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poxcue son reivindicaciones dependientes y no estdn redactadas

3. [] Reivindicaciones N°:

de acuerdo con la segunda y tercera oraciones de la Norma

6.4a).

Casllero N° TIII. Observaciones cuando falta vunidad de
inve.ncién (Continuacién del punto 3 de la pagina 1)

La Autoridad de Blasqueda Internacional encontrd varias
inv:nciones en esta solicitud internacional, a saber:

Vé= o la pagina adicional

1. {[x] Como todos los aranceles de blsqueda adicionales se
pacircn oportunamente por el solicitante, este informe de
bt~ ':eda internacional abarca todas 1las reivindicaciones
bu.- ‘ahles.

2. [! Como las reivindicaciones buscables pudieron buscarse
gi:. e¢sfuerzo que justifique un arancel adicional, esta
Av ridad no intima al pago de ningun arancel adiqional.

3. .! Como ninguno de los aranceles de bilsqueda adicionales
requvridos se pagaron oportunamente por el solicitante, este
irn"crrme de bisqueda internacional abarca solamente aquellas
re v i: licaciones para las cuales se ©pagaron aranceles,

espe~iilicamente las reivindicaciones N°:

4. '} El solicitante no pagé ninguno de 1los aranceles de

bisqu .a adicionales. En consecuencia, este informe de
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bisquerla internacional se limita a la invencién mencionada en
primer lugar en las reivindicaciones; estd abarcada por las
reivin-dicaciones N°:

Observacién Bajo Protesta:

[1 18 aranceles de busqueda adicionales estuvieron
acompanados por el protesto del solicitante

[x] MNingdn protesto acompafi® el pago de los aranceles de
bidsque-la adicionales.

Formulario PCT/ISA/210 (continuacién de la pédgina 1 (2))

(enerc« de 2004)

Solicitud Internacional N°® PCT/US2004/020734

OTRA 1::FORMACION CONTINUACION DE PCT/ISA/210

Esta Autoridad de Bisqueda Internacional encontré varias
{(grupo: de) invenciones en esta solicitud internacional, a
saber:

1. rei.indicaciones: 1, 2, 4~-6, 10-15 (todas en parte), 3,9
compue.tos de acuerde c¢on la estructura (I) de la
reivin-iicacién 1 en donde X es un anillo de biciclo’3.1.0 ¥y
8us usons

2. reivindicaciones: 1, 2, 4-6, 10-15 (todas en parte); 7, 8
compus:.-tos de acuerdo con la estructura (I) de 1la

reivinlicacidén 1 en donde X es heterociclo unido a N.
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DE BOSQUEDA INTERNACIONAL

Informicién sobre miembros de familia de patentes

Solici:ud Internacional N° PCT/US2004/020734

Docw: .o patenie diiado

Miembro(s) de famila

Fecha de

€2

DE £9316240 N1

cu Fecha de
‘enii’ .ne de bisqueda Publcaclén de petanies publicadion
2004147760 Al 29-07-2004 US 2004044052 Al 04-03-2004

AU 2003210807 Al 09-09-2003

BR 0307924 A 07-12-2004

£A 2476038 Al 04-09-2003

EP 1478629 Al 24-11-2004

Wo 03072553 Al 04-09-2003

2004048350 A 10-06-2004 WO 2004048350 A2 10-06-2004

0194342 A 13-12-2001 KR 2002071576 A 13-09-2002

AU 5889701 A 17-12-2001

BR 0111280 A 10-06-2003

CA 2411859 Al 13-12-2001

CN 1433413 T 30-07-2003

EP 1289984 Al 12-03~2003

HU 0301562 A2 29~12-2003

JP 2003535860 T 02-12-2003

ND 0194342 Al 13~12-2001

. MX  PAO2012045 A 15-10-2003
NZ 522990 A 29-08-2003

Us 2003166620 Al 04-09-2003

. | . 5523403 A 04-06-1996 AT 161833 T 15-01-1998
¥ AU 670842 B2 01-08-1996
AU 5323994 A 04-07-1994
, A 2147753 Al 23-06-1994
N 1092413 A ,C 21-09-1994

(4 9501366 A3 18-10-1995

DE 69316240 D1 12-02-1998

DE 69316240 T2 20-05-1998

0K 673370 T3 07-09-1998

EP 0673370 Al 27-09-1995

ES 2111188 T3 01-03-1998

FI 952798 A 07-06-1995

R 3026228 T3 29-05-1998

KU 74099 A2 28~11-19%9

IL 107663 A 16-10-1996

Jp 8504205 T 07-05-1996

JP 3558088 B2 25-08-2004

KR 276382 Bl 15~12-2000

HX 9307705 Al 30-06-1994

NO 952253 A 08-08-1995

NZ 257031 A 26-07-1996

PH 31085 A 05-02-1998

PL 309283 Al 02-10-1995

K 74695 A3 11-10-1995

WO 9413649 Al 23-06-1994

RY 2119484 C1 27-08-1998

A 9307791 A 20-05-1995

© b 9413649 A 23-06-1994 AT 161833 T 15-01-1948

AU 670842 B2 01-08-1996

AU 5323994 A 04-07-1994

CcA 2147753 Al 23-06-19%4

B T

1202180
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Informszcién sobre miembros de familia de patentes

Solici-d Internacional N° PCT/US2004/020734

Wierbro(s) de famia

Documents Paterte citado | Fecha de Fecha de
en infor de blsqueda publcacidn de petentes publicacion
WO 13649 A EP 0673370 Al 27-09-1995
ES 2111188 T3 01-03-1998
F1 952798 A 07-06-1995
GR 3026228 T3 23-05-1998
HU 74099 A2 28-11-1996
Jr 8504205 T 07-05-1996
JP 3558088 B2 25-08-2004
KR 276382 B1 15-12-2000
ND 952253 A 08-08-1995
N2 257031 A 26-07-1996
PL 309283 Al 02-10-1995
RU 2119484 C1 27-09-1998
5K 74695 A3 11-16-1995
Wo 9413649 Al 23-06-1994
us 5523403 A 04-06-1996
CN 1092413 A ,C 21-09-1994
IL 107663 A 16~10-1996
L 9307705 Al 30-06-1994
PH 31085 A 056-02-1998
Ia 9307791 A 20-05-1995
L2 17027083 A 03-04-2003 CA 2443410 Al 03-04-2003
EP 1385834 Al 04~-02-2004
WO 03027083 Al 03-04-2003
Us 2003125367 A) 03-07-2003
EP 0352781 A 31-01-1990 US 4943801 A 14~08~1990
AU 622465 B2 09-04-1992
AU 3911589 A 01-02-1590
CA 1337526 € 07-11-1995
DK 374389 A 30-01-1990
EP 0352781 A2 31-01-1990
FI 893618 A 30-01-1990
HU a8052 A2 28~01~-1992
IE 892438 L 29-01-1990
e 2124877 A 14-05-1990
JP 2899319 B2 02-06-1399
NO 293076 A 30-01-1990
NZ 230108 A 25-10-1981
PT 91315 A 08-02-1%990
us 5130316 A 14-07-1992
us 5043443 A 27-08-1991
us 5254577 A 19-10-1993
ZA 8905778 A 27-03-1991
US 5736545 A 07-04-1998 AT 221521 Y 15-08-2002
Al 703831 B2 01-04-1999
AU 1954797 A 10-09-1997
CA 2243706 Al 28-08-1997
CN 1206410 A ,C 27-01-1999
DE 69714418 D] 05-09-2002
DE 69714418 T2 16-01-2003
DK 883611 T3 02-12-2002
EP 0883611 A} 16-12-1998
ES 2180945 T3 16-02-2003
W 1017033 Al 02-08-2002
I 18467 A 09-04-1938

I ].TyT, T 0T T SRS 7S S TS
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Informacidén scbre miembros de familia de patentes

8Tt

Solicitud Internacional N° PCT/US2004/020734
— l —
[~ Documento patente citado | Fecha de Miembro(s) de famila Fecha de
en informe busqueda publcacién de patentes publicacién
US 5736545 A Nz 331011 A 28-04-2000
PT 883611 T 31-12-2002
SI 883611 T1 31-12-2002
™ 442460 B 23-06~2001
W0 9730981 Al 28-08-1997
A 9701287 A 14-08-1998




TRATADO DE COOPERACION EN MATERIA DE-’PATENTES 8‘7?:_
PCT
OPINION ESCRITA DE LA AUTORIDAD DE BUSQUEDA INTERMACIONAL
(Norma 43bis.l del PCT)
De la Autoridad de Blisqueda Internacional

Para: Véase el formulario PCT/ISA/220

Fecha de remisién (dia/mes/afio): wvéase formulario PCT/ISA/210
(pdgina 2)

Referencia de archivo del Solicitante o del agente: véase el
formulario PCT/ISA/220

PARA OTRAS MEDIDAS. Véase el punto 2 a continuacién

Solicitud Internacional N° PCT/US2004/020734

Fecha de presentacién internacional (dia/mes/afio): 26-06-2004
Fecha de la prioridad (dia/mes/afo): 2-07-2003

Clasificacidén Internacional de  Patente (IPC) o tanto
clasificacién nacional como IPC: C07D413/14, CO07D413/10,
C07D487/08, CO07D417/14, A61K31/422, A61P31/04

Solicitante: MERCK & CO, INC.

1. Esta opinién escrita contiene indicaciones relacionadas con
los siquientes puntos:
[»] Casillero N° I. Fundamento del informe

[X) Casillero N° II. Prioridad
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[X] Casillero N° III. No establecimiento de opinién sobre la
novedad, paso inventivo y aplicabilidad industrial

[X] Casillero N° IV. Falta de unidad de invencién

[x] Casillero N° V. Declaracién fundamentada conforme a la
Clausula 35(2) sobre la novedad, paso inventivo o
aplicabilidad industrial; citas y explicaciones que
fundamentan dicha declaracién.

(X] Casillerc N° VI. Ciertos documentos citados

[1 Casillero N° VII. Ciertos defectos en la solicitud
internacional

[] Casillero N° VIII. Ciertas Observaciones sobre la solicitud

internacional

2. OTRAS MEDIDAS

Si se presenta un pedido de informe preliminar internacional,
esta opinién se considerard como la opinién escrita de la
Autoridad de Examen de Busqueda Internacional (“IPEA”)
excepto cue ésta no corresponda cuando el solicitante elige
una Autoridad diferente de ésta para que sea la IPEA y la IPEA
elegida ha notificado a la Oficina Internacional conforme a la
Norma 66.lbis(b) que la opinién escrita de esta Autoridad de

Busqueda Internacional no se considerara asi.

Si esta opinién, proporcionada anteriormente, se considera la

opinién oscrita de la IPEA, se invita al solicitante a
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presentar ante la IPEA una contestacién escrita junt; con,
cuando corresponda, enmiendas, con anterioridad al vencimiento
de tres meses desde la fecha de la remisidén del Formulario
PCT/ISA/220 o con anterioridad al vencimiento de 22 meses
desde la fecha de la prioridad, la que sea posterior.

Para 'més opciones, véase el Formulario PCT/ISA/220.

3. Para mas detalles, véase las notas al Formulario
PCT/ISA/220

Nombre y domicilic de la ISA:

Oficina de Patentes Europea

D-80298 Munich

Tel 49~89 2399-0 Tx: 523656 epmu d

Fa: 49-89 2399 - 4465

Funcionario autorizado: Kollmannsberger, M

Teléfono: 49-89-2399-7364
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OPINION ESCRITA DE LA AUTORIDAD DE BUSQUEDA INTERNACIONAL

Solicitud Internacional N° PCT/US2004/020734
Casillerc N° I. Fundamento de esta opinién.

1. Con respecto al idioma, esta opinién se ha establecido
basada en la solicitud internacional en el idioma en que se

presentd, a menos que se indique de otro modo en este punto.

[] Esta opinién se ha establecido basada en la traduccién del
idioma original al siguiente idioma r Qque es el
idioma de 1la traducciédn provista para los propésitos de la
bisqueda internacional (conforme a las Normas 12.3 y 23.1(b)

del PCT).

2. Con respecto a todas las secuencias de nucleétidos y/o
aminodcidos que se describen en la solicitud internacional y
gque sSon necesarias para la invencidén reivindicada, esta
opini6tn se ha establecido basada en:

a. tipo de material:

[] un listado de secuencias

[1 tabla(s) relacionada(s) con el listado de secuencias
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:

b. formato del material
[] en formato escrito

[l en forma legible por computadora

c. fecha de presentacién/provisién

[1 contenida en la solicitud internacional presentada

[1 presentada junto con la solicitud internacional en forma
legible por computadora

{] presentada con posterioridad ante esta Autoridad con

propdsitos de blisqueda.

