Expediente No. NC2019/0005712

Sefiores

Superintendencia de Industriay Comercio
Direccion de Nuevas Creaciones

E. S. D.

Ref: Expediente No. NC2019/0005712.

Solicitud de registro de Patente de Invencion denominada

“COMPUESTOS BIFUNCIONALES PROTAC DIRIGIDOS A LA PROTEINA

TAU Y COMPOSICIONES FARMACEUTICAS QUE LOS COMPRENDEN?”.

Fase nacional de la solicitud PCT/US2017/059604.

Solicitante: ARVINAS, INC.

Luz Helena Adarve, identificada como aparece al pie de mi firma, y obrando en mi

condicion de apoderada de ARVINAS, INC., solicitante de la patente en referencia,

a continuacion, doy respuesta al Oficio No. 5962 del 29 de abril de 2022.

1. Respecto a la fusidon de solicitudes en tramite

En el numeral 1 del oficio No. 5962, se presenta la siguiente recomendacion sobre

la fusion de solicitudes en tramite:

“Se encuentra coincidencia en la materia reclamada en las solicitudes
NC2019/0005712, y las solicitudes NC2019/0007892, NC2019/0007091
(y su divisional NC2020/0010992) y NC2019/0007894, razon por la cual

esta oficina recomienda fusionarlas en una Unica solicitud.

En el evento de no acoger la sugerencia, cada solicitud continuara con
el tramite que le corresponde. Sin embargo, se le recuerda al solicitante

gue la misma materia no podra tener doble patente”

Sobre esta sugerencia, el solicitante discrepa respetuosamente e indica que no

desea fusionar las solicitudes en referencia. Adicionalmente sobre esto, también se
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indica que las reivindicaciones se han modificado para especificar compuestos
ULM-L-PTM, en donde los que los grupos ULM, L y PTM se seleccionan de férmulas
estructurales particulares que alejan a la presente solicitud de los objetos

reclamados en las otras solicitudes.

2. Respecto a la patentabilidad de la solicitud

En el numeral 4 del oficio No. 5962, se presentan las siguientes objeciones a la

patentabilidad de las reivindicaciones de las reivindicaciones:

“Conforme a lo establecido en el literal d) del articulo 20 de la Decision
486 de 2000 de la Comisién de la Comunidad Andina:

‘No seran patentables:

(...) d) los métodos terapéuticos o quirargicos para el tratamiento humano
o0 animal, asi como los métodos de diagndstico aplicados a los seres

humanos o a animales.’

Debido a lo anterior, esta oficina establece que el objeto de las
reivindicaciones 34 a 39 no es patentable, toda vez que hacen referencia
a métodos de tratamiento cuando reclaman: ‘para usar en un método
con el propésito de tratar una enfermedad o trastorno relacionado con la
proteina Tau en un sujeto, el método comprende administrar la
composicién a un sujeto que lo necesite, en donde el compuesto produce
la degradacién de la proteina Tau, de esta manera se trata o alivia al
menos un sintoma de la enfermedad o trastorno’, lo cual no es patentable

a la luz de la normatividad vigente”.

Para superar esta objecion, el solicitante presenta un nuevo capitulo reivindicatorio

donde las reivindicaciones 34 a 39 fueron eliminadas.

3. Respecto al titulo de la solicitud

En el numeral 5.1 del oficio No. 5962, se presentan las siguientes observaciones

sobre el titulo de la solicitud:
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“De conformidad con el literal d) del articulo 27 de la Decision 486 de
2000 de la Comision de la Comunidad Andina, el nombre de la invencion
de que se trata deberd reflejar el objeto y el campo industrial con el cual
se relaciona la misma y ser concordante con la materia descrita y las
reivindicaciones de la solicitud. El nombre no podra referirse a nombres

personales, marcas de productos o nombres de fantasia.

El titulo de la solicitud no refleja el objeto divulgado en la descripcion y
las reivindicaciones, por lo cual se sugiere el siguiente titulo:
‘COMPUESTOS BIFUNCIONALES PROTAC DIRIGIDOS A LA
PROTEINA TAU Y COMPOSICIONES FARMACEUTICAS QUE LOS
COMPRENDEN".

Con el objetivo de superar esta objecion, es deseo del solicitante enmendar el titulo

de la solicitud de la siguiente manera:

“COMPUESTOS BIFUNCIONALES PROTAC DIRIGIDOS A LA PROTEINA TAU Y
METODOS-ASOCIADOS DE-USO COMPOSICIONES FARMACEUTICAS QUE
LOS COMPRENDEN”

De acuerdo con lo anterior el nombre de la invencién debe quedar de la siguiente

forma tal y como lo sugiere el examinador:

“COMPUESTOS BIFUNCIONALES PROTAC DIRIGIDOS A LA PROTEINA TAU Y
COMPOSICIONES FARMACEUTICAS QUE LOS COMPRENDEN”.

4. Respecto a las Objeciones a la Claridad y Concision de las

reivindicaciones (Articulo 30 de la Decisidn 486).

En el numeral 5.2 del oficio No. 5962, se presentan las siguientes objeciones a la

claridad de las reivindicaciones:

- “El pliego reivindicatorio no es conciso, cuando a lo largo de las
reivindicaciones se observa la expresion: “sustituido” y “opcionalmente
sustituido”, sin que posteriormente se encuentre la descripcion de la
sustitucién pretendida y por tanto se sugiere realizar las delimitaciones en

cada caso”.
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“Adicionalmente, el pliego reivindicatorio no es claro porque a lo largo del
documento se observan paginas recortadas, estructuras incompletas y
reivindicaciones que no permiten identificar la materia a proteger. Se sugiere

realizar las correcciones adecuadas”.

“Las reivindicaciones 1 y 2 presentan una excesiva complejidad y por tanto
no son concisas, dado que a partir de ellas se podrian presentar multiples
opciones de distintos compuestos que exceden la materia sustentada en el
capitulo descriptivo. Se sugiere delimitar adecuadamente la invencién y
adecuar la materia reclamada hacia los compuestos que tienen sustento en

la descripcién”.

“La anterior objecion aplica para la reivindicacion 16, la cual también es

demasiado general. Se sugiere delimitar adecuadamente la invencion”.

“La reivindicacibn 1 no es concisa cuando reclama las siguientes
definiciones: “[...] la ULM es una molécula pequefia de la porcién de unién a
la ligasa de ubiquitina E3 que une una ligasa de ubiquitina E3; la PTM es una
porcién de direccionamiento a la proteina Tau [...]”, con las cuales se pueden
presentar multiples opciones de distintas sustituciones que no tienen
sustento en la descripcion. Adicionalmente, la reivindicacion 1 tampoco es
clara ni concisa cuando menciona de manera general: “solvatos, polimorfos’,
pero no realiza la correcta identificacion de la (s) estructura (s) cristalina (s)

a que se refiere. Se sugiere realizar las aclaraciones necesarias”.

“La reivindicacién 3 no es concisa cuando reclama los siguientes términos:
“[...] alquilo, alquenilo, alquinilo, cicloalquilo, heterocicloalquilo, arilo o
heteroarilo [...]”, con los cuales se pueden presentar multiples opciones de
distintas sustituciones que no tienen sustento en la descripcidén. Se sugiere
mencionar el nimero de atomos y heteroatomos y el tipo de los mismos, en

los casos que aplique heteroatomos”.

“La anterior objecién aplica para las reivindicaciones 4a 7,9, 11 a 14, 17, 18,
20, 24 a 26 y 28, las cuales también emplean dichos términos ambiguos e

imprecisos. Se sugiere delimitar adecuadamente la invencion”.

“La reivindicacion 27 no es clara cuando menciona la expresion: ‘en donde el

compuesto se selecciona del grupo que consiste en Compuestos 1-330
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(Tabla 1 y Tabla 2)”, con la cual se hace referencia a la descripcion. Se

sugiere mencionar los compuestos especificos de interés.

- “Las reivindicaciones 30 a 33 no son concisas cuando mencionan las
expresiones: “[...] otro compuesto bifuncional de conformidad con cualquiera
de las reivindicaciones 1-29, o una de sus combinaciones [...]”, “[...Jen donde
el agente bioactivo adicional es un agente anti-neurodegenerativo [...]” y “

[...]en donde el agente bioactivo adicional es un inhibidor de P-gp. [...]”, con

las cuales se podrian presentar mdultiples opciones de distintas

composiciones que no tienen sustento en la descripcion. Se sugiere definir

correctamente cada componente de las composiciones reclamadas”.

Con el fin de superar las objeciones presentadas respecto a la claridad y concisiéon
de las reivindicaciones, es deseo del solicitante presentar un nuevo capitulo
reivindicatorio compuesto por 14 reivindicaciones, que encuentran su debido
sustento en las reivindicaciones y la descripcion originalmente presentadas, sin que

ello conlleve ampliacion de la invencion.

