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Asunto : SOLICITUD DE PATENTE PARA INHIBIDORES DE
POLIMERASA VIRAL
Solicitante : BOEHRINGER INGELHEIM INTERNATIONAL GMBH
Publicada en : La Gaceta No. 578 del 31 de Julio de 2007
Fecha de solicitud : 12 de Enero de 2007
1. Yo, Emilio FERRERO, identificado como aparece al pie de mi firma, actuando

como apoderado en el asunto de la referencia, atentamente, solicito se efectie el examen
de patentabilidad de la solicitud en referencia presentada de acuerdo con el Capitulo | del
PCT y segun lo establecido en el articulo 44 de la Decisién 486 de la Comisién de la
Comunidad Andina. Para tal efecto presento junto con este escrito el recibo por valor de
$420.000.00, que corresponde a la tasa fijada segun lo dispuesto en la resolucion No.
44372 de 26 de diciembre de 2007.

2. Ruego atentamente a la Sefiora Jefe se sirva ordenar que se anexe este recibo

para que se efectue dicho examen y se continle con el tramite de la solicitud.

Sefiora Jefe,

/ -~
e

/?4-«
EMILIO FERRERO
T.P.A. No. 31.929

COLO-09255-841-059-0
AHP\MVN\ID-108543\WPCL9255
9 No. M-2007-108543\AHP

NIT 860.041.367-3
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Industria y Comercio
SUPERINTENDENCIA

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No. 07-02730

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION

FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 578 DE

FECHA 31 DE JULIO DE 2007 EL TERMINO HABIL SENALADO POR LA LEY

EXPIRA EL 26 DE OCTUBRE 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 Decisiéon 486/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.
] NO X
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An isomer. enantiomer, diastereocisomer or tautomer
of a compound, represented by formula 1 wherein: A is
O S NR1. or CR1. wherein R1 is defined herein;
represents either a singie or a double bondR2 s
seiected from: H. halegen, R21, OR21, SR21. COOR21,
SO2N(R22)2 N(R22)2. , CON(R22)2,NR22C(O)R22 or
NR22C(O;NR22 wherein R21 and each R22 is defined
herein. 8 is NR3 or CR3, with the proviso that one of
A or B s eithrer CR1 or CR3, wherein R3 is defined
nerer K s N or CR4, wherein R4 is defined herein, -
5 N or CRS whrerein RS has the same definition as R4.
M s N or CR7 wherein R7 has the same definition as
R4 Y1 s Oor S Z s N(R6a)R6 or OR6, wherein R6a is
-~ or aky or NRB1R62 wherein R61 and R62 are
defired nerein, and R6 s M. alkyl cycloalkyl,
alwenyl ot alkyl-aryl, alkyl-Hetior R6 is wherein R7
ara R8 a~d Q are as defined herein; Y2 is O or S; R9
s B (C*'-6 akyl) (C3-7)cycloatkyl or (C1-B)alkyl-
C3-Ticycioaikyl. aryl. Het. (C1-B)alkyl-aryl or (C1-6)
alsyl  Het, all of which optionally substituted with
ROG or RS s covalently bonded to either of R7 or R8
to form a 3- or 6-membered heterocycle; a sait or a