3. [} Ademds, en caso de que se haya presentado o provisto mds
de una versién o copia de un listado de secuencias y/o una
tabla relacionada con él, se presentaron las declaraciones
requeridas de que la informacién de las copias posteriores o
adicionales es idéntica a aquella de la solicitud presentada o

nc va mas alla de la solicitud presentada, segin corresponda.

4, Declaraciones adicionales
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OPINION ESCRITA DE LA AUTORIDAD DE BUSQUEDA INTERNACIONAL
Solicitud Internacional N° PCT/US2004/020734
Casillero N° II. Prioridad
l. [x] No se provisto el siguiente documento:
[x] copia de 1la solicitud anterior cuya prioridad se ha
reivindicado (Norma 43bis.l y 55.7{a)).
[1 traduccién de la solicitud anterior cuya prioridad se ha
reivindicado (Norma 43bis.l y 66.7(b)).
En consecuencia no ha sido posible considerar la validez de la
reivindicacién de prioridad. Esta opinién de todos modos se ha
establecido sobre la suposicién de que la fecha relevante es

la fecha de prioridad reivindicada.

2. [] Esta opinidtn se ha establecido como si no se hubiera
reivindicado ninguna prioridad debido al hechc de que la
reivindicacién de prioridad se ha considerado no valida
(Normas 43bis.l y 64.1). Por lo tanto para los propésitos de
esta opinién, la fecha de presentacién internacional indicada

anteriormente se considera como la fecha relevante.

3. [] No ha sido posible considerar 1la validez de 1la
reivindicacién de prioridad porque no estd disponible una
copia del documento de prioridad para Estados Unidos a la

fecha en que se realizé la bisqueda (Norma 17.1). Esta opinién
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de todos modos se ha establecido sobre la suposicién de que la

fecha relevante es la fecha de prioridad precedente.
4. Observaciones adicionales, si es necesario:

OPINION ESCRITA DE LA AUTORIDAD DE BUSQUEDA INTERNACIONAL

Solicitud Internacional N° PCT/US2004/020734

Casillero N° III. No establecimiento de opinién sobre 1la

novedad, paso inventivo y aplicabilidad industrial

1. Las cuestiones sobre si la invencién reivindicada parece
novedosa, involucra un paso inventivo (no es obvia) o es

aplicable industrialmente no se han examinado con respecto a:

[] 1la solicitud internacional completa
[x] las reivindicaciones N° 1, 2, 4-8, 10-15 (siempre que se

relacionen con X= heterocicle unido a N)

porque:
[x] la solicitud mencionada, o las reivindicaciones
mencionadas N°® 14, 15 se relacionan con la siguiente materia
que no requiere un examen preliminar internacional
(especifique):

véase la padgina aparte
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[x] 1la descripcién, las reivindicaciones o los dibujos
{indique los elementos particulares a continuacién) o las
reivindicaciones mencionadas N° 1 (en parte) son tan poco
claras que no se puede formar una opinidn sensata
(especifique):

Véase la pagina aparte

[] las reivindicaciones, o las reivindicaciones mencionadas N°
estan tan insuficientemente sostenidas por la descripcién

que no se pudo formar ninguna opinidén sensata.

[*] no se ha establecido ningin informe de bilisqueda
internacional para las reivindicaciones mencionadas N° 1, 2,
4-8, 10-15 (siempre que se relacionen con X= heterociclo unido
a N).
[] el listado de secuencias de nuclebétidos y/o aminoacidos no
cumple con la norma establecida en el Anexo C de 1las
Instrucciones Administrativas en que:
la forma escrita [] no se ha provisto

[1 no cumple con la norma
la forma legible por computadora [] no se ha provisto

(] no cumple con la norma

[1] las tablas relacionadas con el listado de secuencias de
nucleétidos y/o aminoAcidos, si esta solamente en forma

legible por computadora, no cumplen con los requisitos
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técnicos establecidos en el Anexo C-bis de las Instrucciones
Administrativas.

{1 Véase la pagina aparte para mis detalles.
Formulario PCT/ISA/237 (enero de 2004)

OPINION ESCRITA DE LA AUTORIDAD DE BUSQUEDA INTERNACIONAL
Solicitud Internacional N° PCT/US2004/020734

Casillero N°® IV. Falta de unidad de invencién

1. [x] En respuesta a la invitacién (Formulario PCT/ISA/206) a
pagar aranceles adicionales, el solicitante:

[x] pagé los aranceles adicionales

[1 pagé aranceles adicionales bajo protesta

[] no pagd aranceles adicionales

2, {] Esta Autoridad encontré que no se cumple el requisito de
unidad de invencién y eligié no invitar al solicitante a
pagar aranceles adicionales.

3. Esta Autoridad considera que el requisito de unidad de
invencién de acuerdo con la Norma 13.1, 13.2 y 13.3

[] se cumplié

[x] no se cumplidé por los siguientes motivos:

véase la pagina aparte

4. En consecuencia, este informe se establecidé con respecto a
las siguientes partes de la solicitud internacional:

[x] todas las partes
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[] las partes relacionadas con las reivindicaciones N°

Casillero N° V. Declaracién fundamentada conforme a la
Cléusula 35(2) sobre la novedad, paso inventivo o
aplicabilidad industrial; citas Y explicaciones que
fundamentan dicha declaracién.
1. Declaracién
Novedad (N} Si Reivindicaciones 3-6, 9-12
No Reivindicaciones 1,2,7,8,13-15
Paso Inventivo (IS) Si Reivindicaciones 3,6, 9-12
No Reivindicaciones 1,2,7,8,10,11,13-15

Aplicabilidad industrial (IA) Si Reivindicaciones 1-13

No Reivindicaciones
2. Citas y Explicaciones:

véase la pagina aparte

OPINION ESCRITA DE LA AUTORIDAD DE B(SQUEDA INTERNACIONAL
Solicitud Internacional N° PCT/US2004/020734

Casillero N° VI, Ciertos documentos citados

1. Ciertos documentos publicados (Normas 43bis.l y 70.10)
y/o

2. Descripciones no escritas (Normas 43bis.l y 70.9)

véase el formulario 210
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OPINION ESCRITA DE LA AUTORIDAD DE BGSQUEDA INTERNACIONAL
(PAGINA APARTE)
Solicitud Internacional N° PCT/US2004/020734
Referencia Punto II
No establecimiento de opinién sobre la novedad, paso inventivo

y aplicabilidad industrial

ITI-1. Las reivindicaciones 14 y 15 se relacionan con una
materia que esta Autoridad considera que esta abarcada por las
disposiciones de la Norma 67.1(iv) del PCT. En consecuencia,
no se formulard ninguna opiniébn con <respecto a 1la
aplicabilidad industrial de la materia de estas

reivindicaciones (Cldusula 34(4) (a) (I) del PCT).

ITI-2, La reivindicacién 1 define el sustituyente Y entre
otros como “CN”. Dado que Y es un residuo divalente no esta
claro qué se desea cubrir con esta definicién. No se dio

opinién al respecto.

III-3. La reivindicacién 1 define el heterociclo N para X como
“grupo heterociclico aromatico que contiene 1-4 Aatomos de
nitrégeno y al menos un enlace doble”. Esta definicién es
confusa ya que los sistemas aromAticos generalmente tienen mas

de un enlace doble. Para el propésito de esta opinién esta
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caracteristica se ha interpretado como cualquier heterociclo

que contiene N que tiene al menos un enlace doble.

Referencia al Punto IV

Falta de unidad de invencién

La presente solicitud se refiere a antibiéticos oxazolidinona.
La solicitud reivindica compuestos que tienen como
caracteristica estructural comin un anillc de oxazolidinona
unido a dos sistemas ciclicos a 1los cuales se une otro
sustituyente X; este sustituyente X puede ser un sistema de
anillo de biciclo[3.1.0] por una parte y un anillo insaturado
unido a N por otra parte. El anillo de oxazolidinona unido a
dos sistemas ciclicos junto con la actividad antibiética puede
en principio considerarse como una caracteristica técnica
especial que se une a los compuestos reivindicados juntos para
formar un solo concepto inventivo general en el sentido de las
Normas 13.1 y 13.2 del PCT. Sin embargo, esta caracteristica
no es ni novedosa ni inventiva ya que ya W001924342 (citada en
la pigina 1 de la memoria descriptiva) describe antibiéticos
oxazolidinonas (véase las reivindicaciones y 1los ejemplos
indicados en el informe de blasqueda) que presentan estas
caracteristicas. La presente solicitud se propone resolver el
problema de encontrar otros antibidticos oxazolidinonas de dos

maneras diferentes que no estdn tan vinculadas por la
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caracteristica técnica especial para formar un solo concepto
inventivo general, a saber usando como otro sustituyente X un

sistema de anillo de biciclo[3.1.0] por una parte o un anillo

insaturado unide a N por otra parte.

Referencia al Punto V
Declaracién fundamentada conforme a la Cliusula 35(2) sobre la
novedad, paso inventivo o aplicabilidad industrial; citas vy

explicaciones que fundamentan dicha declaracién.

V-1. Estado del Arte

Se citaron los siquientes documentos:

Dl: US 2004/147760 Al (THOMAS RICHARD CHARLES [US] ET AL) 29
de julio de 2004 (29-07-2004)

D2: WO 2004/048350 A (ASTRAZENEKA AB; ASTRAZENECA UK LIMITED;
GRAVESTOCK, MICHAEL, BARRY; HA) 10 de junio de 2004 (10-06-
2004)

D3: WO 011/94342 A (DONG A PHARM CO LTD; CHO JONG HWAIN (KR):;
CHOI SUNG HAK (KR); LEE JAE) 13 de diciembre de 2001 (13-12-
2001)

D4: US-A-5.523.403 (BARBACHYN ET AL) 4 de junio de 1996 (4-06-
1996)

D5. WO 94/13649 A (THE UPJOHN COMPANY; BARBACHYN, MICHAEL,

ROBERT) 23 de junio de 1994 (23-06-1994)
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D6: WO 03/027083 A (KYORIN SEIYAKU KK; FUKUDA YASUMICHI (JP);
MERCK & CO INC (US); HAMMON) 3 de abril de 2003 (3-04-2003)

D7: EP-0.352.781 (E.I. DU PONT DE MEMOURS AND COMPANY) 311 de
enero de 1990 (31-01-1990)

D8: US-A-5.736.545 (GADWOOD ET AL) 7 de abril de 1998 (7-04-

1998)

Dl y D2 se publicaron con posterioridad a la fecha de 1la
presente solicitud y se no se considerardn durante el

procedimiento del PCT.
V-2. Novedad (Clausula 33(3) del PCT)

a) Invencién 1:

Los compuestos revelados en D6 difieren de la reivindicaciones
relacionadas con la invencién 1 en que tienen solamente un
sistema de “separador” ciclico Y en que el grupo
biciclo[3.1.0]-hexano estd unido al separador ciclico a través
del anillo de 5 miembros en lugar del anillo de 3 miembros.
Los compuestos descritos en D3 en cambio no tienen el
biciclo[3.1.0]-hexano y presentan diferentes heterociclos en

esta posicién.

b) invencidén 2:
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D3-D5 describen antibiéticos oxazolidinona (ver los pasajes
indicados en el informe de biisqueda) en donde diferentes
anillos heterociclicos unidos a N insaturados corresponden al
anillo “N” en la posicién X de la estructura (I) en las
presentes reivindicaciones. Las reivindicaciones que contienen
férmulas genéricas relacionadas con 1la invencién 2 por 1lo
tanto no son novedosas. Dado que los ejemplos de compuestos
individuales relaciconados con la invencién 2 de las
reivindicaciones 10-11 no se describen especificamente en los

documentos citados, estas reivindicaciones son novedosas.

V-3. Paso Inventivo (Clausula 33(3) del PCT)

a) invencién 1:

El arte previo mds cercano se observa en D3 ya que D3 también
describe antibiéticos oxazolidinonas que tienen dos o mas
sistemas ciclicos unidos al grupo oxazolidinona. El problema
que debe resolverse es encontrar otros antibiéticos
oxazolidinona. La diferencia de las reivindicaciones
relacionadas con la invencién 1 comparada con D3 radica en la
presencia de un grupo  biciclo[3.1.0]-hexano como el
sustituyente X. D6 describe antibidticos oxazolidinona que
tienen ese sistema de anillo, pero el grupo biciclo[3.1.0]-
hexano estd unido a través del anillo de 5 miembros a los
compuestos de D6 no tienen el separador ciclico. La solucién

propuesta no es obviamente deducible del arte previo.
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b) invencién 2:

Dado que se sabe que los compuestos incluidos en las
reivindicaciones relacionados con la invencién 2 son
antibiéticos a partir de D3-DS, no se puede reconocer pasoc
inventivo. También los ejemplos de compuestos individuales de
las reivindicaciones 10 Y 11 deben observarse como
alternativas obvias de los compuestos descritos en D3-D5 vya
que se sabe que los triazoles unidos a N y los tetrazoles son

adecuados como sustituyentes X.