Especificamente hacemos notar que las reivindicaciones se modifican con el fin de
evitar una discusion extendida y asi avanzar en el proceso de la solicitud de forma
mas rapida. La reivindicacién 1 se modifica para incorporar las limitaciones de las
reivindicaciones 8 (definicién de PTM), 9 (definicion de PTM), 14 (definicion de VLM
para respaldar la definicion modificada de ULM), 17 (definicion de CLM para
respaldar la definicion modificada de ULM) y 20 (definicion de L). La reivindicacion
1 se modifica adicionalmente para especificar Ci-6 para los grupos alquilo,
haloalquilo, alquil-OH y alquilcarbonilo; Cs-11 para grupos cicloalquilo; Ce-10 para los
grupos arilo; que los grupos heterociclilo tienen de 3 a 11 miembros y que los grupos
heteroarilo tienen de 6 a 10 miembros. La reivindicacion 15, correspondiente a la
nueva reivindicacion 3 enmendada, se modifica para eliminar las frases “grupos ...
alquilo inferior y alcoxi”, “al menos una PTM, otra ULM (ULM’)” y “que acopla al
menos una PTM o una ULM’ o ambas a la ULM-a’. La reivindicacion 18,
correspondiente a la nueva reivindicacion 4 enmendada, se modifica para eliminar
“N-alquilo” de la definicion de W y modificar la definicion de Rn para que comprenda
“un grupo enlazador quimico (L)”. La reivindicacién 24, correspondiente a la nueva
reivindicacion 9 enmendada, se modifica para especificar que el alquilo C1-C6 lineal
o ramificado y el alcoxi C1-C6 estan opcionalmente sustituidos con 1-3 halégenos.
La reivindicacion 25, correspondiente a la nueva reivindicacion 10 enmendada, se
modifica para especificar arilo C6-10, heteroarilo de 6-10 miembros, cicloalquilo de
3-11 miembros y heterociclico de 3-10 miembros. La reivindicacion 26,
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correspondiente a la nueva reivindicacion 11 enmendada, se modifica para eliminar
la frase “o fenilo” y especificar el arilo de Ce-10. La reivindicacion 27, correspondiente
a la nueva reivindicacion 12, se modifica para incluir los compuestos de las tablas 1
y 2 de la especificacién. La reivindicacion 28, correspondiente a la nueva
reivindicacion 13 enmendada, se modifica para especificar alquilo de Ci6 0
haloalquilo de Ci6 en la definicion de R0, R102) R103 R104 R105 R106 R107 R109
RllO, Rlll, RllZ, RllS, Rll4, Rllﬁ, R117, R120, R121’ R126’ R127, R122 y R123. E| Soporte
para todas las enmiendas a las reivindicaciones se puede encontrar, al menos, por
ejemplo, en la pagina 18, parrafo [0066]; pagina 21, péarrafo [0070]; pagina 22,
parrafo [0071]; y los ejemplos 1 a 330 de la especificacion tal como se presentd en
fase internacional. Las reivindicaciones 10, 15, 18, 19 y 21 a 29, correspondientes
respectivamente a las nuevas reivindicaciones 2 a 14 enmendadas, se modifican
para actualizar sus dependencias y numeracién. Las reivindicaciones 2 a 9, 11 a
14, 16, 17, 20y 30 a 39 se eliminan.

A continuacion, se explicard cdmo este nuevo capitulo reivindicatorio busca superar

cada una de las objeciones de claridad expuestas previamente:

- Sobre las objeciones a las expresiones “sustituido” y “opcionalmente
sustituido”, que segun el examinador se utilizan sin mostrar posteriormente
la descripcidén de la sustitucion prevista, el solicitante respetuosamente no
estd de acuerdo con esta aseveracion. Sin embargo, Unicamente con el
propésito de agilizar el proceso de la solicitud, y de ninguna manera
aceptando la validez de esta objecion, las presentes reclamaciones se

modifican para eliminar los términos "sustituido" y "opcionalmente sustituido".

- Sobre la objecion a la claridad del pliego reivindicatorio donde el examinador
indica que no es claro porque a lo largo del documento se observan paginas
recortadas, estructuras incompletas y reivindicaciones que no permiten
identificar la materia a proteger, se indica que el capitulo reivindicatorio que
se presenta junto con esta respuesta tiene sus péaginas y estructuras

completas.

- Sobre la objecién donde se objetan las reivindicaciones 1, 2 y 16 por ser
supuestamente excesivamente complejas, poco concisas y por ir mas alla de
la materia sustentada en la descripcion, el solicitante respetuosamente no
estd de acuerdo con esta aseveracion. Sin embargo, Unicamente con el
proposito de agilizar el proceso de esta solicitud, y de ninguna manera
aceptando la validez de la objecion, la reivindicacién 1 se modifica para
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incorporar las limitaciones de las reivindicaciones 8 (para aumentar la
definicion de PTM), 9 (para aumentar la definicion de PTM), 14 (para
aumentar la definicibn de ULM con base en la definicion de VLM), 17 (para
aumentar la definicion de ULM con base en la definicion de CLM) y 20 (para
aumentar la definicién de L); y se cancelan las reivindicaciones 2 y 16. En
consecuencia, las presentes reivindicaciones son menos complejas y mas
concisas de acuerdo con el andlisis del examinador. Ademas, las enmiendas
a las presentes reivindicaciones se apoyan plenamente en la descripcion de
la solicitud. Por lo tanto, se solicita respetuosamente la reconsideracion vy el

retiro de esta objecion.

Sobre la objecibn donde se rechaza la reivindicacion 1 porque
supuestamente no es concisa en vista de las frases “...] la ULM es una
molécula pequefia de la porcidén de unién a la ligasa de ubiquitina E3 que une
una ligasa de ubiquitina E3; la PTM es una porcién de direccionamiento a la
proteina Tau [...]”, el solicitante respetuosamente no esta de acuerdo con
esta objecion. Sin embargo, Unicamente con el propésito de agilizar el
proceso de esta solicitud, y de ninguna manera aceptando la validez de esta
objecion, la reivindicacion 1 se modifica para eliminar la frase objetada en
referencia, o que hace que la objecion ya no sea procedente. Por lo tanto,

se solicita respetuosamente la reconsideracion y el retiro de esta objecién.

Sobre la objecién donde se rechazan las reivindicaciones 3 a 7, 9, 11 a 14,
17, 18, 20, 24 a 26 y 28 porque supuestamente no son concisas en vista de
los términos “alquilo”, “alquenilo”, “alquinilo”, “cicloalquilo”,
“heterocicloalquilo”, “arilo” y “heteroarilo” en donde se alega que, en vista de
estos términos, pueden surgir multiples opciones de diferentes sustituciones
gue no estan respaldadas por la descripcién, el solicitante respetuosamente
no estd de acuerdo con esta severacion. Sin embargo, Unicamente con el
propésito de agilizar el proceso de esta solicitud, y de ninguna manera
aceptando la validez de esta objecion, el capitulo reivindicatorio se modifico
para especificar el nimero de carbonos en cada uno de los “alquilo”,
“alquenilo”, “alquinilo”,  “cicloalquilo®, “heterocicloalquilo”, “arilo” 'y
“heteroarilo”. Ademas, se cancelan las reclamaciones3a 7,9,11a 14,17y
20. Por lo tanto, se solicita respetuosamente la reconsideracion y el retiro de

esta objecion.

Sobre la objecion donde el examinador indica que la reivindicacion 27 no es

clara cuando menciona la expresion: “en donde el compuesto se selecciona
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del grupo que consiste en Compuestos 1-330 (Tabla 1 y Tabla 2)” debido a
gue hace referencia a la descripcion, se indica que la antigua reivindicacion
27, correspondiente a la nueva reivindicacion 12 enmendada, se modifico

para ahora incluir los compuestos especificos de las tablas 1y 2.

- Sobre la objecion donde se objetan las reivindicaciones 30 a 33 porque
supuestamente no son concisas en vista de las frases “[...] otro compuesto
bifuncional de conformidad con cualquiera de las reivindicaciones 1-29, o una

LA 13

de sus combinaciones [...]’, “[...]Jen donde el agente bioactivo adicional es un
agente anti-neurodegenerativo [...]' y “[...]Jen donde el agente bioactivo
adicional es un inhibidor de P-gp. [...J', donde se alega que, en vista de estas
frases, podrian surgir multiples opciones de diferentes composiciones que no
estan respaldadas por la descripcion, el solicitante respetuosamente no esta
de acuerdo con esta objecion. Unicamente con el propésito de agilizar el
proceso de esta solicitud, y de ninguna manera aceptando la validez de la
objecion, el capitulo reivindicatorio que ahora se presenta elimina las
antiguas reivindicaciones 30 a 33. Por lo tanto, se solicita respetuosamente

la reconsideracion y el retiro de esta objecion.

5. Respecto a la Determinacion del Estado de la Técnicay al Examen
de Patentabilidad

En los numerales 6, 7 y 8 del oficio citado, ese Despacho concluye que las
reivindicaciones de la presente solicitud de patente carecen de novedad y nivel
inventivo frente a las ensefianzas de los documentos W02016149668 (D1),
W02016146985 (D2), US2015291562 (D3) y W0O2015173225 (D4).

Con el fin de superar las objeciones presentadas respecto a la novedad y nivel
inventivo de las reivindicaciones, es deseo del solicitante presentar un nuevo
capitulo reivindicatorio compuesto por 14 reivindicaciones, que encuentran su
debido sustento en las reivindicaciones y la descripcion originalmente presentadas,

sin que ello conlleve ampliacién de la invencion.

Primero se indica que la reivindicacion se modificd con el objetivo de que sea aun
mas clara su novedad y nivel inventivo donde la reivindicacion 1 ahora incluye las
limitaciones las reivindicaciones 8 (definicion de PTM), 9 (definicibn de PTM), 14
(definicién de VLM para soportar la definicibn modificada de ULM), 17 (definicién de

CLM para soportar la definicion modificada de ULM) y 20 (definicion de L). La
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reivindicacion 1 enmendada ahora especifica compuestos de la forma ULM-L-PTM,
donde el grupo PTM comprende un nucleo de anillo fusionado 6-5-6 0 un nucleo
basado en quinolina. Por el contrario, los compuestos del documento D1 tienen
grupos PTM que comprenden un nucleo de anillo fusionado 5-7-5, un ndcleo basado
en ciclobutoxibenceno o un nucleo basado en tioxoimidazolidinona benceno. Estos
grupos son estructuralmente muy diferentes a los compuestos especificados por las
presentes reivindicaciones. Por lo tanto, el documento D1 no describe los
compuestos especificados por las presentes reivindicaciones. Como tales, las
presentes reivindicaciones son novedosas con respecto a la referencia D1 citada.
Por lo tanto, se solicita respetuosamente la reconsideracion y el retiro de esta

objecién a la novedad.

5.1. Novedad

Aunque el Examinador haya citado los documentos D1, D2 y D3, para objetar la
novedad de la presente invencion, es posible afirmar que éstos no ensefian las

caracteristicas esenciales de la invencidén, como se explica a continuacion.

