-alkoxy, or

(g) CF3; ss

Ré4is H, C1-Cgalkyl, ~~CH;-aryl or aryl wherein aryl
is phenyl or naphthyl unsubstituted or substituted
with one or two substituents selected from the
group consisting of: —Cl, —Br, —I, —F, C1-Cs-
alkyl, Ci-Cs-alkoxy, NO3, CF3, Ci-Cs-alkylthio, 60
—QH, —NH;, —CO;H, —CO0;—C;-Cs-alkyl,
—CN and —NHCORSY,;

RS is H or —CH(R$)—0~CO-—R%, wherein R44 is
C-C¢-alkyl, aryl or —CHz-ary};

E is a single bond, —NR!3(CH3);—, —S(0)(CH>- 65
)~ where x is 0 to 2 and s is 0 to 5, —CH(OH)—,
—O(CH3z)s—, —CO—;

Réis

25

4

(a) phenyl, unsubstituted or substituted with ] or 2
substituents selected from the group consisting
of Cl, By, I, F, —O—C;-Cq-alkyl, C|~Cy-alkyl,
—~NO3;, —-CF3;, —SO;NRIR!0, —S—C;-Cy4-
alkyl, —OH, -~NH; C3-Cr-cycloalkyl, and
C3~Cio-alkenyl;

(b) Ci-Ce-alkyl, C:-Ce-alkenyl or Ca-Cg-alkynyl
each of which is unsubstituted or substituted
with one or more substituents selected from the
group consisting of: aryl, C3-Cs-cyclo-alkyl, Cl,
Br, I, F, —OH, —0—C-Cs-alkyl, —NH3,
—NH(C1-Cy-alkyl), —N(Ci-Ce-alkyl)s, —N-
H——SOZR4. —COOR" -'502NHR9. and
—8—=C}-Cy-alkyl;

(c) mono-, di-, tri- or polyfluoro-C1-Cs-alkyl;

(d) C3-Cr-cycloalkyl, unsubstituted or substituted
with one or more substituents selected from the
group consisting of Cj~-Cs-alkyl, O—~C~C;s-
alkyl, S—C;-Cq4-alkyl, OH, perfluoro-C;-Cs-
alkyl, Cl, Br, F, and I; or

{e) C3-Cr-cycloalkyl-C)~Cjz-alkyl, wherein the
cycloalkyl is unsubstituted or substituted as in (¢)
agbove;

A is =0, =S8 or =NR2;
Bis

(a) H provided A is not NR2};

(b) C1-Cio-alkyl;

(c) substituted C1~Cyg-alkyl in which one or more
substituent(s) is selected from the group consist-
ing of:

()L, Br,CLorF,

(2) hydroxy,

(3) C1-Cjo-alkoxy,

(4) C1-Cs-alkoxycarbonyl,

(5) C1-Cq-alkylcarbonyloxy,

(6) C3-Cg-cycloalkyl,

(7) pheny), naphthy! or biphenyl,

(8) substituted phenyl, naphthyl or bipheny! in
which the substituents are Vi, V3, V3, V4and
Vs,

(9) C1~Cic-alkyl-S(O), in which p is 0 to 2,

(10) C3~Cg-cycloalkyl-S(0)p,

(11) phenyl-S(0O)p,

(12) substituted phenyl-S(O); in which the sub-
stituents are V~Vs,

(13) oxo,

(14) carboxy, -

(15) NRRS,

(16) C1-Cs-alkylaminocarbonyl,

(17) di(Cy~Cs-alkyl)aminocarbonyl,

(18) cyano,

(19) —OCONR2IR22,

(20) —NR2ICOR2,

(21) —NR2ICO,R22, or

(22) ~NR2ICONR2?IR22;

(d) Cz-Cro-alkenyl,

(e) C2-Cro-alkyny!l,

(f) C3-Cs-cycloalkyl,

(g) substituted Ci-Cs-cycloalkyl or substituted
C3-Cs-cycloalkyl-Cy-Ca-alky! having one or
more substituents selected from the group con-
sisting of:

(ClL, Br,F,orl,

(2) hydroxy,

(3) C1~Ce-alkyl,

(4) C1~Ce-alkoxy,

(5) Ci1-Cq-alkylcarbonyloxy,

(6) C1-Cs-alkoxycarbonyl,

A
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(7) carboxy,

(8) oxo,

(9) C;~Cs-alkylaminocarbonyl,

(10) di(C;-Cs-alkyl)aminocarbonyl,

(11) C1-C4-alkylcarbonyl,

(12) phenyl, naphthyl or biphenyl,

(13) substituted phenyl, naphthyl or biphenyl in

which the substituents are Vi, V3, Vi, V4and
Vs,

(14) —NR2ICOR2%,

(15) —NR2ICO2R22,

(16) ~OCONR?2IR2?, and

(17) —CN;
(h) phenyl, naphthyl or biphenyl,
(i) substituted phenyl, naphthyl or biphenyl in

which the substituents are Vy, Va2, V3, V4and Vs,
() phenyl—(CH2—~(Q—(CH)—, .
(k) substituted phenyl—(CH3)—(Q)—(CH32)~ in

which the phenyl group is substituted with Vy,

V3, V3, V4and Vs,

V2

(m) Vi (CH2)=(Q):—(CH3)y~,

N

VlﬂVz

=) o ™ CHI—(Qe—(CHI~,
V)ﬂ\'z

© N (CHD— Qe (CHD—,

R%is H, C1~Cs-alkyl, aryl or —CHj-aryl;