Referencia al Punto VI

Ciertos documentos citados

Ciertos documentos publicados
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US2004/0147760 29-07-2004 22-08-2003

WO02004/048350 10-06-2004 24-11-2003 28-11-2002
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In re Application of Yasumichi Fukuda
Application No.:  PCT/US2004/020734
Filed: June 29, 2004

For: CYCLOPROPYL GROUP SUBSTITUTED OXAZOLIDINONE
ANTIBIOTICS AND DERIVATIVES THERETO

Attorney Docket No.: 50193-187

Intornational Searching Authority: European Patent Office

PB 5818 Patentlaan 2

NL-2280 HV Rijswijk .

Atin: ISA/EP Authorized Officer
RESPONSE TO WRITTEN OPINION

Sir or Madame:
ThhixinmsponnhtheWﬂﬁOpiniondﬂedﬂFebrmryZOOSinihiuppﬁmﬁon
The Writton Opinion noted that a copy of the earlier applications, whose priority has
been clasimed, has not been furnished. Our records show that the Receiving Office wan
requested to provide certified copies of two U.S. Provisional Application Nos. 60/483,904
and 60/546,984. A copy of the request is sttached. Apparently, only one of the applications,
pamely, U.S. Provisional Application Nos. 60/483,904, was provided. See attached
communication from the Receiving Office dated September 24, 2004. We have ordered a

WDC9? 1070230-1.050192.0187

LS prectios conducied through MoDermott Wil & Emery LR
800 Thirteenth Strest, WV, Washingten, D.C. 20008-3088 Talephone: 202.798.8000 Fecsimile: 202.700.5007 www.nWa.cam
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Application No.: PCT/US2004/020734

certified copy of U.S. Provisional Application No. 60/546,984 (as sttached) and will forward
" the same to the Internationa] Bureau of WIPO upon receipt.

The specification has been amended to correct obvious errors in the nomenclature of
* the formulac in Examplos 15, 16, 22, 28, 34, 35, 44, 45, 90, 91 and 106-109. Pleaso replace
pages 40, 41, 45, 48, 52, 53, 59, 91 and 101-103. Specifically, the nomenclature for Example
15 on page 40 has boen smendad to indicate the cotrect position of the bicyclo[3.1.0] ting on
" the fluoropheny] ring as boing st the 4 position. The nomenclature for Examples 16, 22, 28,
34, 35, 44, 45, 90, 91 and 106-109 on pages 41, 45, 48, 52, 53, 59, 91 and 101-103,
respectively, has been amended to indicate the correct position of the bicyclof3.1.0] ring on
_ﬂ:epyridinoringubeingatthanosiﬁou. Entry of the replacement pagos is requestad.

The claims have been amended as follows, Claim 1 has been ameaded to delete “ar 5

Cs.10 heteroaryl represented by@ which represents an optionally substituted aromatic
heterocyclic group containing 1 to 4 nitrogen atoms and at least one double bond, and which
hcmnectedthmugiubondonmyniﬁogmsﬁdhetanuylopﬁonﬂlymblﬁmwdwiﬂalmS

substitutents selected from R7” In addition, I had been limited to

reprosent aryl o heterouryl only. Claims 7 and 8 have been delotod. Claim 10 has been
amended to delete tho following two compounds: 1-{5(R)-3-[3-Fluoro4-{2~(1-methyltetrazol-
5-yl)pyridin-S-yi]phenyl}-2-0xo0xs-zolidin-5-ylmethyl]-1,2,3-riszole and  1-[S(R)-3-[3,5-
Diftuoro-4-[2-(1-methyltetrazol-5-yl)-pyridin-5-yliphenyl]-2-oxooxazolidin-5-ylmethyl]-
1,2,3-trinzole. Claims 11 has beca amended to deleto the following compound: 1-[S(R)-3-[3-
Fluoro-4-[2-(1-mefhyltetrazol-5-yDpyridin-5-ylJphenyl]-2-oxooxa-zolidin-5-ylmethyl}-1,2,3-

2
WDCW 1070230-1.050153.0t47
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Application No.: PCT/US2004/020734

" triazole. All of the claims, including the amended claims, claims sre submitted herewith on
substitute pages 150-174 which are attached to this response. Entry of the substitute claims is
respoectfully requested.
" Applicant notos that the Written Opinion indicated that although claims 14 and 15 are
eovuedbfthepmvﬁmofkﬂeﬂ.l(v)?ﬂ,ihntnoopinionhubeenmndmdaltothe '
industrial applicability of the subject matter of the claims.

Thoan Opinion stated that substituent Y as it relates to “CN” was unclear
because Y is divalent. The “CN” moiety has been deleted from the “Y™ grouping in claim 1.

ThoWﬁmnOpirﬁonslnhdﬂutwiﬂl_napectmdeﬁningxlinchhnlubchgn
hetercycle N, the expression “aromatic heterocyclic group containing 1-4 nitrogen atoms and
at least one double bond” was confusing. Thnex;;:uﬁonhubeendolmdﬁmnchhnl.

The Written Opinion indicates that there is no unity of invention. Clnimlhu-beon
mmdedmdelmmen-bomdummdﬁngm&mmtmnuylmdmn-
heterocyclic aromatic, Alm,clﬁm?and&dﬁwmdwﬂ:eN-bomdummdrEng.ofﬂw
' oxazolidinone ring have been canceled. Accordingly, reconsideration of the holding of lack
of unity of the invention is requested since the invemtion is directed to X being the
bicyclo[3.1.0]-ring system..

In view of the amendments to the clsims, the Written Opinion with respect to
“invention 2” is now moot. As for “invention 1%, it would appear from the Written Opinion
that claims directed to X being the bicyclo[3.1.0] ring system would setisfy the novelty and

inventive stepa.

WDCSP 1070230-1.050193.0187
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Por all of the foregoing reasons, reconsideration of the application is requested.

Respectfully submittod,
McDERMOTI‘ WILL & EMERY LLP
Cameron K. Weiffenbach

600 13% Street, N.W.

Washington, DC 20005-3096

Phone: 202.756.8000 CKW:ckw

Faceimile: 202.756.8087

4
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N{5(5)-3-{4-14-{(1,5a,6pB)-3-t-Butoxycarbomyl-6-cysno-3-azbicyclo[3.1.0Jhexan-6-y1)-3-
finorophenyl]-3-filucrophenyi}-2-oxooxazolidin-5-yimethyl]Jacetamide.
The title compound 14 (24.9 mg) wes prepared from N-{5(S)-3-{3-fluoro-4-(4,4,5,5-tetramethyi-1,3,2-
dicoxaborolyf)phenyf)-2-axocxazolidin-5-yimethylJecetarnide (20.0 mg) and 1-bromo-4-{(1a,5¢,66)-
3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Jhexan-6-yl]-3-fluarobenzene (20.2 mg) in the same
manner a8 described for EXAMFLE 1.
MS (FAB') mi: 553 (MH).

HRMS (FAB') for CxsHy FaN,Os (MH"): caled, 553.2263; finnd, 553.2250.

EXAMPLE 15

H HGl
N

Hi uly

N-{5(8)-3-44-{4{(10.,50,6f)-6-Cyano-3-azabicyclo{3.1.0]hexan-6-yl]-3-finoropheny]-3-
fluorophenyi]-2-oxooxazolidin-5-yimethyljacetamide Hydrochloride.

SUBSTITUTE

WDO99 1071219-1.050193.0187
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The title compound 15 (290 mg) was prepared from N{5(S)-3-[4-{4-[(1c,5a,6B)-3-t-butoxycarbony]-
6-cyano-3-azmbicyclo[3.1.0Jhexan-6-yi}-3-fluorophenyl]-3-fluorophenyl]-2-oxooxazolidin-5-
yimsthyllacetamide (367 mg) '

in the same mamer as described for EXAMPLE 2.

MS (FAB") mz: 453 (MH") (as free basc). ‘

HRMS (FAB") for CyHanFaN,O; (MH): calod, 453.1738; found, 453.1747.

EXAMPLE 16
1
o, =N
l(',
|
0
H
Me

N-{5(8)-3-{4-{2{(1 ¢, 5a,6B)-3--Butoxycarbonyl-6-cyano-3-azabicyclof 3.1 0Jhexan-6-yijpyridin-5-

y1}-3-flucrophenyl}-2-oxooxazolidin-5-ylmethyljacotamide.

The title compound 16 (354 mg) was prepared from N-{5(S)-3-{3-fluoro-4-(44,5,5-tetremathyl-1,3,2-

. dioxabarolyl)phenyl}-2-oxooxazolidin-S-yhmethyl]acetamide (350 mg) and 5-bromo-2-{(1c,5c,68)-3-
t-butoxycarboayl-6-cyano-3-azabicyclof3.1.0Jhaxan-6-yl]pyridine (337 mg) in the sams memner as

described for EXAMPLE 1, :

MS (FAB*) m/: 536 (MH").

HRMS (FAB") for CoaHyFN;O5 (MH'): caled, 536.2309; found, 5362296,

SUBSTITUTE

WDCYS 1071207-1.030193.0147
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HRMS (FAB*) for CsHzFN,O5 (MH"): caled, 437.1737; found, 437.1755.

EXAMPLE 22
NCYT % /Nl .
% f |
F T N
o)—Ma

N-{5(8)-3{4{2-{(1a,50,6f)-6-Cyano-3-oxabicyclo[3.1.0hexan-6-yl ]pyridin-5-y1]-3-fluorophenyl}-
2-oxooxazolidin-5-ylmethyllacetamide. -

The title compound 22 (302 mg) was prepared from N-[5(S)-3-[3-fluoro-4-(4 4,5,5-totramethyl-1,3,2-
dioxaborolyl)phemyl]-2-axcoxagolidin-S-yhmethyljucetamide (378 mg) and 5-bromo-2-{(1,50,58)-6-
cyano-3-oxabicyclo[3.1.0]hexan-6-yi]lpyridine (337 mg) in the same mannor as described for
EXAMPLE 1,

MS (BI') mA: 436 M)
- HRMS (BT") for CHy FN,O, (M"): caled, 436.1547; found, 436.1516.

EXAMPLR 23

Hiv A
l’, I
Q
F NQ -
Nepy
N

1-[5(R)-3-[4-[24{(1 a,50:,68)-6~Cyano-3-oxabicyclof3.1.0Thexan-5-yllpyridin-5-yi}-3-fluorophenyl}-2-
oxooxazolidin-S-yimethyi]-1,2,3-triszole.

SUBSTITUTE

WDCP 1071233-1.050193.0187



MS (FAB") m/: 519 (MH") '
HRMS (FAB") for CpHyNeOs (ME'): caled, 519.2356; found, 519.2382. . 39’/

'EXAWIBZ'I

% d{

I{S(R)-a-[4-{2-{(la.5u.6ﬂ)-6-hmn-3-onbwyclo[3 1.0Jheotan-6-yl}pyridin-5-yl]phenyl}-2-
oxooxazolidin-5-ylmethyl]-1,2 3-triazole.

The title compound 27 (210 mg) was prepared from 1-{5(R)-3-[4-{2-{(1a,5a,6B)-6-t-
butoxycarbonylaming-3-cxabicyclof3.1.0/bexan-6-yllpyridin-5-yllphenyl]-2-oxooxazalidin-5-
ylmethyl]-1,2,3-triazole (310 mg) in the sune manner as described for EXAMPLE 18,

MS (FAB) m4: 419 MH"). .

HRMS (FAB") for C;;HsNO, (MH'): calcd, 419.1832; found, 419.1835.

EXAMPLE 28

"oy

N-{3(8)-3-{4{2-{(1a,50x,6B)-6-Cyuno-3-oxsbicyclof3.1 .0fhexan-6-yl Jpyridin-5-yi jpheny]-2-
oxoaxazolidin-5-yimethyijacotamide.

SUBSTITUTE
WDCS 1071211-1,.080193.0147
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* Titte Compound 33 (281 mg) was prepared from 1-[S(R)-3-{4-{4-[(1 o0, 5a,68)-3-t-butoxycarbonyl-6-
cyano-3- .
azabicyclo[3.1.0Jhexan-6-y1}-3,5-difluorophenyl}-3-fluarophenyl]-2-oxooxazolidin-5-yimethyl]-
1,2,3-triazole (360 mg) in the szme manner as described for EXAMPLE 2.

MS (FAB") m/z 481 (MH") (as fres base).
HRMS (FAB") for CayHxoFyNO; (MH'): caled, 481.1600; found, 481.1598.

EXAMPLE 34

H’O
o Nll; fF ‘N:o%
}—Me-

N-{5(8)-3-{4-{2-[(1a,50,6p)-3-t-Butoxycarbonyl-6-cyano-3-azmbicyclof 3.1.0hexan-6-ylpyridin-5-
Y113,5-diffucrophenyl]-2-oxooxazolidin-S-yimethyljecetamide.