Por su parte, se rechazan las reivindicaciones 1 y 2 por supuesta falta de novedad
en vista del documento D2. El solicitante respetuosamente no esta de acuerdo con
esta objecion. Como se indic6 anteriormente, la reivindicacion 1 especifica
compuestos de la forma ULM-L-PTM, donde el grupo PTM comprende un nucleo de
anillo fusionado 6-5-6 o0 un nucleo basado en quinolina. Por el contrario, los
compuestos del documento D2 tienen grupos PTM que comprenden un nlcleo de
anillo fusionado 5-7-5, un nucleo de anillo fusionado 6-7-5 y un nucleo basado en
tetrahidroquinolina con un grupo N-acetilo. Estos grupos son estructuralmente muy
diferentes a los compuestos especificados por las reivindicaciones que ahora se
presentan. Por lo tanto, el documento D2 no describe los compuestos especificados
por las presentes reivindicaciones. Como tales, las presentes reivindicaciones son
novedosas con respecto al documento D2. Por lo tanto, se solicita respetuosamente

la reconsideracion y el retiro de esta objecion.

Por su parte, también se rechazan las reivindicaciones 1 y 2 por supuesta falta de
novedad en vista del documento D3. En el oficio se alega que el documento D1
ensefia “un resto de union a ubiquitina ligasa de Von Hippel-Lindau (VHL) E3 (ULM)”
y que el documento D3 menciona que “CLM es un resto de unién de ubiquitina ligasa

cereblon E3” y que ambos anticipan el tema reivindicado en la reivindicacion 2.
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El solicitante respetuosamente no estd de acuerdo con esta aseveracion. La
reivindicacion 1 especifica compuestos de la forma ULM-L-PTM, donde el grupo
PTM comprende un nucleo de anillo fusionado 6-5-6 o un nucleo basado en
quinolina. Por el contrario, los compuestos del documento D3 tienen grupos PTM
que comprenden un ndcleo de anillo fusionado 5-7-5, un nudcleo basado en
ciclobutoxibenceno, un nucleo basado en tioxoimidazolidinona benceno, un nucleo
basado en pirimidina-N(H)-benceno, o un ndcleo basado en tiazolidinediona. Estos
grupos son estructuralmente muy diferentes a los compuestos especificados por las
presentes reivindicaciones. Por lo tanto, la referencia citada D3 no describe los
compuestos especificados por las presentes reivindicaciones. Como se explico
anteriormente, los compuestos descritos en el documento D1 tampoco anticipan las
presentes reivindicaciones. Por lo tanto, tomadas solas o en una combinacion, los
documentos D1 o D2 no anticipan las presentes reivindicaciones. Por lo tanto, se

solicita respetuosamente la reconsideracion y el retiro de esta objecion.

5.2. Nivel inventivo

Las anteriores reivindicaciones 3 a 33 se objetan por presuntamente carecer de
actividad inventiva sobre las referencias citadas D3 y D4, en donde el oficio en
referencia alega que una persona del oficio medianamente versada en la materia
podria haber combinado los compuestos de la pagina 26 del documento D4 citado
con los compuestos descritos en documento D3 citado y llegar a las reivindicaciones
de la presente solicitud.

El solicitante respetuosamente no esta de acuerdo con esta objecién de nivel
inventivo. Las reivindicaciones que ahora se presentan especifican compuestos de
la forma ULM-L-PTM, donde el grupo PTM comprende un nucleo de anillo fusionado
6-5-6 0 un nucleo basado en quinolina. Por el contrario, los compuestos descritos
en el documento D4 no son compuestos bifuncionales. Dicho de forma alternativa,
los compuestos del documento D4 no contienen el enlace -L-ULM. Por lo tanto, el
documento D4 no ensefia ni sugiere los compuestos especificados por las presentes

reivindicaciones.

El documento D3 no subsana las deficiencias de la mencionada referencia D4. En
contraste con las reivindicaciones actuales, el documento D3 ensefia compuestos

que tienen grupos PTM que comprenden un ndcleo de anillo fusionado 5-7-5, un
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nucleo basado en ciclobutoxibenceno, una tioxoimidazolidinona de nucleo a base
de benceno, un nucleo a base de pirimidina-N(H)-benceno o un ndcleo a base de
tiazolidindiona. Estos grupos son estructuralmente muy diferentes a los compuestos
especificados por las presentes reivindicaciones. Como tal, el documento D3 no
ensefa ni sugiere los compuestos especificados por las presentes reivindicaciones.
De hecho, una persona del oficio medianamente versada en la materia con
conocimientos ordinarios en la técnica estaria motivada por el documento D3 para
buscar compuestos con grupos PTM descritos alli porque esta referencia ensefa
que se logré una degradacion >50% en células tratadas con 1 uM de los compuestos
11, 13-16, 18-19, 21y 22.

Por lo tanto, tomados individualmente o en combinacién, los documentos D3 y D4
no ensefian ni sugieren los compuestos especificados por las presentes
reivindicaciones. Como tales, las presentes reivindicaciones poseen actividad
inventiva sobre las referencias de los documentos D3 y D3 citados. Por lo tanto, se
solicita respetuosamente la reconsideracion y el retiro de la objecién de nivel

inventivo.

Por todo lo anterior se concluye que las reivindicaciones independientes en cuestion
poseen caracteristicas que no se dan a conocer de manera obvia para una persona
versada en la materia por los documentos D1, D2, D3 o D4, por ende la presente
invencion debe ser considerada como novedosa y con nivel inventivo sobre el

estado de la técnica presentado por el Examinador.

6. Conclusioén

Las modificaciones realizadas a las reivindicaciones de la presente solicitud de
patente y las aclaraciones presentadas a lo largo del presente escrito permiten
superar completamente las objeciones realizadas a la claridad de las
reivindicaciones, por lo cual, la presente solicitud cumple a cabalidad las exigencias
establecidas por el articulo 30 de la Decisibn 486 segun los requerimientos del

Examinador.

De otra parte, los argumentos expuestos en el numeral 5 del presente escrito ponen
de manifiesto de una manera clara y contundente que lo revelado en las nuevas
reivindicaciones de la presente solicitud resulta completamente NOVEDOSO E

INVENTIVO sobre las ensefianzas del estado del arte mas cercano representado
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por los documentos D1; D2, D3 y D4, toda vez que nada dentro de dichos
documentos revela en forma directa o al menos llega a sugerir todas las
caracteristicas que ahora se reclaman en la solicitud. Por consiguiente, no se puede
derivar la inexistencia de los requisitos de ley para la concesién del privilegio de
patentabilidad.

En consecuencia, me permito solicitar a ese Despacho, proceder con la revision de
las modificaciones y de los argumentos aqui presentados, para conceder el
privilegio de patente solicitado para la materia objeto de las 14 reivindicaciones
ahora presentadas en el capitulo reivindicatorio modificado, y que de subsistir
alguna duda o inquietud respecto a la patentabilidad de la presente invencion, a
pesar de las modificaciones y argumentos técnicos ahora presentados, sin
apartarse del espiritu inventivo originalmente revelado en la solicitud internacional,
se le brinde la oportunidad al solicitante de aclararla o de limitar aun mas la
invencion, mediante la emisién de un segundo examen de fondo, teniendo en cuenta
el nuevo capitulo reivindicatorio que se somete a revision, antes de que se emita
una decision definitiva por parte de ese Despacho, de conformidad con lo dispuesto
en 1.2.2.5.1 del articulo primero de la Resolucién 54093 de 2012.

7. Anexos

Junto con este escrito se incluye el capitulo reivindicatorio modificado, en donde se

han llevado a cabo las modificaciones mencionadas anteriormente.

8. Pagos

Junto con esta respuesta se paga la tasa correspondiente a la modificacion del

capitulo reivindicatorio.

Peticion

Solicito al Despacho, y en el evento que el examinador considere que pese a las

modificaciones presentadas auln existen objeciones, que proceda a emitir un

segundo examen de fondo sobre el nuevo capitulo reivindicatorio presentado.
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En este sentido requiero se me comunique a través del SIPI o cualquier otro medio
la existencia de estas objeciones para, de esta manera, si procede, realizar el nuevo

pago del examen de patentabilidad de la solicitud de la referencia.

Atentamente,

¢ - ,/"/ f}j///' 7-: : C_ )

ezl = 2
LUZ HELENA ADARVE GOMEZ.

C.C 41.575.435 de Bogota.

T.P.14.884 C.S.J.
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REIVINDICACIONES (con marcas de modificacion)

1. Un compuesto bifuncional que tiene la estructura quimica:
ULM—L—PTM,

-7
alalala alaala

0 una de sus sales

aceptables farmacéuticamente,
en donde:
la ULM esta 4

HO, N
y H
N R14a
N
R9>‘/§O ©
R1o
R1s
Rqs
— — en donde:

es H, Ci6 alquilo, Ci1-6 haloalquilo, C1.6 alquilo-OH, o ciclopropilo;
Rg es H:

Rio _es H, etilo, isopropilo, tert-butilo, sec-butilo, ciclopropilo, ciclobutilo,

ciclopentilo, o ciclohexilo:

R ] N e
R12 AN r\yr‘ 0 N
e PO e e T
Ri1 es Ris . N/) 18p:§ M & (Rm)p; ‘ /No ‘ /N;

pes0,1,2 3, 04;

cada Ris es independientemente halo, alcoxi, ciano, alquilo, haloalquilo, haloalcoxi;
Ri2 es H, C=0;

Riz es H, Ci.6 alquilo, 0 Ci.¢alquilcarbonilo; y

R1s se selecciona del grupo que consiste en H, halégeno, CN, OH, y NO>;

QR L At

en donde la linea discontinua indica el punto de acoplamiento de una porcién de

enlazador quimico:

0 en donde la ULM esté representada por la estructura:

;ﬂ&3714§%

Rn

(a)




(e) (f)

en donde:

la PTM esta

W se selecciona del grupo que consiste en CH,, CHR, C=0, SO», v NH:;:

cada X se selecciona independientemente del grupo gue consiste en O, S, v Ho.