265
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TABLE3
R\ O R. R° H
N
o0 N\ o _~_ _OH
3
R 0
cpd. | R R® R R ICs, | ECso | mfz
4 >$f (M+H)*
™,
‘3001 H C B 567.3
‘
f_sooz H \?< c B 552.2
i & ’
3003 Me % C B 526.2
3004 Me \x 9] C 538.3
| &
|
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TABLE 4
1 O r” s
\ N
S=00R N
/N OH
3
R o)
cpd R’ R® R, A" ICs, | ECs m/z
4 >$/ (M+H)*
Ny
4001 Me ; % B B | 5903
4002 H \% B B | 5763
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TABLE 6
Fl1\ @) R7 Ra H
N ><”/N
N
R H
\ 0 _~_ _OH
@)
cpd. R R* R\ R’ ICso | ECso | m/z
# %g/ (M+H)
6001 | CHg OYCHS C B | 6343
Z 'N N
\ kl‘ :‘ %
6002 | CHs 5 | C B | 6343
'N)LCHS '
~
X I
6003 | CHs N H,C CHs | © B | 6342
IS OV RV
\
6004 CHs jﬁ/\\ HS\CZSC:% B 648.2
Oy :
6005 | CHa HC ~H3\02<CH3 C B | 621.3
HN ‘ ‘gl
He o
6006¢ CHg MG Sy C B | 633.3
|
s W NP
| H,G” 0
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being optionally substituted with R'®
i) tetrazole, COOR'? wherein R' is H, (C1.g)alkyl, (Ca7)cycloalkyl,
or(C1.)alkyl-(Caz)cycloalkyl, aryl, Het, (C.salkyl)aryl or (C.calkyi)Het,

said (C1e)alkyl, (Car)cycloalkyl, or(Cy.c)alkyl-(Cg.7)cycloalkyl, aryl, Het,
(Cy.salkyl)aryl and (Cy.calkyl)Het being optionally substituted with R,

and
k) CONR'™R'™ wherein R'?® and R™ are independently H, (C:.
9alkyl, (Csr)cycloalkyl, (Cre)alkyl-(Css)cycloalkyl, aryl, Het, (Gy.
«alkyl)aryl or (Cy.alkyl)Het, or both R' and R'* are covalently
bonded together and to the nitrogen to which they are attached to
form a 5, 6 or 7-membered saturated heterocycle, said alkyl,
cycloalkyl, alkyl-cycloalkyt, aryl, Het, (C1.eatkyl)aryl, (Cy.salkyl)Het and
heterocycle baing optionally substituted with R'®®;
wherein R'® is defined as 1 or 2 substituents selected from:
tetrazole, halogen, CN, Cy.ealkyl, haloalkyl, COOR'™, SOzH,
SOéR161, OR'®, N(sz)z. 302N(R162)2, NR52COR™2 or
CON(R'®),, wherein R"®' and R'*are as defined above;

or Z is N(R*)R® wherein R® is as defined above and R® is (Ca)cycloalky,
(Cq.g)alkenyl, 6- or 10-membered aryl, Het, (Ci.g)alkyl-aryl, (Cy.g)alkyl-Het, wherein
said alkyl, cycloalkyl, alkenyl, aryl, Het, alkyl-aryl, or alkyl-Het, are all optionally
substituted with R®; IR N

or Z is OR® or N(R®)R® wherein R® is as defined above and R® Is:

wherein R and R®are each independently H, (C1.¢)alkyl, haloalkyl, (Cs7)cycloalkyl, 6-

or 10-membered aryl, Het, (C1g)alkyl-aryl, (Ci.)alkyl-Het, wherein said alkyl,

cycloalkyl, aryl, Het, (C.)alkyl-aryl, (Cre)alkyl-Het are optionally substituted with R,

or

R’ and R® are covalently bonded together to form second (Ga)cycloalkyl or a 4, 5- or -

6-membered heterocycle having from 1 to 3 heteroatom selected from O, N, and S;
or when Z is N(R®)R®, sither of R” or R® is covalently bonded to R®* to form a
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N. More preferably, M, K and L is CH.