Title Compound 34 (15.5 mg) was prepared from N-{5(S)-3-{3,5-difuoro-4-(trifluoromethane-
sulfonyfoxyphenyi}- '
2-oxooxaznlidin-5-yimethylJacetamide (19.6 mg) and 5-bromo-2-{(1c,5a,68)-3-t-butoxycurbonyl-§-
cyano-3-azabicyclo[3.1.0Jhexsn-6-yl}pyridine (20.0 mg) in the same manner ag described for
EXAMPLE 31. '

MS (FAB*) m/z: 554 (MH").

HRMS (FAB") for CxHsoF;N;0, (MH'): calod, 554.2215; found, 554.2201.

EXAMIT R3S

SUBSTITUTE

WDCS9 1071228-1.050193.0107
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Me
N{5(8)-3{4{2{(12,50,6p)-6-Cyano-3-azabicycio] 3.1.0Jhexan-6-yilpyridin-S-yi}-3,5-
diffuorophenyl}-2-oxooxazolidin-5-ylmethyljacetamide Hydrochloride,
Title Compound 35 (185 mg) was pregared from N-[5(S)-3-[4-{2-{(1 o.5a,6p)-3-t-butoxycarbonyl-6-
cyano-3-szabicyclo[3.1.0Thexan-6-yllpyridin-5-y1)-3,5-difluorophenyl]-2-oxooxazolidin-5-
ylmethyljacctamide (235 mg) in tho sams manner as described for EXAMPLE 2,
MS (FAB*) m/z: 454 (MH") (as free basc).
HRMS (FAB") for CosHoFN,0, (MH'): caled, 454.1691,; 454.1651.

EXAMPLE 36
>
2
. ey

F O

R,
| ™

N{5(8)-3-{4-{4-{(10,501,68)-3-t-Butoxycatbonyl-6-cyano-3-azabicycio[3.1.0]hexan-6-yi}-3,5-
difinorophenyl]-3-fucrophenyi]-2-oxooxazolidin-5-ylmsthyiJacetamide.

Title Compound 36 (347 mg) was propared from N-[5(S)-3{4-(4,4,5,5-tctramethyl-1,3,2-
dioxaborolyl)-3-fluoropheyl}-

SUBSTITUTE
WDCI 1071296-1.850193.0187
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1{5(1}3{4-[2{(10.5u.6ﬁ}-3+3ummmv1-6m3wcw10[3 1.0Jhexan-6-yl]pyridin-5-
yi}-3,5-difluorophenyl}-2-oxoaxazolidin-5-yimethyl]-1,2,3-triezole,
Titlo Compound 44 (14.5 mg) was prepared from 1-[S(R)-3{3,5-difluoro-4-
(trifluoromethanesulfonyf)oxyphenyl]-
2-oxooxazolidin-5-yimethyi]-1,2,3-triazole (19.6 mg) and 5-bromo-2-[(1a,5a,68)-3-t-
butoxycarbonyl-6- '
cyano-3-azabicyclo[3.1.0Jhatan-6-yl]pyridine (20.0 mg) in the ssme manner as described for
EXAMPLE 31.

MS (FAB") m/z: 564 (MH").
HRMS (FAB') for CaH3F,N,O4 (MH'): caled, 564.2171; found, 564.2147.

EXAMYFLE 45
HHGI

..,%Q

1-{SR)-3{4{2-{(10,50.6{)-6-Cyano-3-azabicyclo[3.1 OJhexan-6-yllpyridin-5-yi}-3,5-
difluorophenyi}-2-oxooxazolidin-5-yimethyl]-1,2,3-triszole Hydrochloride.

SUBSTITUTE

WDC 1071241-1.050193.0187
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I-[5(R)-3-{4{2{(1a,5a,6B)-3-t-Butoxycarbanyi-6-(t-butoxycarbonylemino-3-
azabicyclo{3.1.0]hexan-6-yllpyridin-5-yi}-3-fluarophenyl]-2-axooxazolidin-5-yimethyf}-1,2, 3-
triazole.

Title Compound 90 (473 mg) was prepared from 1-[S(R)-3-[3-fluoro-4-(4 4,5 5-tetramethyl-1,3,2-
dim.bmulyD—phmyl]-Z—ommﬁdin—S—xMyl]—l,ZJ-ﬁmle (600 mg) and 5-bromo-2-
[ﬂﬂq&}!ﬂubxyw?mﬁé{bhﬂywbmylhmhoéanbicyebﬂ.l.omm&yﬂpyﬁdho
(702 mg) in the seme manner a8 described for EXAMFPLE 1.

MS (FAB") mA: 636 (MH).

HRMS (FAB") for CyHuFN;Og (MH"): calod, 636.2946; found, 636.2931.

N .

1-[5(R)-3{4{2-{(10,5x,68)-6-Amino-3-azabicyclo[3.1 .0Jhexan-6-yi]pyridin-5-yl]-3-flucrophenyl]-2-
oxooxazolidin-5-ylmethyl)-1,2,3-triazols Diydrochloride.

Titls Compound 91 (305 mg) was prepared from 1-[S(R)-3-{4-{2-{(1,50,68)-3-t-butoxycarbonyl-6-
(t-butoxycerbonyl)-amino-3-azabicyclof3.1.0]hexan-6-yl}pyridin-5-yl}-3-fucrophenyl}-2-

SUBSTITUTE

WD 1071257-1.030193.0137
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HRMS (FAB") for CHisF3Ns0; (MH'): calod, 465.1487; found, 465.1514.

EXAMPLE 106
>|’°-f°
Huee uiH
A Nl
% 2
F
F

L[5(R)-3-[4{2{(1a,5a,68)-3-t-Butoxycarbony}-6-cyano-3-azsbicyclo[3.1.0]hexan-6-yl]pyridin-5-
yi]-3-flucrophenyl]-2-oxoaxazolidin-5-yimethyl]-4-fluoro-1,2,3-triazole. )

Title Compound 106 (301 ig) was prepared from 4-fluoro-1-{5(R)-3-{3-fluoro-4-(4,4,5,5-
totramethyl-1,3,2-dioxaborolyl)phenyl]-2-oxooxazolidin-5-yimethyl}-1,2,3-triszols (370 mg) and 5-
bromo-2-{(1a,5at,68)-3-t-butoxycarbonyl-6-cyano-3-azbicyclo(3.1.0Jhaxan-6-yllpyridine (332 mg)
in the same mamer as described for EXAMPLE 1.

MS (FAB") m%: 564 (MH").

HRMS (FAB") for CysHnF;N704 (MH"): caled, 564.2171; found, 564.2168.

EXAMPLE 107

SUBSTITUTE

WDOSS 107127¢-1.050193.0187
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14S@R)-3-{4-{24(1 1, 5¢x,6P)-6-Cyano-3-azbicyclof3.1.0]hexan-6-yl Jpyridin-5-yi}-3-flucrophenyl}-2-
oxooxazolidin-5-ylmethyl]-4-fluoro-1,2,3-triazole Hydrochloride.

Title Compound 107 (231 mg) wes prépared from 1-{5(R)-3-{4-{2-{(1cx,50,68)-3-t-butoxycarbonyl-6-
cyano-3-szabicyclof3. 1.0]bexsn-6-yljpyridin-5-yi]-3-Bucrophenyl]-2-oxooxazolidin-5-ylmethyl]-4-
fluaro-1,2,3-tinzole (290 mg) in the same manmer as deseribed for EXAMPLE 2.

MS (FAB") mé: 464 (MH") (as free base).

HRMS (FAB") for CnHxFaN;0, (MH"): caled, 464,1647; found, 464.1645,

EXAMPLE 108

=
sy ,N
% 2
F N
Nayy

Y=

F .
1{5R)-3{4-{2-[(10,5a,68)-3-t-Butoxycarbanyi-6-cyano-3-azabicyclof 3.1 .0fhexan-6-yi]pyridin-5-
yi]-3-fluoropbenyl}-2-oxooxazolidin-5-yimethyl]-5-fluoro-1,2,3-triazole.

Title Compound 108 (169 mg) was prepared from 1-{5(R)-3-(3-fluoro-4-iodophenyl)-2-
oxooxazolidin-5-yimethyl]-5-fluoro-1,2,3-triazole (150 mg) and 5-bromo-2-[(1a,5a,6B)-3-t-
buhuycubonyl—&qmo-3¥nbicyclo—[3.l.0]hm—6—y!byﬁdhe (202 mg) in the seme manner as
described for EXAMPLE 31.

MS (FAB") m/r: 564 (MEH"),

HRMS (FAB") for CaaHssF;N;0, (MH'): caled, 564.2171; found, 564.2189.

BEXAMPLE 109
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1-{5(R)-3-[4{2{(1c:,50,6B)-6-Cyano-3-azabicyclo[3.1.0hexan-6-y Jpyridin-5-yl}-3-fluoropbenyl)-2-
oxocxazolidin-5-yimetiyl]-5-fluoro-1,2,3-triazole Hydrochloride.

Title Campound 109 (118 mg) was prepared from 1-[S(R)-3-{4-{2-{(1,5a,68)-3-t-butoxycarbonyl-6-
tyano-3-azabicyclof3.1.0Jhexan-6-yl]pyridin-S-yI}-3-fluorophenyl]-2-oxcoxazolidin-5-ylmethyl]-5-
fluoro-1,2,3-triazole (151 mg) in the same manner as described for EXAMPLE 2.

MS (FAB') n/s: 464 (MH") (as free basc).

HRMS (FAB") for CnHaFyN,0; (MH"): caled, 464.1647; found, 464.1679.

-@(}w

Rt

T{5(R)-3-[4-[2{(1 o, 5a,6p)-3-(4-t-Butoxycarbonylpiporagin-1-yl)acetyl-6-cyano-3-
azabicyclof3.1,0]hexan-6-yllpyridin-5-y1}-3-fluorophenyl}-2-oxooxazolidin-S-ylmethyl}-1,2,3-
triazole. _

Title compound 110 (60.7 mg) was prepared from 1-[5(R)-3{4-[2-[(1a,5c,68)-6-cyano-3-
azabicyclo[3.1.0Thexan-5-yljpyridin-5-yi]-3-flucrophenyl]-2-oxocoxszolidin-5-yimsthyl]-1,2,3-
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_ What is Clatmed Is:
1. The present invention relates to compounds of formula I:

. I
its enantiomer, diastercomer, or pharmaceutically acceptablo salt, hydrate or prodrug thereof
wherein: '
R1 represents

i)  hydrogen,
i)  (CHyNRsRs,

iii)  CR,RsRs, C(R),0R14, CHzNHR;4,
iv)  C(=O)R3, CENOH, C(=NOR;3)H, C(=NOR13)R13, C(=NOH)R;;3,
" C(=O)N(Rus)z, C(ENOH)N(Ry3)z, NHC(=X1)N(Ry3)2, NRCO:R, (C=NH)Ry,

NRu)CEX)NR13)2, COOR13, SO2R14, N(R13)SOzR14, N(R13)COR 14,

v)  (CralkyD)CN, CN, CH=C(R),, (CH;),OH, C(=0)CHR;3,
C(=NR13)Ri3, NR;oC(=X;)Ry3; or

.vi)  Cs.10 heterocycle optionally substituted with 1-3 groups of R7, which

may be attached through either a carbon or a heteroatom;

X represents R4

WDCS 1770445-2.050193.0187
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Y represents NR*, O or S(O)p;
. & @
represents aryl or heteroaryl,

R3 represents NR(C=X2)R12, NR*R12, C6-10 axyl, or (O)Cs-10 heterocyclyl
which may be attached through either a carbon or a heteroatom; said aryl and heterocyclyl
optionally substituted with 1-3 groups of R7,

R4, Raa, Rab, and Ry independently represent

i) hydrogen,

i)  halogen,

ili) Cj.¢alkoxy, or
iv) Cir-gakyl

r and 8 independently are 1-3, with tho provision that when (Rus), and (Ra)r or (Ra) and
(Ruc)s are attached to an Ar or HAr ring the sum of r and s is less than or equel to 4;