Y se selecciona del grupo que consiste en CH, -C=CR’, NH, O, vy S:

Z se selecciona del grupo que consiste en O, S, y Ho;

G v G’ se seleccionan independientemente del grupo que consiste en H, alquilo, OH,
R’OCOOR., R’OCONRR”. v bencilo opcionalmente sustituido con R’:

01, O2, O3, v O4 representan un carbono C sustituido con un grupo independientemente

seleccionado de R’, N o N-6xido;

A se selecciona independientemente del grupo H, Cl y F;

R comprende -CONR’R”, -OR’, -NR’R”, -SR’, -SO;R’, -SO,NR’R”, -CR’R”-,
CR’NR’R”-, -P(O)(OR’)R”, -P(O)R’R”, -OP(O)(OR")R”, -OP(O)R’R”, -ClI, -F, -Br, -1, -
CF3, -CN, -NR’SO2NR’R”, -NR’CONR’R”, -CONR’COR”, -NR’C(=N-CN)NR’R”, -
C(=N-CN)NR’R”, -NR’C(=N-CN)R”, -NR’C(=C-NO2)NR’R”, -SO2NR’COR”, -NO3, -
CO2R’, -C(C=N-OR")R”, -CR’=CR’R”, -CCR’, -S(C=0)(C=N-R*)R”, -SFs, 0 -OCFs;

R’ y R” se seleccionan independientemente del grupo que consiste en un enlace, H, N, N-
oxido, 0 -C(=0)R;

-~~~ representa un enlace que puede ser estereoespecifico ((R) o (S)) o no estereoespecifico;

y
en donde n es un nimero entero de 1-4;

representada mediante una

estructura quimica seleccionada del grupo que consiste en:

O
& | A 2

R® [




R OH
0

OH . MH @ O—
e N:T_‘_S M N MH
W, M — i =
R O N~

L, ﬁ
3 R
N \ R’

R \ M R
F F
R1
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en donde:

R!, R? v R® se seleccionan independientemente de H, metilo, etilo, 2-fluoroetilo y 2,2,2-

trifluoroetilo;

R* vy R® se seleccionan independientemente de H, metilo, etilo y haldgeno: y

R® es 1 a 2 sustituyentes independientemente seleccionados de H, metilo, etilo y hal6geno:;

o la PTM se representa mediante una estructura guimica seleccionada del grupo que consiste en:
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en donde:
R, R? vy R® se seleccionan independientemente de H, Ci.s alquilo opcionalmente sustituido

1-3 veces con halo; vy

R’, R®, R% y R1%son 1 a 8 sustituyentes independientemente seleccionados de H, C1. alquilo,

C1.6 haloalquilo, halégeno, hidroxilo, amino, acetilamino, o ciano; y

el L esta o Mrepresentado por la

formula:

en donde:
A es un grupo que se conecta a la porcion ULM o PTM; y

g es un numero entero mayor que o igual a 1,

en donde A se selecciona del grupo gue consiste en, un enlace, CR-*R"%, 0, S, SO, SO,
NR:, SO,NR-, SONR:, CONR:, NR-,CONRY, NR-SO,NR-, CO, CR“'=CR"%, C=C,
SiRHRE, P(O)RM, P(O)ORM, NRNC(=NCN)NRY, NRSC(=NCN), NRSC(=CNO,)NR-*,




cicloalquilo de Cs.11 opcionalmente sustituido con grupos 0-6 R y/o R“?, heterociclilo de 3-11

miembros opcionalmente sustituido con grupos 0-6 R-! y/o R“?, Ce.10 arilo opcionalmente

sustituido con grupos 0-6 R y/o R?, heteroarilo de 6-10 miembros opcionalmente sustituido con

grupos 0-6 R*! y/o R“?, donde R*! 0 R"“?, cada uno independientemente se unen opcionalmente a

otros grupos para formar Cs-11 cicloalguilo y/o heterociclilo de 3-11 miembros, opcionalmente

sustituidos con grupos 0-4 R-®:

R RN RE RM y RY son, cada uno independientemente, H, halo, alquilo de Ci.s, OCi-

galquilo, SCi-salquilo, NHCi-salquilo, N(Ci.salquilo)2, Cs.icicloalquilo, heterociclilo de 3-11

miembros, OCi.gcicloalquilo, SCi.gcicloalquilo, NHC;.scicloalquilo, N(Ci-scicloalquilo)z, N(Cs-
gcicloalquilo)(Cisalquilo), OH, NH,, SH, SO,Cisalquilo, P(O)(OC;-salquilo)(Ci-salquilo),
P(O)(OCi.salquilo),, CC-Cisalquilo, CCH, CH=CH(Cisalquilo), C(Ci-galquilo)=CH(C;.
galquilo), C(Cy.salquilo)=C(Ci-galquilo),, Si(OH)s, Si(Ci-galquilo)s, Si(OH)(Cisalquilo)., COCy.
galquilo, CO-H, halégeno, CN, CF3, CHF,, CHoF, NO,, SFs, SO,NHC;.salquilo, SO;N(Ci-
galquilo),, SONHC;.galquilo, SON(Ci-galquilo),, CONHCi.salquilo, CON(Ci-salquilo),, N(Ci-
galquilo) CONH(C;.galquilo), N(C1-salquilo)CON(C;.galquilo),, NHCONH(C;.salquilo),
NHCON(Cy.galquilo)o, NHCONH,, N(C1.galquilo)SO.NH(Cs.salquilo), N(Cy-salquilo) SO2N(Cs-
galquilo)2, NH SO-NH(Cs-salquilo), NH SO-N(Cs.salquilo),, NH SO2NHa.
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102. El compuesto de conformidad con eualguiera-de-las rebvindicactonreivindicaciones 1-3-6-9,
en donde la PTM se representa mediante una estructura quimica seleccionada del grupo que

consiste en:
M= N
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z
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315. El compuesto de conformidad con eualguiera-de-las reivindicacionreivindicaciones 1-44 o

reivindicacion 2, en donde la ULM comprende un grupo seleccionado de la estructura que

consiste en:

d d N ULM-a3
ULM-a2 ~
o OH OH OH
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7 Y s__N
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en donde el anillo fenilo en la ULM-al hasta la ULM -al5, ULM -b1 hasta la ULM-b12, ULM-c1
hasta la ULM-c15 y ULM-d1 hasta la ULM-d9 se sustituye opcionalmente con grupes-fluor;
algute-inferiery-aleoxi, y en donde la linea discontinua indica el punto de acoplamiento de &}

: : la porcion de enlazador quimico-gue-acopla-al-menos
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184. El compuesto de conformidad con eualguiera-de-las rebvindicacienesreivindicacion 1-16,:-16
0 +#reivindicacion 2, en donde la CLM tiene una estructura quimica representada por:

o o
| & O
A~ s

Hn

en donde:
W se selecciona independientemente del grupo CHz, C=0, y NH;N-alguHe;
R se selecciona independientemente de un H, metilo, alquilo;

~~nr representa un enlace que puede ser estereoespecifico ((R) o (S)) o no estereoespecifico;

y

grupo enlazador quimico (L); -

195. EI compuesto de conformidad con cualquiera de las reivindicaciones 1-10, 2, 0 16-184, en

donde la CLM tiene una estructura quimica representada por:

0 ]
. 0 M 0
b MH MH
' O o e 0

NR=_SO,NR=_SONRS_CONRS_NRSCONR*_NRSSO,NR_COCR*=CR*_c=C.



8%@4@%%%@—%%%—%%%@2—@%@%@—%—%&
u1heterociclilo,—OC . gcicloalquilo;—SCa scicloalquilo,—NHC  scicloalquilo,—N{(Cy seicloalquilo);
N(C; scicloalguilo)}(C salquilo)—OHNH2—SH—S0:C4 salquile, P(OYOGC, salquilo)}(C.salquile);
P(O)(OCisalquilo)., CC-Cigalquilo, CCH, CH=CH(Cisalquilo), C(Cisalquilo)=CH(C:-
salgquie)—C{C1-salquile)=C(C salquile)oSHOH)s-SHC1salquile)sSHOHNC1 salquile)o-COC.
se—COn e ooane O Ch. Ok CH-E PNO- S5 SOPEC walauplo SOHRLC
salgtHo),—SONHC salgquilo—SON(C 1 salguile)o— CONHG  salquHo,—CON(C, salquHio)N(C,
salguo)CONH(C salguto);—N(C1ealguHo)CON(CLsalguio);;——NHCONH(C 1 salquito),
NHCON(C1 salquile)r NHCONH—N(C1 salquo)SONH(C: salquHo)N(C1salqulo) SON(C,-
galguHe). NH-SONH(C_galgquo) NH-SON(C_salguo) NH-SONH.-

216. El compuesto de conformidad con cualquiera de las reivindicaciones 1-20 a 5, en donde el
enlazador (L) comprende un grupo representado por una estructura general seleccionada del
grupo que consiste en:

-N(R)-(CH2)m-O(CH2)n-O(CH2)o-O(CH2),-O(CH2)4-O(CH2),-OCH2-,

-0-(CH2)m-O(CH2)n-O(CH2)o-O(CH2),-O(CH2)4-O(CH2),-OCH2-,

-O-(CH2)m-O(CH2)n-O(CH2)o-O(CH2),-O(CH2)4-O(CH2)-0O-;

-N(R)-(CH2)m-O(CH2)n-O(CH2)o-O(CH2),-O(CH2)4-O(CH2)-O-;

-(CH2)m-O(CH2)n-O(CH2)o-O(CH2)p-O(CH2)¢-O(CH2),-O-;

-(CH2)m-O(CH2),-O(CH2)0-O(CH2),-O(CH2)4-O(CH2),-OCH2-;

“

\ / O(CH2)mO(CH2)nO(CH3)p,O(CH2)qOCH>

9
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_|_NH
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O(CH5),,©O(CH,),OCH,

\ - p—
AN\ 4
|
X Y
N
H = "N—(CH2)mOCH;

I

N 1

en donde cada m, n, o, p, g, y I, es independientemente 0, 1, 2, 3, 4, 5, 6, con la salvedad de que

cuando el numero es cero, no hay enlace N-O o O-O; R se selecciona del grupo H, metilo o etilo,

y X se selecciona del grupo H o F;
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227. El compuesto de conformidad con cualquiera de las reivindicaciones 1-26 a 5, en donde el

enlazador (L) se selecciona del grupo que consiste en:
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238. EIl compuesto de conformidad con cualquiera de las reivindicaciones 1-26 a 5, en donde el

enlazador (L) se selecciona del grupo que consiste en:
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en donde cada ny m es independientemente 0, 1, 2, 3, 4, 5, 0 6.