R10js H, Cy-Cs-alkyl, or

RY and R10 together can be —(CH2)»— where m is
3-6; )

Rilis H, Cj~-Cg-alkyl, C3-Cy-alkenyl, C;1~-Cs-alkoxy-
C)-Cs-alkyl, or —CH2—CsH4R20;

R12ijs —CN, —NO; or —CO3R%;

R13is H, C3-Cg-alkanoyl, C)-Cg-alkyl, ally}l, C3-C¢-
cycloalkyl, phenyl or benzyl;

R is H, C;-Cg-alky], Ci~Cs-perfluoroalkyl, C3-Cs-
cycloalkyl, phenyl or benzyl;

R15is H, C;-Cg-alkyl, hydroxy;

Ri6is H, C)-Cg-alkyl, C3-Cg-cycloalkyl, phenyl or

benzyl;
R1? s —NRPRI,, —ORI9, —_NHCONH,,
—NHCSNH;, —NHSO;CF3,
—NHSOzOCHB
or

RI18 and R!9 are independently C;~Cg-alkyl or taken
together are —(CH3),-where q is 2 or 3;
R203s H, —NO3;, —~NH3, —OH or —OCHj3;

10

15

20

30

35

435

50

55

65

46
R2ljs

(2) H,

(b) phenyl, unsubstituted or substituted with 1 or 2
substituents selected from the group consisting
of: Cl, Br, I, F, —O—C;-Cy-alkyl, Ci-Cy-alkyl,
~NO;, —CFj3, —SO;NRRI0, —§—C;-Cy-
alkyl, —OH, —NH3;, —COOR4, C3-C7-cycloal-
kyl and C3-Cyo-alkenyl;

(©) C1-Ce-alkyl, Cr-Cg-alkenyl or C;-Ce-alkynyl
each of which is unsubstituted or substituted
with one or more substituents selected from the
group consisting of aryl, C3-Cy-cyclo-alkyl, Cl,
Br, I, F, —OH, —0-—~C;-Cy-alkyl, —NH;,
~—NH(C1~Cs-alkyl), —N(Ci-Cq-alkyl)s, —N-
H—SO;R4, —COOR4 -—SO:NHRY and
~S8—C1~Cy-alkyl;

(d) C3-Cr-cycloalkyl, unsubstituted or substituted
with one or more substituents selected from the
group consisting of: C;~-Cy-alkyl, —O—~—C-Cy-
alkyl, —S8--C;-Cy-alkyl, —OH, —COOR¢4,
C1~Cy-perfluaroalkyl, Cl, Br, F, and 1, or

(e) (C1-Cs)-perfluoroalkyl;

R22 js R2! excluding H;
R

(a) aryl,

(b) heteroaryl, wherein heteroaryl is defined as
pyridine and which can be unsubstituted, mono-
substituted or disubstituted with substituents
selected from the group consisting of —OH,
—SH, Cj-Cs-alkyl, C;-Cg-alkoxy, —CF3, Cl,
Br, F, I, —NO; —COzH, ~C02—~C|-Cs-alkyl,
—NHj;, —NH(C;-Cs-alkyl) and —N(C1-Cs-
alkyl)z;

(c) C3-Cy-cycloalkyl optionally substituted with
one or more substituents selected from the group
consisting of Cj-Cs-alkyl, —O—C;~Cy-alkyl,
—8—C;-Cq-alkyl, —OH, —COOQRS, perfluoro-
Ci1-Cs-alkyl, Cl, Br, F,and I;

(d) C1-Cg-alkyl unsubstituted or substituted with
one or two substituents selected from the group
consisting of: aryl, heteroaryl, -—OH, —SH,
Ci1-Cs-alkyl, C2~Cs-alkenyl, C3;-Cy-alkynyl,
—O(Ci-Cq-alkyl), S(Ci-Cgs-alkyl)) —C3-Cs-
cycloalkyl, —CF3, Cl, Br, F, I, —NO;, —CO3H,
—C0;—C1-Cs-alkyl, —PO3;H, —PO(OH)
(0—C;-Cy-alkyl), —PO(OR%) (RY), —NH3,
—NH(C;—C4-a1ky1), "N(Cl’a‘alkyl)b —NH-
aryl, —N(aryl);; —N(CH.CH3):LL -—NR-
4COR%Z, —CONR4RZ, —OCONR4RZ,
SO;NR%R%2, —NR4SO,R22,

(e) polyfluoro-Cj-Cs-alkyl;

(f) —NR2IR?], or

(2) —N(CH;CH,)L;

Xis
(a) a single bond,
(b) '—"Co"—r
(c) —’o—s
(d) —s"-x
&) =N—,
RI13
() =—CON=—,
RIS

S