More preferably, compounds of the present invention have the following formulae:

o
rl \
RS
5
S
R \
RS
iid
10
R
Preferably R' is selected from the group consisting of: H or (Cy.g)alkyl. More
preferably, R'is H, CHs, Isopropyl, or isobutyl.‘ Even more preferably, R'is H or CHa.
Most preferably, R’ is CHs. :
15

R%:
Preferably, R? Is CON(R®),, wherein each R is independently H, (C1.e)alkyl, (Ca.
s)eycloalkyl, (Cs)cycloalkenyl, 6 or 10-membered aryl or Het, or both R% are bonded
together to form a 5, 6 or 7-membered saturated heterocycle with the nitrogen to

20  which they are attached;

or R? is selected from: H, halogen, (Cis)alkyl, haloalkyl, (Cag)alkenyl, (Cs.
Jcycloalkenyl, 6 or 10-membered aryl or Het; wherein each of said alkyl, haloalky!,
(Cag)atkenyl, (Cs.7)cycloalkenyt, aryl or Het is optionally substituted with R?, wherain

722
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An isomer. enantiomer. diasterecisomer, or
tautomer of a compound, represented by formula (I):
wherein R1 s selected from: H, haloalkyl, (C1-6)alkyl,
{C2- Balkenyi, (C3-7)cycloalkyl, (C2-6)alkynyl, (C5-7)
cycloatkenyi. 6 or 10- membered aryl. Het all
optionaily substituted; R2 is selected from (C1- 6)
akyl. (C3-7)cycloalkyl, (C6-10)bicycloalky!, 8- or 10-
membered aryl or Het all optionally substituted; B is
N or CR5 wherein RS is H, halogen, haloalkyl. (C1-6)
alkyi, (C3-7)cycioalky! or (C1-6)aikyl-(C3-7)cycloalkyl;
X s N or CRS D is N or CR5; each of Y1 and Y2 is
ndependently O or S; Z is O, N, or NRz wherein Rz is
H (C1-8lalky!, (C3-7)cycloalkyl or (C1-6)alkyl-(C3- 7)
cycloalkyl" R3 and R4 are sach indeperdently H, (C*-6)
alkyl first (C3- 7)cycloalkyl. 6- or 10-membered aryl,
Het (C”-B)alkyl-6- or 10-membered aryl, (C1-6)alkyl-
Het or each R3 and R4 are independently covalently
pondec  together to form second (C3-7)cycloaikyl, or
7eterocycle all optionally  substituted, or when Z is
% either R3 or R4 are independently covalently bonded
thereto to form a nitrogen-containing heterocycle; R7
s H C*'.8  alkyl), (C3-7T)cycloalkyl or (C1-6)alkyl-
:C3.7cycloalkyl or R7 is covalently bonded to either
o* R3 or R4 to form a heterocycle; A is (C1-6) alkyl-
CONIR8  wherein R8 is-6- or 10-membered aryl, or Het;
or A s 3 B- or 10-membered aryl, or Het said aryl or
=gt being optionally substituted; or a salt or a
dervative  thereof; such compounds being potent
irhibitors of ~CV NS5B polymerase.
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Cpd. # rRL R A ICso | ECso m/z
\ >< (M+H)*
1006 © B — | 5893
1007 /L 'mOH B ~ | 5153
1008 j\ ; B = 5153
\ \©\/ﬁ\0H
1009 j\ ; B ~ | 529.3
1010 /K B - 562.1
1014 j\ B T | 5552
073 /l B | 5672

S



WO 03/007945

ca 02448737 2003-12-01

PCT/CA02/01129
77
Cpd. # R3 H4 A |C50 Ecso m/z
\\\X,” (M+H)+
1025 : ! B - 559.2
PN \@L > o
. 0
o]
1026 z ¢ o B B 539.2
1027 g ’ B - 581.2
“\/\l",
' o]
L/
HO
1028 ; B - 565.2
T
\“‘ I,’ 0
1029 Q o o A -- 633.2
| CF,
1030 Q L 0. .0 B - 609.2
0
|
1031 Q B - 621.2
4 =
/
0
MeO
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TABLE 2
QR Ry
N N><[rN
R— H
N O
o |
R OH
@)
Cpd. # R' R? R R ICs | ECso m/z
X (M+H)*
2001 : C B | 5832
87 Ny [ Q
2002 T - C B | 5383
&
" (5 Y
2003 N : B A | 5372
2004 @ T | C A | 5262
2005 ‘ -r- C B | 5783
e
P N \‘ S

277