249. El compuesto de conformidad con cualquiera de las reivindicaciones 1-20 a 5, en donde el
L comprende la siguiente estructura quimica:
)o-2
@( )0-2@;1\ @ ‘?1"
/
N /X n
0

en donde:
Wy W2 son cada uno independientemente un anillo de 4-8 miembros con 0-4

VL1 (Y

heterodtomos, opcionalmente sustituidos con RQ, cada RQ es independientemente un H,

halo, OH, CN, CFs3, alquilo de C1-C6 (lineal; o ramificado,-opcionatmente-sustituido),
alcoxi de C1-C6 (lineal; o ramificado;-epeienatmente-sustituide), 0 2 grupos RQ tomados

juntos con el atomo al que se unen para formar un sistema de anillos de 4-8 miembros
que contiene 0-4 heteroatomos;
Y es cada uno independientemente un enlace, alquilo de C1-C6 {lineal; o ramificado,

opcionalmente sustituido} con 1-3 halégenos y opcionalmente uno o mas atomos de C se

reemplazan con O; o alcoxi de C1-C6 {lineal; o ramificado, opcionalmente sustituido} con

1-3 halogenos; y
una linea discontinua indica el punto de acoplamiento a las porciones PTM o ULM.

2510. EI compuesto de conformidad con las reivindicaciones 1-20 a 5, en donde L comprende la

siguiente estructura quimica:

y (R%5 o
Y 2 .{WLE“]

R I \%"’A\_F/‘k - J‘L
(Wt Q) om Sy
A e

et
0
(R%os
/_W/{YU]UQ}/J\/f r’ﬂw 2\ .
L1 ( Ly M Sy
I'xfﬁ 'xP_J;' 1
™

en donde:

Wy W2 son cada uno independientemente arilo de Cs.10, heteroarilo de 6-10 miembros,

cicloalquiloeiehes de 3-11 miembros, heterociclico de 3-10 miembros, o alquilo de Ci-s;
biciclicobiartlobiheteroariloo-biheterociclics, cada uno opcionalmente sustituido con
RY, cada R? es independientemente un H, halo, OH, CN, CFs, hidroxilo, nitro, C=CH,
alquenilo de Cz., alquinilo de C».6, alquilo de C1-Cs {lineal; 0 ramificado-epcionatmente




sustituido), alcoxi de C1-Ce (lineal; o ramificado;-opeionalmente-sustituide), OCi-zalquilo
(opcionalmente sustituido por 1 o mas —F), OH, NHz, NRY'RY?, CN, o 2 grupos R®
tomados juntos con el &tomo al que se unen para formar un sistema de anillos de 4-8
miembros que contiene 0-4 heterodtomos;

Y es cada uno independientemente un enlace, NRY*, O, S, NRY:?, CRY-'RY?, C=0, C=S,
SO, SO», C1-Ce alquilo (lineal; o ramificado;-epeionalmente-sustituide) y opcionalmente
uno 0 mas atomos de C se reemplazan con O; Ci-Ce alcoxi (lineal, ramificado,
opcionalmente sustituido);

Q" es un anillo aliciclico o aromético de 3-6 miembros con 0-4 heteroatomos, que
opcionalmente establecen puentes, opcionalmente sustituido con 0-6 R®, cada R® es
independientemente H, o alquilo de Ci {lineal; o ramificado, opcionalmente sustituido
por 1 0 mas halo; o alcoxi de Ci.6), 0 2 grupos R® tomados juntos con el atomo al que se
unen para formar un sistema de anillos de 3-8 miembros que contiene 0-2 heteroatomosy;

R RYL? son cada uno independientemente H, OH, alquilo de Ci- {lineal: o ramificado,
opcionalmente sustituido por 1 0 mas halo; o alcoxilo de Ci-6), 0 R, R? junto con el &tomo
al que se unen para formar un sistema de anillos de 3-8 miembros que contiene 0-2
heteroatomos};

nes0-10;y

una linea discontinua indica el punto de acoplamiento a las porciones PTM o ULM.

2611. EI compuesto de conformidad con cualquiera de las reivindicaciones 1-20 a 5, en donde el

L es un grupo polietilenoxi opcionalmente sustituido con arilo_de Ce.10 e—fente—que

comprende de 1 a 10 unidades de etilenglicol.

2712. El compuesto bifuncional de cualquiera de las reivindicaciones 1-26 a 11, en donde el

compuesto se selecciona del grupo que consiste en los siguientes Ecompuestos-1-330-{Fabla

[BaS

Estructura (M+H)*| Datos de NMR [Actividad*

[

W 7.73 (d, J = 6.0 Hz, 1H)

'HNMR (400 MHz,
MeQOD) : 9 9.39 (s, 1H),
8.82 (s, 1H), 8.47-8.45
(m, 2H), 8.33 (d, J =8.0
Hz, 1H), 8.05 (d, J =6.4
Hz,1H), 7.81 (s, 1H),

7.63 (d, J = 6.0 Hz, 1H),

o) OH
Ao OO AL H#N 7.43-7.36 (m, 4H), 6.92
N o ° N J 864.3 C
° N/\Q\K[
H
=

(d,J =8.4 Hz,1H), 4.78
(s, _1H), 4.69-4.50 (m,
S 5H), 4.43-4.31 (m, 1H),

4.04-4.02 (m, 2H), 3.87-
3.85 (m, 3H), 3.73-
3.64(m, 9H), 2.40 (s
3H), 2.25-2.19 (m, 1H),
2.15-2.10 (m, 1H ), 1.03
(5. 9H).




N

X

N/ o/\/o\/\o/\/o\/\NH o

N q
NH

o O

Iz

693.3

'H NMR (400 MHz,
CDCl3): 8 9.29 (s, 2H),
8.52-8.51(m, 1H), 8.50
(s, 1H), 8.11(d, J
8.0Hz, 1H), 7.81(d, J
8.0 Hz, 1H), 7.54(s, 1H),
7.50-7.35 (m, 3H),
6.96(d, J = 7.2 Hz, 1H),
6.83-6.81 (m, 2H), 6.39
(s, 1H), 4.93-4.91(m,
1H), 4.53 (s, 2H), 3.88 (s,
2H), 3.72-3.3.60
(m,10H), 3.40-3.30 (m,
2H), 2.88-2.70 (m, 3H),
2.15-2.10(m, 1H).

[e8)

/’ O\/\O/\/O\/\NH o
N
<
7 NH
N S 0 O

649.3

'H NMR (400 MHz,
CDCl3): § 9.32 (s, 1H),
8.67(s, 1H), 8.46-8.54
(m, 2H), 8.15 (d, J=8.0
Hz, 1H), 7.87(d, J = 8.0
Hz, 1H), 7.58 (s, 1H),
7.35-7.47 (m, 2H), 7.26
(s, 1H), 6.85-6.99 (m,
3H), 6.48 (s, 1H), 4.92
(m, 1H), 4.56-4.58 (m,
2H), 3.93 (s, 2H), 3.41-
3.77 (m, 9H), 2.71-2.85
(m, 3H), 2.02 (s, 1H).

[

437.4

'H NMR (400 MHz,
CDCl3): 8 9.30 (s, 1H),
8.90(br, 1H), 8.52 (d, J =
5.6 Hz,1H), 842 (d, J =
2,8 Hz, 1H), 8.14(d, J =
8.0 Hz ,1H), 7.49 (dd,J =
2.4, 8.8 Hz, 1H), 7.57 (s,
1H), 7.26-7,46 (m, 3H),
6.97 (d,J = 7.2 Hz, 1H),

6.81-6.87 (m, 2H), 6.35-
6.46 (m, 1H), 4.89-4.98
(m, 1H), 454 (t, J=4.8
Hz, 2H), 3.90 (t, J = 4.8
Hz, 2H), 3.61-3-74 (m,
15H), 3.37-3.81 (m, 2H),
2.65-2.92(m, 3H), 2.07-
2.15(m, 1H).

[&5]

820.4

(@]

[op)

908.4

(@]




I~

856.5

'H NMR__ (400MHz,
MeOD): 3 8.85 (s, 1H),
8.71 (d, J = 7.6 Hz, 1H),
7.70 (d, J = 8.0 Hz, 1H),
7.55 (d, J = 8.0 Hz, 1H),
7.34-7.42 (m, 5H), 7.22-
7.23(m, 1H),6.76 (d.J =

7.6 Hz, 1H), 4.68 (s, 1H),|—

4.47-4.57 (m, 4H), 4.30-
439 (m, 1H), 4.05 (s,
3H), 3.56-4.87 (m, 23H),
2.64(s, 4H), 2.45 (s, 3H),
2.19 (br, 1H), 2.04 (br,
1H), 1.03 (s, 9H).

|00

881.6

'HNMR (400 MHz,
CD;0D): & 1.02 (s, 9H),
2.07-2.25 (m, 4H), 2.46
(s, 3H), 3.04 (s, 6H),
3.65-3.71 (m, 10H),
3.78-3.86 (m, 2H), 4.01-
4.06 (m, 2H), 4.18-4.21
(m, 2H), 4.32-4.36 (m,
1H), 4.50-4.60 (m, 3H),
4.68-4.70 (m, 1H), 6.88
(d,J=9.2 Hz, 2H), 7.23-
7.26 (m, 1H), 7.34-7.44
(m, 5H), 7.82 (d, J = 8.4
Hz, 1H), 7.92-7.96 (m,
3H), 8.16 (d, J = 8.8 Hz,
1H), 8.86 (s, 1H).

[©

025.6

'HNMR (400 MHz,
CD;0D): 6 1.04 (s, 9H),
2.08-2.12 (m, 3H), 2.20-
2.23 (m, 1H), 2.46 (s,
3H), 3.04 (s, 6H), 3.62-
3.71 (m, 14H), 3.78-3.89
(m, 2H), 4.01-4.19 (m,
2H), 4.14-4.23 (m, 2H),
4.33-4.37 (m, 1H), 4.51-

4.58 (m, 3H), 4.68-4.70
(m, 1H), 6.68 (d, J =84
Hz, 1H), 7.24 (br, 1H),
7.36-7.45 (m, 5H), 7.62-
7.64 (m, 1H), 7.79-7.84
(m, 1H), 7.93-7.97 (m,
3H), 8.17 (d, J = 8.0 Hz,
1H), 8.68 (s, 1H).