R5 and Rg independently represent

i) . hydrogen,

if) C1.6 alkyl optionally substituted with 1-3 groups of halogen, CN, OH,
C1-¢ alkoxy, amino, imino, hydroxyamino, alkoxyamino, C1- acyloxy, C1-6
alkylsulfenyl, C1-6 alkylsulfinyl, C1.6 alkylsulfonyl, aminosulfonyl, C1-§
alkylaminosulfonyl, C1.§ dialkylaminosulfonyl, 4-morpholinylsulfonyl, phenyl,
pyridine, 5-isoxazolyl, ethylenyloxy, or cthynyl, said phenyl and pyridine optionally
substituted with 1-3 halogen, CN, OH, CF3, C1-6 alky! or C1-6 alkoxy;
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iify  C1-6 acyl optionally substituted with 1-3 groups of halogen, OH, SH,
C1-6 alkoxy, naphthalenoxy, phenoxy, amino, C1-6 acylamino, hydroxylamino,
alkoxylamino, C.¢ acyloxy, aralkyloxy, phenyl, pyridine, C1-6 alkylcarbonyl, C1-6
alkylamino, C1-6 dislkylamino, C1-6 hydroxyacyloxy, C1.6 alkylsulfenyl,
phthalimido, maleimido, succinimido, said phenoxy, phenyl and pyridine optionaily
substituted with 1-3 groups of halo, OH, CN, C1-¢ alkoxy, amino, C1.5 acylamino,
CF3 or C1.6 alky);

iv)  C1-6 alkylsulfonyl optionally substituted with 1-3 groups of halogen,
OH, C1-6 alkoxy, amino, hydroxylamino, alkoxylamino, C1-6 acyloxy, or phenyl;
suid phenyl optionally substituted with 1-3 groups of halo, OH, C1-6 alkoxy, amino,
C1-6 acylamino, CF3 or C1-6 alkyl;

v)  arylsulfonyl optionally substituted with 1-3 of halogen, C1-6 alkoxy,
OH or C1-6 alkyl; '

vi) - C1-6 alkoxycarbonyl optionally substituted with 1-3 of halogen, OH,
C1-6 alkoxy, C1-6 acyloxy, or phenyl, said phenyl optionally substituted with 1-3
groups of halo, OH, C1-6 alkoxy, amino, C1-6 acylamino, CF3 or C1-6 alkyl;

vii) aminocarbonyl, C1-6 alkylaminocarbonyl or C1-6
dialkylaminocarbonyl, ssid alkyl groups optionally substituted with 1-3 groups of
halogen, OH, C1-6 alkoxy or phenyl .

viii) five to six membered heterocycles optionally subatituted with 1-3
groups of halogen, OH, CN, amino, C1-6 acylamino, C1-6 alkylsulfonylamino, C1-6
alkoxycarbonylamino, C1-6 alkoxy, C1-6 acyloxy or C1-6 nlk).rl, said alkyl optionally
substituted with 1-3 groups of halogen, or C1-6 alkoxy;

ix)  C3-6 cycloalkyicarbonyl optionally substituted with 1-3 groups of
halogen, OH, C1-6 alkoxy or CN;

SUBSTITUTE
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x)  benzoyl optionally substituted with 1-3 groups of halogen, OH, C1-6
alkoxy, C1-6 alkyl, CFs, C1-6 alkanoyl, amino or C1-6 acylamino;

xi)  pyrrolylcarbonyl optionally substituted with 1-3 of C1-6 alkyl;

xif)  C1-2 acyloxyacetyl where the acyl is optionally substituted with
amino, C1-6 alkylamino, C1 -6.dialkylamino, 4-morpholino, 4-aminophenyl, 4-
(diatkylamino)phenyl, 4-(glycylamino)phenyl; or

Rj5 and R6 taken together with any intervening atoms cen form a 3 to 7 membered
heterocyclic ring containing carbon atoms and 1-2 hetaroatoms independently chosen from
0, S, SO, SO, N, or NRg; '

R7 represents '

i)  hydrogen, halogen, (CH2),Cs.i0 heterocyclyl, CN, CO2R, CON(R)2,
CHO, (CH2)ssNHAc, C(=NOR), OH, C1.6 alkoxy, C1-6 alkyl, alkenyl, bydroxy C-
6 alkyl, (CH;)1aNHC(0)C1-6 alkyl, (CHy)osN(C1-6 alkyl);, NHCO,R, -OCOC1 .6
alkyl;

i)  (CHz)amino, (CH;).C1-6 alkylamino, C1-6 acylamino, C1.¢
dialkylamino, hydroxylamine or C1-2 alkexyamino all of which can be optionally
gubstituted on the nitrogen with C1-6 acyl, C1-6 alkylsulfonyl or C1-6
alkoxycarbonyl, said acyl and 'alkylsulfonyl optionally substituted with 1-2 of halogen
or OH;

Rg and Rg independently represent

i) HCN,

i)  C1-6 alkyl optionally substituted with 1-3 halogen, CN, OH, C1-6
alkoxy, C1-6 acyloxy, or amino,
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_ iii)  phenyl optionally substitated with 1-3 groups of helogen, OH, C1-6
alkoxy; or

154

R7 and Rg taken together can form a 3-7 membered carbon ring optionally
interrupted with 1-2 heteroatoms choson from O, S, SO, SO2, NH, and NRg;

X1 represents O, S or NR13, NCN, NCOzR 5, or NSO:R 14

X2 represents O, S, NH or NSO2R 14;
R0 represents hydrogen, C1-6 alkyl or CO2R]5;

R|2 represents hydrogen, Cj.6 alkyl, NH2, OR, CHF,, CHCl;, C(R);Cl, (CH;).SR,
(CHz) .CN, (CH;) sSO:R, (CH;) oS(O)R, C1-6 alkylamino, C3.6 cycloalkyl, C5.10
heterocycly! or C1.6 dialkylamino, where said alkyl, and cycloalkyl may be substituted with
1-3 groups of halo, CN, OH or C}-¢ alkoxy, said heterocyclyl optionally substituted with 1-3
groups of Ry; ' -

cach R13 represents independently hydrogen, C1-6 alkyl, C6-10 aryl, NRsRg, SRg,
S(O)Rs, S(0)2 Rs, CN, OH, C1-¢ alkylS(O)R, C1-6 atkoxycarbonyl, hydroxycarbonyl, -
OCOaryl, C1-6 acyl, C3-7 membered carbon ring optionally interrupted with 1-4 .
heteroatoms chosen from O, §, SO, SO2, NH and NRg where said C1-¢ alkyl, aryl or C1.6
acyl groups may be independently substituted with 0-3 halogens, hydroxy, N®R)2, COZR,
C6-10 aryl, C 5-10 heteroaryl, or C1-6 alkoxy groups;

when two R,3 groups are attached to the same atom or two adjacent atoms they may
be taken together to form a 3-7 membered carbon ring optionally interrupted with 1-2
heteroatoms chosen from O, S, SO, S02, NH, and NRg;
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R represents hydrogen or C1.5- alkyl;

R* represents hydrogen, CN, C(=O)R14, (CH2)pCO2C1.6 alkyl, (CH2)pCs-
10heterocyclyl, or C1.¢ alkyl, said alky] and heterocyclyl optionally substituted with 1 to 3

groups of R7;

R4 represents amino, C}.6 alkyl, C3-6 cycloalkyl, (CH2)pCs-1oheterocyclyl, C1-6
haloalkyl, phenyl, said alkyl, cycloalkyl, phenyl, heterocyclyl optionally substituted with 1-3
group of R7, when R7 is an amino or hydroxyl group or a nitrogen that forms part of the

heterocycle, said amino and hydroxy qpﬁonally protected with an amino or hydroxy
protecting group;

R15 is C1-6 alkyl or benzyl said benzyl optionally substituted with 1-3 groups of
hsalo, OH, C1-¢ alkoxy, amino, C1.¢ ecylamino, or C1.g alkyl;

R}6 is hydrogen, Cs-1oheteroaryl, C ¢-10aryl, said heteroaryl and aryl optionally
substituted with 1-3 groups of R7; '

p represents 0-2 and

-nreptesentlo.
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2. The compound according to claim 1 wherein Ar and HAr of

Ra R

independently are phenyl, pyridyl, pyrimidinyl, or piperidinyl, andr+sforand b combined
<3.

Y.
2-'.

3. The compound according to claim 2 wherein X is Ry

_ 4, The compound according to claim 3 wherein Y is NR* and R, is H, NR5Rg,
CN, OH, or CR7RgR9. '

5. The compound according to claim 4 wherein R, is NR5Rg, or CN.

6. The compound according to claim 5 wherein R3_is Cs-10 heteroaryl, gaid
heteroaryl optionally substituted with 1-3 groups of Ry

SUBSTITUTB
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9. The compound according to claim 1 of the structural formula IV:

Y
R :N | R
" Formula v

wherein Ry, Ry, are as described and R, and@tndependmﬂym 1,2,3-trinzole, 1,2,4-
triazole, 1,2,5-triazole, tetrazole, pyrazole, or imidazole, any of which may contain 1 to 3
substitutents selected from R7,

10. A compound which is;

1{5@)-3-[4-12-[(10,5a,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yi]pyridin-5-yljphenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,

1-{5(R)-3-[4-[2-[(10,50,6B)-6-cyano-3-azabicyclof3.1 .0Jhexan-6-yl]pyridin-5-
yilpheny{]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole hydrochlorids,

" 1{5(R)-3-[4-{4-[(10,5a,6B)-3-t-butoxycarbony}-6-cyano-3-azsbicyclo[3.1.0Jhexan-6-

y1]-3-fluérophenyljphenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,

1{5(R)-3-[4-{4-[(10,56,6)-6-cyano-3-azabicyclo[3.1.0Jhexan-6-yi}-3-
flucrophenyl}phenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole hydrochloride,
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1-{5(R)-~3-{4-[4-[(1,50,6p)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yl]-3-fluorophenyl]-3-fluorophenyl}-2-oxooxazolidin-5-yimethyl}-1,2,3-triazole,
1-[5(R)-3-[4-{4-[(1&, 50:,6P)-6-cyano-3-azabicyclo[3. 1 0]hexan-6-yl}-3-fluorophenyl)-
3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole hydrochloride,
1-{5(R)-3-{4-[2-[(1a,50,6P)-3-1-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]Thexan-6~
yl]pyridin-5-y1]-3-fluorophenyl]-2-oxooxazolidin-5-yimethyl]-1,2,3-triazole, '
1-[5(R)-3-[4-[2-[(1a,5a,6B)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1]-3-
flucrophenyl]-2-oxooxazolidin-5-yimethyl}-1,2,3-triazole hydrochloride,
) N-[5(8)-3-[4-[4-{(1a,5a,68)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Jhexan-6-
y1}-3-Buorophenyl jphenyl]-2-oxooxszolidin-5-ylmethyl]acetamide,
_ N-[5(S)-3-[4-[4-[(1a,5a,6B)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yi]-3-
fluorophenyl]phenyl]-2-oxooxazolidin-5-ylmethyljacetamide hydrochloride,
N-[5(8)-3-[4-[2{(1a,5a,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-
yllpyridin-5-yl}phenyl]-2-oxooxazolidin-5-ylmethyl]acetamide,
N-[5(S)-3-[4-[2-[(10,5a,68)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-
yliphenyl]-2-oxooxazolidin-S-ylmethyl]acetamide hydrochloride,
N-{5(8)-3-[4-[4-][(10,5a,6p)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yl]-3-fluomphmyl]—3-ﬂuorophnnyl]—2mﬁdin-5-yimcthyl]acehmidc.
N-[5(8)-3-[4-[2-{(1a,5a,68)-6-cyano-3-azabicyclo[3.1 .O]hexan-6-y1}-3-flucrophenyl]-
3-fluorophenyl}-2-oxooxazolidin-5-ylmethyllacotamide hydrochloride,
N-{5(8)-3-[4-[4-[(1a,5a,68)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-
yllpyridin-5-yl]-3-fluorophenyl}-2-oxooxazolidin-5-yimethy[Jacetamide, '
N-[5(8)-3-[4-[2-[(1a,50,6B)-6-cyano-3-azabicyclo[ 3.1 .0Thexan-6-yl]pyridin-5-y1]-3-
_ fluorophenyl]-2-oxooxazolidin-5-yimethyl]acetamide hydrochloride,
N-[5(S)-3-[4-[2-[(1a,50a,6B)-6-t-butoxycarbonylamino-3-oxabicyclo]3.1.0]hexan-6-
yllpyridin-5-y1]-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl] acetamide,
N-5(S)-3-[4-[2-[(12,5a,6B)-6-amino-3-oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]acetamide,
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1{5(R)-3-[4{2-[(1a,5a,68)-6-t-butoxycarbonylamino-3-oxabicyclof3.1.0]bexan-6- °
yl]pyridin-5-ylj-S-ﬂuomphenyl]-2-oxooxazolidin-5-yhnothy1]-l,2,3-trinzole,
1-[5(R)-3{4-[2-[(1a,50,68)-6-amino-3-oxabicyclo[3. 1.0]hexan-6-yI]pyridin-5-yi]-3-
fluorophenyi}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole, _
' N-[5(S)-3-{4-[4-](1a,50,6B)-6-cyano-3-oxabicyclo[3. I.0]hexan-6-yl]pyridin-5-y1]-3-
fluorophenyl]-2-oxooxazolidin-5-yimethyl]acetamide,
1-[5(R)-3-[4-[2-[(1&,5¢,6B)-6-cyano-3-oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
N-[5(S)-3-{4-[2-[(1,5¢,6B)-6-t-butoxycarbonylamino-3-oxabicyclo[3.1.0}hexan-6-
yllpyridin-5-yl]lphenyl]-2-oxooxazolidin-5-yimethyl]acetamide,
N-[5(S)-3-{4-[2-{(1a,50,68)-6-amino-3-oxabicyclo[3.1.0}hexan-6-yilpyridin-5-
yl]phenyl]-2-oxooxazolidin-5-ylmethyl]acetamide,
1-{SR)-3~[4-[2-[(10,5a,6B)-6-t-butoxycarbomylamino-3-oxabicyclof 3. 1.0Jhexan-6-
yi}pyridin-S-yl]phenyl})-2-oxooxazolidin-5-yimethyl}-1,2,3-triazole,
1-[5(R)-3-[4-[2-[(1a,5a,6P)-6-amino-3-oxabicyclof3.1.0]hexan-6-yl]pyridin-S-
yi]phenyl}-2-oxooxazolidin-5-yimethyl]-1,2,3-triazole,
N-[S(S)-'S-[4-[4-[(1a,5a,6ﬂ)-6-cymo-3-oxabicyclo[S.1.0]hmn-é-yl]pyﬁdin-s-
yilphenyl]-2-oxooxazolidin-5-yimethyljacetamide,
' 1-[5(R)-3-[4-[2-[(10,,50,6B)-6-cyano-3-oxabicyclo[3.1.0]hexan-6-yl}pyridis-5-
yi]phenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
' 1-[5(R)-3-[4-[4-[(1a,50,6P)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0jhexan-6-
y1]-3,5-difluorophenyl}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl)-1,2,3-triazole,
1-[S(R)-S-[4—[4—[(la,ga,ﬁﬂ)-ﬁ-cylno-3-azabicyclo[3.1.0]hexan-6-yl]—3,5-
difluorophenyl}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
N-{5(8)-3-[4{4[(1a,5a,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yllpyridin-5-y1]-3,5-difluorophenyl]-2-oxooxazolidin-5-ylmethyl]acetamide,
_ N-[S(S)-3-[4-[4-[(1a.Sa.Gﬂ)-&cyat_lo-}azabicyclo[a.1.0]hexm-G-yl]pyﬁdin-s-yl]l
3,5-difluorophenyi]-2-oxooxazolidin-5-ylmethyt]acetamide hydrochloride,