870.5

1H NMR

(400MHz,

MeOD): 3 8.85 (s,

1H),

8.77 (d, J = 8.0 Hz,

1H),

7.83 (d, J =8.0 Hz,

1H),

7.57 (d, J = 8.0 Hz,

1H),

7.37-7.45 (m, 5H), 7.25
(t.J = 8.0 Hz, 1H), 6.79
(d,J=8.0Hz, 1H), 4.68
(s, 1H), 4.49-4.60 (m,
3H), 4.24-4.36 (m, 3H),
4.01-4.06 (m, 2H), 3.91-
3.98 (m, 2H), 3.86-3.89
(m, 2H),3.65-3.80 (m,
14H), 2.45 (s, 3H), 2.20-




2.26 (m, 1H),2.04-2.11
(m, 1H), 1.08 (s, 9H).

840.6

'H NMR (400 MHz,
MeOD): ¢ 8.70 (d, J =
7.6 Hz, 1H), 8.11 (s, 1H),
7.80 (d, J = 8.4 Hz, 1H),
7.53-7.55 (m, 3H), 7.43
(d,J=8.4Hz 2H), 7.37
(t.J = 8.0 Hz, 2H), 7.23
(d,J=7.6Hz 1H),6. 76
(d,J=7.6 Hz, 1H), 4.84

(s, 1H), 4.53-4.60 (m,|—

1H), 4.49 (s, 1H), 4.31—
4.35 (m, 1H), 4.05 (s,
2H), 3.77-3.80 (m 5H),
3.65-3.70 (m, 10H),
2.64-2.66 (m, 6H), 2.36
(s, 3H), 2.11-2.20 (m,
1H), 2.04-2.10 (m, 1H),
1.04 (s, 9H).

884.4

'H NMR (400 MHz,
MeOD): ¢ 8.71 (br, 1H),
8.12 (s, 1H), 7.80-7.82
(m, 1H), 7.43-7.56 (m,
3H), 7.35-7.39 (m, 3H),
7.24-7.25 (m, 1H), 6.76—
6.78 (m, 1H), 4.49 (s,
1H), 4.54-4.58 (m, 3H),

4.32-4.36 (m, 1H), 4.04|—

(s, 1H), 3.81-3.92 (m,
5H), 3.61-3.69 (m, 12H),
3.35 (s 1H), 2.66-2.75
(m, 6H), 2.37 (s, 3H),
2.20-2.22(m, 1H), 2.07—
2.15 (m, 1H), 1.04 (s,
9H).

854.5

'H NMR  (400MHz,
MeOD): § 8.79 (d. J =
7.6 Hz, 1H), 8.12 (s, 1H),
7.85 (d, J = 8.0 Hz, 1H),
7.54-7.58 (m, 3H), 7.39—
743 (m,2H), 7.28 (t,J =
7.6 Hz, 1H), 6.83 (d, J =
8.0 Hz, 1H), 4.68 (s, 1H),
4.67 (s, 1H), 4.55-4.61
(m, 1H), 4.44 (br, 1H),
4.29-4.35 (m, 5H), 3.80—
4.03 (m, 8H), 3.71-3.82
(m, 13H), 3.37 (s, 3H),
2.20-2.22 (s, 1H), 2.08—
2.10 (m, 1H), 1.04 (s,
9H).




'H NMR (400 MHz,
MeOD): ¢ 8.76 (d, J =
7.2 Hz, 1H), 8.09 (s, 1H),
7.84(d, J=7.2 Hz, 1H),
7.35-7.63 (m, 6H), 7.28
(t,J =76 Hz, 1H), 6.82
(d,J=7.6 Hz, 1H), 4.68
(s, 1H), 4.50-4.61 (m,
3H), 4.28-4.39 (m, 3H),
4.06 (s, 2H), 3.86-3.97
(m, 3H), 3.78-3.81 (m,
1H), 3.55-3.76 (m, 16H),
3.18-3.23 (m, 2H), 2.35
(s, 3H), 2.21-2.26 (m,
1H), 2.04-2.10 (m, 1H),
1.04 (s, 9H).

870.6

'H NMR (400 MHz,
MeOD): ¢ 8.85 (s, 1H),
8.76 (d, J = 8.0 Hz, 1H),
7.83 (d, J = 8.0 Hz, 1H),
7.56 (d, J = 7.6 Hz, 1H),
7.37-7.40 (m, 6H), 7.26
(t,J=7.2 Hz, 1H), 6.84
(d, J=8.0Hz, 1H), 4.99—
5.01 (m, 1H), 4.68 (s,
1H), 4.57 (t, J = 7.6 Hz,
1H), 4.44 (s, 1H), 4.05
(br, 2H), 3.83-3.91 (m,
5H), 3.68-3.76 (m, 12H),
2.70 (m, 6H), 2.45 (s,
3H), 2.17-2.20 (m, 1H),
1.96-2.05 (m, 1H), 1.56
(d, J=7.2 Hz, 3H), 1.05
(s.9H).

914.6

'H NMR (400 MHz,
MeOD): ¢ 8.80-8.85 (m,
2H), 7.88 (d, J = 8.0 Hz,
1H), 7.57 (d, J = 8.0 Hz,
1H), 7.32-7.46 (m, 7H),
6.93 (d, J = 8.0 Hz, 1H),
4.99-5.01 (m, 1H), 4.68
(s, 1H), 4.55-4.57 (m,

1H), 4.43 (s, 1H), 4.04 (s,|C

2H), 3.80-3.94 (m, 4H),
3.83-3.85 (m, 15H),
2.72-2.74 (m, 6H), 2.46
(s, 3H), 2.12-2.13 (m,
1H), 1.97-1.99 (m, 1H),
1.96-2.05 (m, 1H), 1.56
(d,J=7.2 Hz, 3H), 1.05
(s, 9H).

884.5

'H NMR (400 MHz,
MeQOD): ¢ 8.85 (s, 1H),
8.78 (d, J = 7.6 Hz, 1H),
7.83 (d,J = 7.6 Hz, 1H),
7.57 (d,J = 7.6 Hz, 1H),

7.35-7.40 (m, 6H), 7.23|C

(t.J=8.0 Hz, 1H), 4.98-
5.00 (m, 1H), 4.67 (s,
1H), 4.55-4.57 (m, 1H),
4.34-4.43 (m, 3H), 3.83—
4.03 (m, 7H), 3.72-3.74




(m, 16H), 2.46 (s, 3H),
2.17-2.21 (m, 1H), 1.95—
210(m,1H),1.31(d.J=
8.8 Hz, 3H), 1.03 (s, 9H).

'H NMR (400 MHz,
MeQOD): § 8.75-8.86 (m,
2H), 7.85 (d, J = 8.0 Hz,
1H), 7.56 (d, J = 8.0 Hz,
1H), 7.34-7.42 (m, 5H),
H 7.27 (t,J = 7.6 Hz, 1H),
6.79-6.85 (m, 1H), 4.94—
5.04 (m, 1H), 4.67 (s,

4.44 (br, 1H), 4.29 4.35
(m. 2H), 4.07 (s, 2H).
3.833.96 (M. 4H), 3.61

3.79 (m, 16H), 3.18-3.23
(m, 2H), 2.45 (s, 3H),
2.18-2.23 (m, 1H), 1.92—
1.99 (m, 1H), 1.48-1.57

(m, 3H), 1.03 (s, 9H).

!H NMR (400 MHz,
MeOD): ¢ 8.76 (d, J =
7.6 Hz, 1H), 8.11 (s, 1H),
7.84 (d, J =8.0 Hz, 1H),
7.56 (t, J = 8.4 Hz, 3H),
7.40 (d, J = 8.4 Hz, 3H),
7.27 (t, J = 8.0 Hz, 1H),
6.85 (m,J =7.6 Hz, 1H),
4.98-4.50 (m, 1H), 4.75
(s, 1H), 457 (1, J =76
Hz, 1H), 4.43 (s, 1H),
4.05 (s, 2H), 3.83-3.91
(m, 5H), 3.67-3.76 (m,

o
854.6

12H), 2.70-2.71 (m, 6H),
2.37 (s, 3H), 2.17-2.19
(m, 1H), 1.95-2.10 (m,
1H), 1.55 (d, J = 6.4 Hz,
3H), 1.05 (s, 9H).

'H _NMR_ (400 MHz,
MeQOD): ¢ 8.72 (d, J =
8.0 Hz, 1H), 8.11 (s, 1H),
7.81 (d, J =8.0 Hz, 1H),
7.54-7. 56 (m, 3H),
OH 7.35-7.41 (m, 3H),7.24

N (t.J = 8.0 Hz, 1H), 6.79
(d,J=8.0 Hz, 1H), 4.96—
898.6

1H), 4.55-4.59 (m, 1H),
4.43 (s, 1H), 4.04 (s, 2H),
3.74-3.89 (m, 5H), 3.68—
3.70 (m, 18H), 2.68-2.72

(m, 6H), 2.37 (s, 3H),
2.17-2.19 (m, 1H), 1.95~
2.10(m,1H),1.50 (d,J =
6.4 Hz, 3H), 1.04 (s, 9H).

928.7  |1H). 455461 (m, 1H).|C

450 (m, 1H), 4.68 (s,|\»




868.3

'H NMR (400 MHz,
MeOD): ¢ 8.77 (d, J =
8.0 Hz, 1H), 8.12 (s, 1H),
7.82 (d, J =8.0 Hz, 1H),
7.56-7.58 (m, 3H), 7.35~
7.41 (m,3H),7.23(d,J=
8.0 Hz, 1H), 6.79 (d,J =
7.6 Hz, 1H), 4.98-4.99
(m, 1H), 4.67 (s, 1H),

4.55-4.59 (m, 1H), 4.43
(s, 1H), 4.33-4.35 (m,
2H), 3.86-4.01 (m, 7H),
3.72-3.74 (m, 14H), 2.38
(s, 3H), 2.17-2.19 (m,
1H), 1.95-2.05 (m, 1H),
1.48 (d, J = 6.8 Hz, 3H),
1.03 (s, 9H).

'H NMR (400 MHz,
MeOD): § 8.75-8.81 (m,
1H), 8.06-8.10 ( m, 1H),
7.86 (d, J = 8.0 Hz, 1H),
7.55-7.61 (m, 3H), 7.35~
7.43 (m, 3H), 7.25-7.31
(m, 1H), 6.81-6.88 (m,
1H), 4.94-5.04 (m, 1H),
4.67 (s, 1H), 4.55-4.60
(m, 1H), 4.43 (br, 1H),
4.35 (s, 2H), 4.07 (s, 2H),
3.91-3.97 (m, 3H), 3.82—
3.85 (m, 1H), 3.61-3.79
(m, 16H), 3.18-3.23 (m,
2H), 2.37 (s, 3H), 2.18-
2.23 (m, 1H), 1.92-1.99
(m, 1H), 1.48-1.56 (m,
3H), 1.04 (s, 9H).

©00.6

'H _NMR_ (400 MHz,
MeOD): 5 8.85 (s, 1H),
8.70 (d, J = 8.0 Hz, 1H),
7.79 (d, J = 8.0 Hz, 1H),
7.54 (d, J = 8.0 Hz, 1H),
7.34-7.44 (m, 5H), 7.24
(t.J = 6.8 Hz, 4.8 Hz,
1H), 6.75 (d, J = 8.0 Hz,
1H), 4.69 (s, 1H), 4.57
(m, 3H), 4.50 (d, J = 4.8
Hz, 1H), 4.04 (s, 2H),
3.85 (s, 6H), 3.60-3.69
(m, 15H), 2.66 (s, 6H),
2.65 (s, 3H), 2.08-2.45
(m, 2H), 2.28 (s, 2H),
1.04 (s, 9H).

N

©14.6

1H NMR (400MHz,
MeOD): 5 8.84 (s, 1H),
8.77 (d, J = 8.0 Hz, 1H),
8.83 (d, J = 8.0 Hz, 1H),
7.57 (d, J = 8.0 Hz, 1H),
7.37-7.45 (m, 5H), 7.24-

7.28(m,1H),6.81(d,J=
8.0 Hz, 1H), 4.86 (s, 1H),
4.50-4.63 (m, 3H), 4.26-
4.36 (m, 3H), 3.91-4.03
(m, 4H), 3.86-3.89 (m,




2H), 3.74-3.81(m, 2H),
3.60-3.72(m, 16H), 2.45
(s, 3H), 2.18-2.26 (m,
1H), 2.05-2.11 (m, 1H),
1.03 (s, 9H).

885.4

1H NMR  (400MHz,
MeOD): & 8.68 (d, J =
8.0 Hz, 1H), 7.80 (d. J =
7.2 Hz, 1H), 7.55 (d, J =
8.0 Hz, 1H), 7.39-7.43
(m,2H),7.24 (m,J=7.6
Hz, 1H), 6.95 (t. J =7.6

Hz, 2H), 6.76 (d, 1 = 7.6|C

Hz, 1H), 4.74 (m, 1H),
3.87 (br, 4H), 3.63- 3.73
(m, 14H), 3.54 (s, 3H),
3.46-3.48 (m, 2H), 3.37
(s, 1H), 247 (t,J=6.8
Hz, 2H), 2.33 (. J = 6.8
Hz, 2H).

Qi“;'\l\/r\lj\N/\

N \/\O/\/O\/\O/\/O\/\ NH

N
NH

o O

'H NMR (400 MHz,
CD;0D): 5 8.65 (d, J =
80Hz 1H), 7.77 (d. J =
80Hz 1H),754(d, J=
80Hz 1H), 7.35-7.4 3
(m, 2H), 7.24 (t, J =8.0
Hz, 1H), 6.95 (t, J = 8.8

Hz., 2H), 6.75 (d, J = 7.6|C

Hz, 1H),5.03 (dd, J =4.2,
12.4 Hz, 1H), 4.58 (br,
4H), 3.70 (br, 4H), 3.60-
3.70 (m, 18H), 3.45-3.46
(m, 2H), 2.80-2.85 (m,
1H), 2.66-2.75 (m, 2H),
2.09-2.12 (m, 1H).

°
o :
_ O~ O Nz
O "o
HN
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N
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823.7

'HNMR (400 MHz,
CD;0D): 6 1.02-1.05 (m,
9H), 2.07-2.13 (m, 1H),
2.21-2.26 (m, 1H), 2.43-
2.47 (m, 3H), 3.05 (s,
6H), 3.76-3.83 (m, 5H),
3.88-3.99 (m, 3H), 4.07-
4.12 (m, 2H), 4.30-4.35

(m, 3H), 4.47-452 (m,|CU

2H), 4.57-4.61 (m, 1H),
4.71-4.73 (m, 1H), 6.87-
6.90 (m, 2H), 7.24-7.29
(m, 1H), 7.35-7.43 (m,
5H), 7.70-7.72 (m, 1H),
7.81-7.83 (m, 1H), 7.91-
7.96 (m, 3H), 8.14-8.17
(m, 1H), 8.84 (s, 1H).




(@]
e
O

837.7

HNMR (400  MHz,
CD;0D): 6 1.04 (s, 9H),
1.42-1.58 (m, 3H), 1.94-
2.01 (m, 1H), 2.17-2.23
(m, 1H), 2.46 (s, 3H),
3.04 (s, 6H), 3.75-3.85
(m, 6H), 3.97-3.98 (m,
2H), 4.08-4.09 (m, 2H),
4.33-4.35 (m, 2H), 4.45
(br, 1H), 4.56-4.60 (m,
1H), 4.70-4.72 (m, 1H),
4.94-4.97 (m, 1H), 6.87-
6.90 (m, 2H), 7.30-7.43
(m, 6H), 7.68-7.71 (m,
1H), 7.84-7.86 (m, 1H),
7.95-7.98 (m, 3H), 8.19-
8.21 (m, 1H), 8.45-8.47
(m, 1H), 8.86 (s, 1H).

N2
© B67.7

'HNMR (400 MHz,
CD;0D): 6 1.02 (s, 9H),
2.07-2.13 (m, 1H), 2.21-
2.26 (m, 1H), 2.46 (s,
3H), 3.05 (s, 6H), 3.72-
3.77 (m, 9H), 3.87-3.92
(m, 3H), 3.99-4.09 (m,
2H), 4.26-4.58 (m, 2H),
4.33-4.37 (m, 1H), 4.50-
454 (m, 2H), 4.57-4.61
(m, 1H), 4.70-4.72 (m,
1H), 6.89 (d, J = 8.8 Hz,
2H), 7.26 (d, J = 2.8 Hz,
1H), 7.37-7.45 (m, 5H),
7.66 (d, J = 9.6 Hz, 1H),
7.85 (d, J = 8.4 Hz, 1H),
7.94-7.98 (m, 3H), 8.19
(d, J =8.8 Hz, 1H), 8.86
(s.1H).

0 381.4

'HNMR (400 MHz,
CD;0D): & 1.04 (s, 9H),
1.46-1.53 (m, 3H), 1.96-
2.04 (m, 1H), 2.19-2.21
(m, 1H), 2.49 (s, 3H),
3.05 (s, 6H), 3.73-3.81
(m, 9H), 3.84-3.87 (m,
1H), 3.95-3.97 (m, 2H),
4.04-4.06 (m, 2H), 4.30-
4.33 (m, 2H), 4.44-4.46
(m, 1H), 4.54-4.61 (m,
2H), 4.70 (s, 1H), 4.96-
5.00 (m, 1H), 6.89 (m,
2H), 7.29-7.30 (m, 1H),
7.36-7.43 (m, 5H), 7.86
(d, J=8.8 Hz, 1H), 7.94-
7.98 (m, 3H),8.20 (d,J =
8.8 Hz, 1H), 8.86 (s, 1H).




'H NMR (400 MHz,

CD;0D): 6 1.04 (s, 9H),

2.07-2.15 (m, 1H), 2.22-
2.26 (m, 1H), 2.47 (s,
3H), 3.06 (s, 6H), 3.61-
3.75 (s, 12H), 3.82-3.83
(m, 1H), 3.89-3.93 (m,
2H), 4.01-4.07 (m, 2H),
4.28-4.40 (m, 3H), 4.49-
4.69 (m, 5H), 6.87-6.97
(m, 2H), 7.27-7.42 (m,
6H), 7.62-7.67 (br, 1H),
7.83-7.98 (m, 4H), 8.17-
8.23 (m, 1H), 8.88 (s,
1H).

925.4

'H_NMR_ (400 MHz,
CD:0D): 5 1.06 (s, 9H),
1.50-1.58 (m, 3H), 1.94-
2.03 (m, 1H), 2.17-2.25
(m, 1H), 2.48 (s, 3H),
3.06 (s, 6H), 3.70-3.77
(m, 12H), 3.85-3.89 (s,
1H), 3.90-4.05 (m, 4H),
4.29-4.35 (m, 2H), 4.43-
4.49 (m, 1H), 4.56-4.61
(m, 1H), 4.67-4.71 (m,
1H), 4.99-5.02 (m, 2H),
6.88-6.91 (m, 2H), 7.30-
7.41 (m, 5H), 7.63-7.66
(m, 1H), 7.87-7.99 (m,
4H), 8.19-8.23 (m, 1H),
8.50-8.52 (m, 1H), 8.87
(s.1H).

807.4

'H NMR (400 MHz,
CDs0D): & 1.05 (s, 9H),
1.89-2.03 (m, 4H), 2.10-
2.14 (m, 1H), 2.22-2.26
(m, 1H), 2.46 (s, 3H),
3.05 (s, 6H), 3.67-3.70
(m, 2H), 3.81-3.91 (m,
2H), 3.98-4.09 (m, 2H),
4.17-4.20 (m, 2H), 4.34-
4.38 (m, 1H), 4.53-4.62
(m, 3H), 7.71-7.73 (m,
1H), 6.88-6.91 (m, 2H),
7.24-7.28 (m, 1H), 7.34-
7.47 (m, 5H), 7.58-7.60
(m, 1H), 7.82-7.84 (m,
1H), 7.91-7.97 (m,3H),
8.15-8.17 (m, 1H), 8.83
(s, 1H).