SUBSTITUTE
WDCY9 1070445-2.050193.0187



@ | N ﬁé\
ol

-~ 9l
160

N-{5(S)-3-[4-[4-[(1a,50,6)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yl1-3,5-difluorophenyl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyi]acetamide,
N—[S(S)-3;[4-[;I-[(1a,5a.6ﬂ)-6-cyano-3-mbinycloﬁ .1.0Thexan-6-yi}-3,5-
‘difluorophenyl}-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl]acetamide hydrochloride,
N-{5(8)-3-[4-{4-[(1a,5a,6P)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yllphenyl]-3-fluorophenyl]-2-oxooxazolidin-5-yimethyljacetamide,
N-[5(S)-3-[4-[4-[(10,50,6p)-6-cyano-3-azabicyclo[3. 1.0]hexan-6-yl]phenyl]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]acetamide,
N-[5(S)-3-[4-[4-[(1a,5a,6()-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-
yl}-3-fluorophenyi]-3,5-difluorophenyl]-2-oxooxazolidin-5-yimethyli]acetamids,
N-[5(S)-3-[4-[4-[(1a,5a,6B)-6-cyano-3-azabicyclo[3. 1.0]hexan-6-yl]-3-fluorophenyl]-
3,5-difluorophenyl]-2-oxooxazolidin-5-ylmethyljacetamide,
1-[s(R)-'3-[4—[4—[(1-a,5a,6n)-3-t-bumxycubm_a&l-s-cymo-s-mbicyclo[s.1.0]ho:um-6-
¥1}-3-fluoropheny]}-3,5-difluorophenyl]-2-oxooxazolidin-5-yimethyl]-1,2,3-triazole,
1-{5(R)-3-[4-[4-[(1c,5a,6p)-6-cyano-3-azabicyclo[3.1.0]hexan-6-y1)-3-fluorophenyl] -
3,5-diflvorophenyl]-2-oxooxazolidin-5-yimethyl}-1,2,3-triazole hydrochloride,
1-[5(R)-3-[4—[4—[(1u,Su,ﬁB)—S-t—blnoxycu.'bpnyl-&cyano-S-mbicyclo[3.1.0]hexm-G-
yI}pyridin-5-y1}-3,5-difiuorophenyl]-2-oxooxazolidin-5-ylmethyl]:1,2,3-triazole,
1-[5(R)-3-[4-[4-{(1a,50,60)-6-cyano-3-azabicyclo[3.1 .0Jhexan-6-yllpyridin-5-y1}-3,5-
difluorophenyl]-2-oxooxazolidin-5-yimethyi]-1,2,3-triszole
1-[5(R)-3-{4-[4-[(1&,5a,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yi]phenyl}-3-finoropheny]-2-oxcoxazolidin-5-yimethyl}-1,2,3-triazole,
1{5(R)-3-{4-[4-[(10,5a,6p)-6-cyano-3-azabicyclol3. 1 .0lhexan-6-yljphenyl]-3-
" fluorophenyl}-2-oxooxazolidin-5-ylmethyl)-1,2,3-triazole,
1-[5R)-3-{4{2-[(1a,50,68)-6-t-butoxycarbonylamino-3-oxabicyclo[ 3, 1.0]hexan-6-
yl]pyridin-5-y1]-3,5-diflucrophenyl}-2-0xooxazolidin-5-yimethyl}-1,2,3-triazole,
" 1[5(R)-3-[4-[2-[(10,50,60)-6-amino-3-oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl}-
3,5-difluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
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N-[5(S)-3-[4-[2-[(10,50,6)-6-t-butoxycarbonylamino-3-oxabicyclo[3.1.0hexan-6-
yl]pyridin-5-yl]-3,Sidiﬂuomphmjl]-z-oxooxazolidin-s-yhnet.hyl]acetamide,
' N-[5(S)-3-[4-[2-[(10,5,6B)-6-amino-3-0xabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1]-
3,5-diflucrophenyl}-2-oxooxazolidin-5-ylmethyl]acetamide,
N—[S(S)—S-[4-[2—[(lu,Sa,Gﬂ)—G-Eymoé-onbicyclo[l1.0]henn-G-yl]pyridin-s-yl]-
3,5-difluorophenyl]-2-oxooxazolidin-5-ylmethyljacetamide,
1-[5(R)-3-[4-{2-[(1a,50,6B)-6-cyano-3-oxabicyclo[3. 1.0Jhexan-6-yl]pyridin-5-yl]-
3,5-difluorophenyl]-2-oxooxazolidin-5-yimethyl}-1,2,3-triazole,
N-[5(S)-3-[4-[2-{(1a,5a,68)-6-cyano-3-thiabicyclo[3. 1.0]hexan-6-yl]pyridin-5-y1]-3-
fluorophenyl]-2-oxooxazolidin-5-yiméthyl]acetamide,
N-[5(8)-3-[4-[2-[(1a,5a,6f)-6-cyano-3-thiabicyclo[3.1. 0]hexan-6—yl]pyndm—5-yl] 3-
fluorophenyl]-2-oxooxazolidin-5-ylmethylJacetamide S-oxide,
N-[5(S)-3-[4-[2-[(10,5a,6B)-6-cyano-3-thiabicyclo[3. 1:0]hexan-6-yl]pyridin-5-yI]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethylJacetamide S,S-dioxide, :
1{5(R)-3-{4-[2-{(1a,50,6f)-6-cyano-3-thiabicyclo[3.1. Olhm-ﬁyllpmdm-&yl]-ii-
fluorophenyl]-2-oxooxazolidin-5-yimethyl]-1,2,3-triazole,
1{5(R)-3-[4-[2-[(1a,5a,6B)-6-cyano-3-thiabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole S-oxide,
1{5(R)-3-[4-[2-[(1a,5a,6P)-6-cyano-3-thiabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1]-3-
ﬂuorophenyl]—Z-axooxmlidin—S—ylme_lﬂ:yl]—1,2,3-1:rimle 8,S-dioxide,
4-[5(R)-3-[4-{2-[(1a,5a,6P)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yilpyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-yimethyl}-1,2,4-triazole,
4-[5(R)-3{4-[2-[(1e,50,6B)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1]-3-
fluorophenyl}-2-oxooxazolidin-5-yimethyl}-1,2,4-triazole,
S(R)-3-[4{2-[( la,Sa,65)-3-t-bubxycarbonyl—6-cylno.-3-azab_icyclo[3. 1.0]Jhexan-6-
yllpyridin-5-y1}-3-fluorophenyl]-5-{ (isoxazol-3-yl)oxylmethyloxazolidin-2-one,
5(R)-3-[4-[2-[(1a,5a,6P)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]lpyridin-5-yl]-3-
fluorophenyl]-5-{(isoxazol-3-yl)oxylmethyloxazolidin-2-one,
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. 5(R)-3-[4-[2-[(1@,5a,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yllpyridin-5-yl]-3-fluorophenyi]-5-[N-(t-butoxycarbonyl)-N-(isoxazol-3-
yl)]laminomethyloxazolidin-2-one,

5R)-3-{4-[2-{(10,5a,6f)-6-cyrno-3-azabicyclo[3.1.0Thexan-6-yl]pyridin-5-yi}-3-
fluorophenyl]-5-[N-(isoxazol-3-yl)]Jaminomethyloxazolidin-2-one,
5(R)-3-[4-[2-{(1a,5a,6P)-6-cyanc-3-oxabicyclo[3.1.0]hexan-6-yljpyridin-5-y1]-3-
fluorophenyl]-5-[(isoxazol-3-yl)oxy]methyloxazolidin-2-one,
5(R)-5-[N~(t-butoxycarbonyl)-N-(isoxazol-3-yl)]aminomethyl-3-[4-[2-[(1a,5a,60)-6-
cyano-3-oxabicyclo[3.1.0jhexan-6-yl]pyridin-5-yl}-3-fluorophenyl]oxazolidin-2-one,
. S(R)-3-[4—[2-[(1a,50,6|3)—6-cyqno—3-oxabicyclo[3.l.0]hcxnn-6—yl]pyrid.in—5-ylj—3-
fluorophenyl]-5-[N-(isoxazol-3-y]) jaminomethyloxezolidin-2-one, '
N-[5(S)-3-[4-[2-[(1a,5a,6B)-6-cyeno-3-oxabicyclo[3. 1.0]hexan-6-yl]pyridin-5-yI]-3-
fluorophenyl]-2-oxooxazolidin-5-yimethyljpropionamide,
N-[5(S)-3-[4-[2-{(1¢,5¢,6B)-6-cyano-3-oxabicyclo[3.1.0Thexan-6-yl]pyridin-5-y1)-3-
fluorophenyl]-2-oxooxazolidin-5-yimethyl]difluoroacetamide,
N-{5(S)-3-[4-[2-[(1 @,5a,68)-6-cyano-3-oxabicyclo[3.1.0Thexan-6-yllpyridin-5-y1]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyljcyclopropanecarboxamide,
_ N-[5(8)-3-[4-[2-[(1a,5a,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3. 1.0]hexan-6-
yljpyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethylJpropionamide,
N-[5(S)-3-[4-[2-[(1a,5a,6p)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yi]-3-
fluorophenyi]-2-oxooxazolidin-5-yimethyllpropionamide,
N-{5(S)-3-[4-{2-[(1a,5a,608)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0}hexan-6-
yllpyridin-5-yl]-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyi]cyclopropanecarboxamide,
N-{5(8)-3-[4-{2-{(1¢,50,6)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl}pyridin-5-y1}-3-
fluorophenyl}-2-oxooxazolidin-5-yimethyljcyclopropanecarboxamide,
N-{5(S)-3-[4-[2-{(1a,5a,6P)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Jhexan-6-
yllpyridin-5-y!]-3-fluoropheny!]-2-oxooxazolidin-5-ylmethyl]difluoroacetamide,
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N-{5(8)-3-[4-[2-[(1&,5a,6B)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]lpyridin-5-yI]-3-
ﬂuomphenyl]—z-o;oonmlidin-s-ylmeﬂxyl]diﬂuorqanmnﬂdo,
1-[5(R)-3-[4-[2-[(1a,5a,6B)-6-cyano-3-methyl-3-azabicyclo[3.1.0]hexan-6-
yl]pyridin-5-y1}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
1-[5(R)-3-[4-[2-[10,5a,6f)-3,6-dicyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl]-
3-fluorophenyl]-2-oxooxazolidin-5-yimethyl)-1,2,3-trizole,
- 1[5S(R)-3H{4-2-[(10,50,6f)-3-{(1-t-butoxycarbonylaminocyclopropan-1-yl)carbonyl]-
6-cyano-3-azabicyclo{3.1.0]hexan-6-yllpyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-
yimethyi}-1,2,3-triazole,
1-{5(R)-3-{4-[2-{(1a,50,6f1)-3-[(1-aminocyclopropan-1-ylcarbonyl}-6-cyano-3-
azabicyclo
[3.1.0]hexan-6-yl]pyridin-5-yl]-3-fluorophenyi]-2-oxooxazolidin-5-ylmethyl]-1,2,3-
triszole, . _ .
1-[5(R})-3-4-12-{(10,50,6f1)-6-cyano-3-[2-(phthalimid-2-y)ethyl]-3-
azabicyclo[3.1.0]hexan-6-yljpyridin-5-y1}-3-fluorophenyl]-2-oxooxazolidin-5-yimethyi]-
1,2,3-triazole, :
1{5(R)-3-{4-{2-[(1a,5a,6P)-3(2-aminoethyl)-6-cyano-3-azabicyclo[3.1.0]hexan-6-
ylpyridin-5-y1]-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-trinzole,
1-[5(R}-3-{4-12-{(1a,50,6f)-6-cyano-3-[2-(1,2 4-trinzol-4-yl)ethyl]-3-
azabicyclo[3.1.0]
hexan-6-yl}pyridin-5-yi]-3-fluorophenyl]-2-oxooxazolidin-5-yimethyl]-1,2,3-triazole,
1-[5(R)-3-[4-{2-[(1a,5a,6B)-3-bromoacetyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yllpyridin-5-yi]-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole, -
1-[5(R)_-3-[4-[2-[(lu,Sa,Gﬂ)-G-cyano-fi-(morpholin-l—yl)aoetyl-S-
azabicyclo[3.1.0Jhexan-6-yl]pyridin-5-y1]-3-fluorophenyl]-2-oxooxazolidin-5-yimethyl]-
1,2,3-triazole, '
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1-[5(R)-3-[4-[2:[(1a,5a,6B)-6-cyano-3-(5-cyanopyridin-2-yI)-3-
azabicyclo[3.1.0]hexan-6-yllpyridin-5-yll-3-flucrophenyl}-2-oxooxazolidin-5-ylmethyl]-
l,é,B-tri.mle, _ )
1-{5(R)-3-{4-[2{(14,50,6B)-6-cyano-3-(1,3-dihydroxypropan-2-yl)-3- .
azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl]-3-fluorophenyl}-2-oxcoxazolidin-5-yimethyl)-
1,2,3-triazole, .
l-[5(R)-3-[4-[2-[(la,Su,GB)—S-t((ZS)—l-t-buhxycabonylpymﬁdin-z-yl)cubmyl]-ﬁ-
cyano-3-azabicyclof3.1.0]hexan-6-yi]pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-
ylmethyl]-1,2,3-triazole,
1-[5(R)-3-[4-[2-[(1,5a,6f)-6-cyano-3-[((2S)-pyrrolidin-2-yl)carbonyl]-3-
azabicyclo[3.1.0] . :
hr.xan-G-yl]pyridin—5-yl]-3-ﬂubrophmyl]-z-oxooxamlidin-s—ylmelhyl]-l.2,3-tria_zole,
. L[5@R)-3-[4-[2-{(10,50,68)-3-[((2S,4R)-1-t-butoxycsbonyl-4-hydroxypymrolidin-2-
yl)carbonyl]-6-cyano-3-azabicycio[3.1.0]hexan-6-yllpyridin-5-yl}-3-flucrophenyl]-2-
oxooxazolidin-5-ylmethyl}-1,2,3-triazole,1-{ S(R)-3-[4-[2:[ (1, 50, 6B)-6-cyano-3-[((2S, 4R)-4-
hydroxypyrrolidin-2-yl)carbonyl]-3-azabicyclo[3.1.0Thexan-6-yl]pyridin-5-y1]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-[S(R)-3-[4-[2-[(1,50,6P)-3-[((2S,4S)-1-t-butoxycabonyl-4-fluoropyrrolidin-2-
yl)carbonyl]-6-cyano-3-azabicyclo[3.1.0Jhexan-6-yl}pyridin-5-y1]}-3-flucrophenyl]-2-
oxooxazolidin-5-ylmethyl}-1,2,3-triazole, _
H{5R)3-[4{2-((1a,5a,6)-6-cyano-3-[((28,45)-4-fluoropyrrolidin-2-yl)carbonyl}-3-
azabicyclo . .
[3.1.0]hexan-6-yl}pyridin-5-y1}-3-fnorophenyl]-2-oxooxazolidin-5-ylmethyll-1,2,3-
triazole,
1-[5(R)-3-{4-[4-(1a,52,6B)-3-t-butoxycarbonyl-6-(t-butoxycarbonyl)amino-3-
azabicyclo '
[3.1.0]hexan-6-yl]pyridin-5-y1]-3-fluoropbenyl]-2-oxooxazolidin-5-ylmethyl]}-1,2,3-
triazole, '
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1-[5(R)-3-[4-[4-[(1a,5a,6P)-6-amino-3-azabicyclo[3. 1. 0Thexan-6-yllpyridin-5-yl]-3-
fluorophenyi]-2-oxooxazolidin-5-yimethyl]-1,2,3-triazole dihydrochloride, _
_ 1-[5(R)-3-{4-[2-[(1a,5a,6f)-3-acetoxyacetyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yllpyridin-5-y1]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole, :
1-[5(R)-3-[4-[2-[(1a,5a,6B)-6-cyano-3-hydroxyacetyl-3-azabicyclo[3.1.0Jhexan-6- -
yllpyridin-5-y1]-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
N-[5(S)-3-[4-[2-[(1a,5a,68)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yllpyridin-5-y1}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-(2,2-dichlorocyclopropane)-1-
carboxamide,
N-{5(S)-3-[4-{2-[(1a,5a,6p)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yI}-3-
fluorophenyl]-2-oxooxazolidin-S-ylmethyl]-(2,2-dichlorocyclopropane)-1-carboxamide, _
N-{5(S)-3-[4-{2-[(12,5a,68)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yllpyridin-5-yi}-3-
fluorophenyl]-2-cxooxazolidin-5-yimethyl]-(2,2-dichlorocyclopropane)-1-carboxamide,
N-[5(S)-3-[4-[2-[(1&.5¢,6B)-3-t-butoxycarbonyl-6-cyano-3-szabicyclo[3. 1.0]hexan-6-
yllpyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-(2,2-difluorocyclopropane)-1-
carboxamide,
N-[5(S)-3-[4-[2-[(1a,50,6B)-6-cyano-3-azabicyclo[3.1.0)hexan-6-yl}pyridin-5-y1}-3-
fluorophenyl]-2-oxooxazolidin-5-yimeéthyl]-(2,2-difluorocyclopropane)-1-carboxamide,
N-[5(S)-3-{4-[2-[(1,50,6p)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl}pyridin-5-yl]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-(2,2-difluorocyclopropane)-1-carboxamide,
O-methyl-N-[5(S)-3-[4-[2-[(1a,5a,6B)-3-t-butoxycarbonyl-6-cyano-3-
azabicyclo[3.1.0]
hexan-6-yl]- pyridin-5-y1}-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyi]carbamate,
O-methyl-N-[5(S)-3-{4-[2-[( la.Sa.Gﬂ)-G-cyaﬁo—S-mbicyolo[Zi.I.O]hr.xan-G-
yl}pyridin-5-yl]-3- flucrophenyl]-2-oxooxazolidin-5-yimethyl]carbamate,
1-{S(R)-3-[4-[2-[(1 o, 5a,68)-3,6-dicyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1}-
3,5-difluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
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1-[S(R)-3-[4-[2-[(10,50,6P)-6~cyano-3-methyl-3-azabicyclo[3.1.0]hexan-6-
yllpyridin-5-yi}-3,5-difluorophenyl]-2-oxooxazolidin-5-yimethyl]-1,2,3-triazole,
1-{5(R)-3-{3-fluoro-4-[2-[(10,50,6p)-6-hydroxymethyl-3-oxabicyclo[3.1.0]hexan-6-
yl]pyridin-5-yl}phenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole, '
l-[5(R)-3-[4-[2—[(1u,Sa,GB?—6-cyano—3-oxabicyclo[3 .1.0]hexan-6-yl]pyridin-5-yi]-3-
fluoropheayl]-2-oxooxazolidin-5-yIlmethyl]-4-fluoro-1,2,3-triazole,
1-[5(R)-3-[4-]4-{(10,50,68)-3-t-butoxycatbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yl]pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyT]-4-fluoro-1,2,3-triazole,
 14{5(R)-3-{4-{4-{(10,50,6p)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yllpyridin-5-y1]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-4-fluoro-1,2,3-triazole,
1-[5(R)-3-[4-{4-[(10,50,6p)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yilpyridin-5-y1}-3-flucrophenyl]-2-oxooxazolidin- 5-ylmethy1}-5-fluoro-1,2,3-triazole,
1-[5(R)-3-[4-{4-{(15,50,68)-6-cyano-3-azabicyclo[3.1.0}bexan-6-yl]pyridin-5-yi]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-5-fluoro-1,2,3-triazole,
1-[S(R)-3-{4-{2-[(1a,50,68)-3-(4-t-butoxycarbonylpiperazin-1-yl)acetyl-6-cyano-3-
azabicyclo
' [3.1.0Jhexan-6-yl}pyridin-5-yi}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-
triazole, ‘
1-[5(R)-3-{4-[2-{(1, 50, 6)-6-cyano-3-(piperazin-1-yl)acetyl-3-
azabicyclof3.1.0]hexan-6-yI]pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-
1,2,3-trinzole dihydrochlorids,
1-[5(R)-3-[4-[2-[(1a,50,6p)-6-cyano-3-oxabicyclo[3.1.0]hexan-6-yl]thiophen-4-yl]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-[S®)-3-[4-[2-[(1a,5,6p)-6-cyano-3-(piperidin-1-yl)acetyl-3-
azabicyclof3.1.0Jhexan-6-yl]pyridin-5-yl}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-
1,2,3-triazole,
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1-{5QR)-3-[4-[2-[(10,50,68)-6-cyanc-3-(pyrrolidin-1-yDacetyl-3-
azabicyclo[3.1.0]hexan-6-yllpyridin-5-yl}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyi]-
1,2,3-triazole,
1-{S(R)-3-{4-12-[(10,50,6p)-6-cyano-3-{4-dimethylaminopiperidin-1-ylacetyl-3-
azabicyclo
[3.1.0hexan-6-yi]pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-yhmethyl]}-1,2,3-
triazole, _ ]
1-[S(R)-3-{4-[2-[(10,50,6B)-3-[((28)-1-t-butoxycabonylpyrrolidin-2-yDcarbonyl]-6-
cyano-3-azabicyclo[3.1.0Thexan-6-yllpyridin-5-yl]-3,5-diflucrophenyl]-2-oxooxazolidin-5-
ylmethyl}-1,2,3-triazole, |
1-[5R)-3-[4-[2-{(1a,50,60)-6-cyano-3-[((2S)-pyrrolidin-2-yl)carbonyl]-3-
azabicyclo[3.1.0]
' hexan-6-yl]pyridin-5-y1}-3,5-difluorophenyl]-2-oxooxazolidin-5-ylmethy1}-1,2,3-
triazole, . .
1-{5(R)-3-[4-{2-{(1a,50,6B)-6-cyano-3-[((2S,4R)-4-hydroxypyrrolidin-2-
yl)carbonyl]-3-azabicyclo[3.1.0]hexan-6-yl}pyridin-5-y1]-3,5-diffuorophenyl}-2-
oxooxazolidin-5-ylmethyi}-1,2,3-triazole hydrochloride,
1-[S(R)-3-[4-{2-{(1,50,6f)-3-[((28,4R)-1--butoxycabonyl-4-hydroxypyrrolidin-2-
yl)carbonyl]-6-cyano-3-azabicyclo{3.1.0Jhexan-6-yllpyridin-5-y{]-3,5-difluorophenyl}-2-
oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-{S(R)-3-[4-[2-[(1a,5,6B)-3-[((2S,4S)-1-t-butoxycabonyl-4-flucropyrrolidin-2-
yl)carbonyl]-6-cyano-3-azabicyclo[3.1.0lhexan-6-yl}pyridin-5-y1}-3,5-difluorophenyl]-2-
oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
1-{S(R)-3-[4-[2-{(1a,50,68)-6-cyano-3-{((28,4S)-4-fluoropyrrolidin-2-yl)carbonyl]-3-
azabicyclo[3.1.0]hexan-6-y{]pyridin-5-y1}-3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyl)-
1,2,3-triazole,
1-[5(R)-3-[4-[2-[(1,50,6B)-6-t-butoxycarbonylamino-3-thiabicyclo[3.1.0]hexan-6-
ylJpyridin-5-y1]-3-fluorophenyl]-2-cxooxazolidin-5-yimethyl]-1,2,3-triazole,
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1-[5R)-3-[4- [2-[(1a,5a,6ﬂ}-6—amino-3 -thiabicyclo[3.1.0jhexan-6-yl}pyridin-5-yl]-3-
fluorophenyl]- Zexooxmhdnbs-ylmethyl] 1,2,3-triazole, .
-[5(R)-3-[4-[2—[(1a,5a.6ﬁ)-6-t-butoxycarbonylammo—3-thmblcyelo[s 1. O]henn-ﬁ
yl]pyndm 5-yl}-3-fluorophenyl]-2-oxooxazolidin-5-yimethyl]-1,2,3-triazole S-oxide,
1-[S(R)-3-[4-{2-[(1,50,6)-6-amino-3-thisbicyclo[3.1.0]hexan-6-yl]pyridin-5-y1}-3-
fioropheny]-2-oxooxazolidin-5-yimethyl]-1,2,3-triazole S-oxide, '
1-[5_(R)-3-[4-[z-[(1a.5a,sﬂj-6-t-butoxypubony1nmino-3-ﬂxiabicyclo[s.1.O]hem-ﬁ-
ylJpyridin-5-yi}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole S,S-dioxide,
1-[5(R)-3-[4-{2-[(10,50,6()-6-amino-3-thiabicyclof3.1.0Jhexan-6-yl]pyridin-5-yi]-3-
fluorophenyl]-2-oxooxazolidin-5-yimethyl]-1,2,3-triazole S,S-dioxide,
1-{5(R)-3-[4-[2~[(1a,5a,68)-6-t-butoxycarbonylamino-3-thiabicyclo[3.1.0]Thexan-6-
yllpyridin-5-yl]-3,5-difluorophenyi}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1{5(R)-3-[4-{2-{(10,5a,6B)-6-amino-3-thisbicyclo[3.1.0]hexan-6-ylJpyridin-5-yl]-
3,5-diﬂuorophenyl]—2—oxooxmﬁdin—5—ylmeﬂ1yl]-1;2.3-hiamle. .
1-{5(R)-3-[4-[2-[(1a,50,6P)-6-t-butoxycarbonylamino-3-thiabicyclo{3.1.0Thexen-6-
yllpyridin-5-y1}-3,5-difluorophenyl])-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole S-oxide,
1-[5(R)-3-[4-[2-[(1a,50,6P)-6-amino-3-thiabicyclo[3.1 O]henn-s-yl]pyndm-s-yl]
- 3,5-difluvorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole S-oxide,
1-[5(R)-3-[4-[2-[(1a,5a,68)-6-t-butoxycarbonylamino-3-thishicyclof3.1.0Jhexan-6-
yllpyridin-5-yl]-3,5-difluorophenyl]-2-oxooxezolidin-5-yhmethyl}-1,2,3-triazole S,S-dioxide,
1-[5(R)-3-[4-[2-{(1a,50,6B)-6-amino-3-thiabicyclo]3.1.0Thexan-6-yl]pyridin-5-yi]-
3,5-diflucrophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazolo S,5-dioxide,
- 5(R)-3-[4-[2-[(1a,50,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yl]pyridin-5-yl]-3,5-difluorophenyl])-5-[ (isoxazol-3-yljoxy]methyloxazolidin-2-one,
5(R)-3-[4-[2-[(1a,Su,GB)—G—cyqno-S-azabicyclo[.‘S.l.O]hmn-ﬁ-yl]pyridin-S-yl]-'a;,S-
difluorophenyl}-5-[(isoxazol-3-yl)oxylmethyloxazolidin-2-one,
1-[SQR)-3-{4-[2-[(1¢,50,68)-6-cyano-3-(4-methylpiperazin-1-yl)acetyl-3-
azabicyclo[3.1.0]
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hexan-6-yllpyridin-5-y1]-3-flucrophenyl]-2-oxooxazolidin-S-ylmethyl]-1,2,3-triazole,

1-[5(R)-3-[4-[2-[(1a,5a,6()-6-cyano-3-thiabicyclo{3. 1.0Jhexan-6-ylJpyridin-5-
yl]phenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,

1-[5(R)-3-[4-{2-[(10,5a,6()-6-cyano-3-thiabicyclof 3. 1.0Thexan-6-yi]pyridin-5-
yllpbenyl]-2-oxooxazolidin-5-yimethyl]-1,2,3-triazole S-oxide,

1-{5R)-3-[4-[2-{(1, 5,6B)-6-cyano-3-thisbicyclo[3. 1.0Jhexan-6-yl}pyridin-5-
yllphenyl]-2-oxooxazolidin-5-yimethyl]-1,2,3-triazole S,S-dioxide, .

1-[5(R)-3-[4-[2-[(1 &, 50,6B)-6-cyano-3-thiabicyclo[3.1.0}hexan-6-yilpyridin-5-yl}-
3,5-difluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,

1-{5(R)-3-[4-[2-[(1 &, 5a,6B)-6-cyano-3-thiabicyclof3.1.0]hexan-6-yl}pyridin-5-yi)-
3,5-difluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole S-oxide,

1-{S(R)-3-[4-[2-[(1 &,5¢,68)-6-cyano-3-thisbicyclo[3.1.0]hexan-6-yl]pyridin-5-y1}-
3,5-diflucrophenyl]-2-oxooxazolidin-S-ylmethyl}-1,2,3-triazole S,S-dioxide,

1-{5R)-3-{4-[2-[(1a,5a,68)-6-cyano-31,3-discetoxypropan-2-y1)-3-
azabicyclo{3.1.0]

hexsn-6-yllpyridin-5-yl}-3-flucrophenyl}-2-oxooxazolidin-S-ylmethyi]-1,2,3-triazole,

1-[5R)-3-(4-[2-[(1a,5a,6B)-3-[(3R,4S)-1-azabicyclo[2 2.1]hepan-3-yljcarbonyl-6-
cyano-3-azabicyclo[3.1.0]hexan-6-yljpyridin-5-yl]-3-fluorophenyl}-2-oxooxazolidin-5-
ylmethyl]-1,2,3-triazole,

1[5(R)-3-[4-[2-{(1a,5a,6p)-6-cyrno-3-(pyridin-2-yl)-3-azabicyclo[3.1.0Thexan-6-

yllpyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,

5(R)-3-[4-{2+[(1a,5a,68)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-
yilpyridin-5-yI}-3,5-difluorophenyl}-5-[N-(t-butoxycarbonyl)-N-(isoxazo}-3-
yl)]aminomethyloxazolidin-2-one,

5R)-3-[4{2-[(1a,5a,68)-6-cyano-3-azabicyclo[3.1.0}hexan-6-yl]pyridin-5-y1]-3,5-
difluorophenyl}-5-[N-(isoxazol-3-yl)]aminomethyloxazolidin-2-one,

1-{S(R)-3-[4-{2-[(10,50,6B)-6-cyano-3-(thiatriazol-2-y)-3-azabicyclo[3.1.0]Thexan-6-
yf]pyrid.in-S-yl]-3-ﬂwophmyl]—2—oxooxmlidin—5—§hnethyl]—1,2.3-triamle,
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N-[5(S)-3-[4-[2-[(13,50,6p)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3. 1.0Jhexan-6-
yllpyridin-5-yl}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]thicacetamide,

N-[5(S)-3-[4-[2-[(1a,5a,6p)-6-cyano-3-azabicyclo(3. 1.0Thexan-6-yl]pyridin-5-y1]-3-
fluorophenyl]-2-oxooxazolidin-5-yimethyl]thioacetamide,

N-[S(S}S-[HZ-[(Iu,Su,Gﬂ)-s-t-bntoxycubonyl-ﬁ-cyano—S-azabwyclo[B 1 0]hexun-6-
yllpyridin-5-yl]-3- ﬂuorophenyl]-z-oxooxmhdm -5-ylmothyl]isothiocyanate,

O-methyl-N-{5(S)-3-{4-[2-[(1a,5a,68)-3-t-butoxycarbonyl-6-cyano-3-
azabicyclo[3.1.0]

hexan-6-y1]- pyridin-5-y1}-3-fluorophenyl])-2-oxooxazolidin-5-ylmethyl]
. thiocsrbamate,

O-methyl-N-{5(8)-3-{4-[2-[(1d,5a,6p)-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yl]pyridin-5-yl]-3-fluorophenyl]}-2-oxooxazolidin-5-ylmethylJthiocarbamate,

or'their enantiomer, diastereomer, or pharmaceutically acceptable salt, hydrate or
prodrug thereof.

11 A compound sccording to cleim 10, which is
1-[S(R)-3-[4-[4-[(1a,5a,6B)-6-Cyano-3-azabicyclo[3.1 .0Jhexan-6-y1}-3-
fluorophenyl]-3-fluorophenyl}-2-oxooxazolidin-5-ytmethyl]-1,2,3-triazole,
1-[5(R)-3-{4-{2-[(1e,5a,6p)-6-Cyano-3-azabicyclof3.1.0)hexan-6-yl]pyridin-5-yi]-3-
fluorophenyl]-2-oxooxazolidin-5-yimethyl}-1,2,3-triazole,
N-{5(8)-3-[4-{4-{(1a,50,6)-6-Cyano-3-azabicyclof3.1.0}hexan-6-yi]-3-
fluorophenyl]phenyl]-2-oxooxazolidin- 5-ylmethyl]acetanude
N-[5(S)-3-[4-[2-[(1a,5a,68)-6-Cyano-3-azabicyclo[3.1. O]hmn-s-yllpyndm-s-
yllphenyi}-2-oxooxazolidin-5-ylmethyl]acetamide, _
N-[5(S)-3-[4-[2-[(10,5a,6P)-6-Cyano-3-azabicyclo[3.1.0Thexan-6-yl)-3-
fluorophenyl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyljacetamide,
N-[5(S)-3-[4-[2-[(1a,5a,60)-6-Cyano-3-azabicyclo[3.1.0Jhexan-6-ylJpyridin-S-y1]-3-
fluorophenyl]-2-oxooxazolidin-5-yimethyllacetamide,
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1-{5(R)-3-[4-[2-[(10,5a,6P)-6-Amino-3-oxabicyclof3.1.0hexan-6-yi]pyridin-5-yli]-3-

fluorophenyl]-2-oxooxezolidin-5-ylmethyl]-1,2,3-triazole,
 1[5(R)-3-{4-{4-[(1a,5a,68)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-y1}-3,5-

difluorophenyl]-3-fluorophenyl]-2-oxooxazolidin-S-yimethyl}-1,2,3-triazole,

N-[5(8)-3-[4-[4-[(1a,5a,6P)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yi]-
3,5-difluorophenyl]-2-oxooxazolidin-5-ylmethyljecetamide,

N-{5(S)-3-[4-[4-[(1a,5a,6)-6-Cyano-3-azabicyclo]3.1.0]hexan-6-y1]-3,5-
difluorophenyl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyljacetamide,

N-{5(S)-3-[4-[4-[(1a,50,6B)-6-Cyano-3-azabicyclo]3.1.0}hexan-6-yljphenyl]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyljacetamide,

1-{5(R)-3-{4-[4-[(10,50,6B)-6-Cyano-3-azsbicyclo[3.1. Olhmn-ﬁ-yllphenﬂ]-3-

ﬂuomphmyl]-z-oxooxmhdm-s-yhnethyl] 1,2,3-triazole,

4-[5(R)-3-]4-[2-[(1e5, 5a,6p)-6-Cyano-3-azebicyclo[3.1.0}hexan-6-yl]pyridin-5-yl]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethylj-1,2,4-triazole,

5(R)-3-[4-[2-[{10,50,6)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-y}-3-
fluorophenyl)-5-[(isoxazol-3-ylJoxy]methyloxazolidin-2-one,

5(R)-3-[4-[2-[(1a,5a,68)-6-Cyano-3-azabicyclof3.1.0]hexan-6-yl]pyridin-5-yl]-3-
fluorophenyl}-5-[N-(isoxazol-3-yl)Jaminometlryloxazolidin-2-one,

N-[5(8)-3-[4-[2-[(10,50,68)-6-Cyano-3-azabicyclo[3.1.0Jhexan-6-yl]pyridin-5-yi]-3-
fluorophenyl}-2-oxooxazolidin-5-yimethyl}cyclopropanecarboxamide,

N-[S(S')-B-[4-[2-[(l a,5a,60)-6-Cyano-3-azabicyclo[3.1.0}hexan-6-ylJpyridin-5-yi}-3-
flucrophenyl}-2-oxooxazolidin-5-ylmethyl]diflucroacotemide,

1-{S(R)-3-[4-[2-{(10,50,68)-3-[(1-Aminocyclopropan- 1-yl)carbonyl}-6-cytno-3-

azabicyclo[3.1 O]hexan-G-yl]pyndm-S-yl]-3-ﬂuomphenyl]-2-oxooxazohdm—5-yknothyl]-
1,2,3-riazole,

or their enantiomer, diastereomer, or pharmaceutically acceptable salt, hydrate or
prodrug thereof.
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