321.4

'H NMR (400 MHz,
CD;0D): 6 1.04 (s, 9H),
1.49-1.60 (m, 3H), 1.89-
1.95 (m, 2H), 1.97-2.03
(m, 3H), 2.19-2.24 (m,
1H), 2.48 (s, 3H), 3.05 (s,
6H), 3.69 (t, J = 6.0 Hz,
2H), 3.75-3.79 (m, 1H),
3.85-3.88 (m, 1H), 3.99-
4.09 (m, 2H), 4.19-4.22
(m, 2H), 4.46 (br, 1H),

4.56-4.62 (m, 1H), 4.70-
4.73 (m, 1H), 4.98-5.05
(m, 1H), 6.88-6.91 (m,
2H), 7.27-7.29 (m, 1H),
7.38-7.44 (m, 5H), 7.57
(d, J =9.6 Hz, 1H), 7.80-
7.87 (m, 1H), 7.94-7.98
(m, 3H), 8.76-8.22 (m,
1H), 8.52 (d, J = 7.6 Hz,
1H), 8.86 (s, 1H).

O

851.4

'H NMR (400 MHz,
CD;0DY: 5 1.03 (. 9H),
1.91-1.92 (m, 2H), 2.05-
2.26 (m, 4H), 2.45 (s,
3H), 3.04 (s, 6H), 3.62-
3.68 (m, 6H), 3.79-4.00
(m, 4H), 4.15-4.25 (m,
2H), 4.33-4.36 (m, 1H),
4.50-4.61 (m, 3H), 4.69-
4.71 (m, 1H),6.88 (d, J =
8.0 Hz, 2H), 7.22-7.26
(m, 1H), 7.31-7.43 (m,
4H), 7.54 (d, J = 8.4 Hz,
1H), 7.81-7.96 (m, 4H),
8.16 (d, J = 8.4 Hz, 1H),
8.84, 8.86 (s, 1H).

o)
865.6

'H _NMR_ (400 MHz,
CD;0D): & 1.04 (s, 9H),
1.46-1.58 (m, 3H), 1.92-
2.00 (m, 3H), 2.12-2.21
(m, 3H), 2.47 (s, 3H),
3.04 (s, 6H), 3.62-3.97
(m, 10H), 4.23 (t, J=5.2
Hz, 2H), 4.35-4.45 (m,

1H), 4.57-4.70 (m, 2H),
4.98-5.01 (m, 1H), 6.88
(d,J=8.4Hz, 2H), 7.27-
7.56 (m, 7H), 7.79-8.02
(m, 4H), 8.17-8.23 (m,
1H), 8.52 (d, J = 6.8 Hz,
1H), 8.87 (s, 1H).

O

821.4

'HNMR (400 MHz,
CD;0OD): & 1.03, 1.05
(dos singletes, 9H), 1.64-
1.72 (m, 2H), 1.74-1.80
(m, 2H), 1.88-1.95 (m,
2H), 2.07-2.14 (m, 1H),
2.22-2.27 (m, 1H), 2.43,
2.46 (dos singletes, 3H),
3.04 (s, 6H), 3.63 (t, J =
6.0 Hz, 2H), 3.80-3.83




(m, 1H), 3.88-3.91 (m,
1H), 3.96-4.05 (m, 2H),
4.13 (. J = 6.4 Hz, 2H),
4.32-4.34 (m, 1H), 4.48-
4.55 (m, 2H), 4.58-4.63
(m, 1H), 4.69-4.74 (m,
1H), 6.88 (d, J = 8.8 Hz,
2H), 7.20 (s, 1H), 7.33-
7.46 (m, 5H), 7.57 (d,J =
9.6 Hz, 1H), 7.81 (d, J =
6.0Hz, 1H), 7.93 (t. J =
10.0Hz,3H),8.14 (d, J =
8.8 Hz, 1H), 8.81 (s, 1H).

O

'HNMR (400 MHz,
CD;0D): 6 1.04 (s, 9H),
1.44-1.58 (m, 3H), 1.66-
1.81 (m, 4H), 1.89-2.02
(m, 3H), 2.14-2.31 (m,
1H), 2.46 (s, 3H), 3.05 (s,
6H), 3.63 (t, J = 6.4 Hz,
2H), 3.74-3.78 (m, 1H),
3.85-3.88 (m, 1H), 3.96-
4.06 (m, 2H), 4.14-4.19
(m, 2H), 4.37-4.46 (m,
1H), 4.56-4.62 (m, 1H),|—
4.67-4.77 (m, 1H), 4.94-
5.04 (m, 1H),6.89 (d,J =
9.2 Hz, 2H), 7.26 (t, J =
3.2 Hz, 1H), 7.35-7.43
(m, 5H), 7.56 (d, J = 9.6
Hz, 1H), 7.81-7.88 (m,
1H), 8.00-7.91 (m, 3H),
8.18 (d, J = 8.4 Hz, 1H),
8.49 (d, J =7.2 Hz, 1H),
8.86 (s, 1H).

'HNMR (400 MHz,
CDs0D): 6 1.04 (s, 9H),
1.48-1.57 (m, 3H), 1.95-
2.22 (m, 5H), 2.47 (s,
3H), 3.06 (s, 6H), 3.60-
3.66 (m, 12H), 3.70-3.86
(m, 4H), 3.97-4.06 (m,
2H), 4.24 (t, J = 6.0 Hz,
2H), 4.44 (br, 1H), 4.58
(t,J=8.4Hz, 1H), 4.68-|
4.70 (m, 1H), 4.99-5.02
(m, 1H), 6.89 (d, J = 8.4
Hz, 2H), 7.27 (s, 1H),
7.37-7.43 (m, 5H), 7.61-
7.63 (m, 1H), 7.84 (d, J
=8.4 Hz, 1H), 7.95-7.97
(m, 3H), 7.81-7.82 (m,
1H), 8.86(s, 1H).

NS
N
N

O o\/\/o\/\o/\/o\/\o/\/N H

THNMR (400 MHz,
CD;0D):  1.92-2.00 (m,
2H), 255-2.74 (m, 4H),
2.93 (s, 6H), 3.28-3.37
(m, 4H), 3.46-3.53 (m,|C
12H), 3.60 (t, J = 6.2 Hz,
2H), 4.11 (t, J = 6.2 Hz,
2H), 4.89-4.93 (m, 1H),
6.41-6.44 (m, 1H), 6.76




(d.J = 8.8 Hz, 2H), 6.89
(t.J = 7.6 Hz, 2H), 7.13
(d.J = 2.4 Hz, 1H), 7.23-
7.26 (m, 1H), 7.36-7.40
(m, 1H), 7.69 (d, J = 8.8
Hz, 1H), 7.80-7.84 (m,
3H), 8.05 (d, J = 8.8 Hz,
1H).

399.4

'H NMR (400 MHz,
MeOD): 68.46 (d,J=8.0
Hz, 1H), 7.64 (d, J = 8.0
Hz, 1H), 7.45 (d, J = 8.0
Hz, 1H), 7.27 (t, J=7.6
Hz, 1H), 7.06-7.14 (m,
2H), 6.57-6.71 (m, 3H),
4.89-4.96 (m, 1H), 4.18
(s, 2H), 3.84 (s, 2H),
3.46-3.70 (m, 16H), 3.30
(s, 2H), 2.58-2.76 (m,
3H), 1.99-2.07 (m, 3H).

Qi\‘\/J‘\/rxlj\N/\

NWWAO/\/O\/\O/\/O\/\NH o
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e}

1H NMR  (400MHz,
MeOD): & 8.65 (d, J
8.0 Hz, 1H), 7.77 (d, J
8.0 Hz, 1H), 7.55 (d, J =
8.0 Hz, 1H), 7.31-7.40
(m, 2H), 7.21-7.28 (m,
1H), 6.84-7.90 (m, 2H),

6.76 (d, J = 8,0 Hz, 1H),|—

5.00-5.04 (m, 1H), 4.30
(s. 2H), 3.85-3.95 (m,
4H), 3.63-3.70 (m, 18H),
338 (s, 2H). 2.61-2.90
(m, 3H), 2.02-2.21 (m,
1H).
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897.4

'HNMR (400 MHz,
CD;0D): & 1.04 (s, 9H),
2.05-2.13 (m, 1H), 2.21-
2.23 (m, 1H), 2.46 (s,
3H), 3.05 (s, 6H), 3.65-
3.74 (m, 10H), 3.79-3.90
(m, 2H), 3.98-4.07 (m,
2H), 4.13-4.22 (m, 3H),
4.33-4.37 (m, 1H), 4.50-
4.62 (m, 3H), 4.70 (s,
1H), 6.89 (d, J = 8.8 Hz,
2H), 7.25-7.26 (m, 1H),
7.38-7.44 (m, 5H), 7.83
(d,J=8.8 Hz, 1H), 7.94-
7.97 (m, 3H),8.17 (d, J =
8.8 Hz, 1H), 8.85 (s, 1H).

_N
N
d

N

O O
NH
N

o)
O/\/\o/\/O\/\O/\/NH

'HNMR (400 MHz
CDCl3): 6 2.07-2.13 (m
4H). 2.68-2.88 (m, 4H)
3.04 (s, 6H), 3.33-3.45
(m, 2H), 3.64-3.69 (m
11H), 4.16-4.18 (m, 2H)

4.86-4.90 (m, 1H). 6.42-|7

6.44 (m, 1H), 6.81-6.85
(m, 3H), 7.06-7.07 (m,
2H), 7.32 (d. J=8.8 Hz
1H), 7.41-7.45 (m, 1H)
7.74-71.77 (m, 1H), 7.98-




8.07 (m, SH).

OH

O\/\o/\/O\/\O/\/NH ©0 0

'H_NMR_ (400 MHz,
CDCly): & 2.07-2.11 (m,
1H), 2.62-2.87 (m, 4H),
3.04 (s, 6H), 3.40-3.43
(m, 2H), 3.65-3.78 (m,
16H),4.13 (d, J=5.2 Hz,
2H). 4.24 (1, J = 4.2 Hz,

1H), 4.87-4.91 (m, 1H),|C

6.45-6.47 (m, 1H), 6.81-
6.87 (m, 3H), 7.06, 7.07
(dos singletes, 2H), 7.33-
7.36 (m, 1H), 7.44 (t, J =
7.8 Hz, 1H), 7.76 (d,J =
8.8 Hz, 1H), 8.01-8.10
(m, 4H), 8.56 (br. s, 1H).

OH

041.4

'HNMR (400 MHz,
CD;OD): & 1.02, 1.04
(dos singletes, 9H), 2.05-
2.12 (m, 1H), 2.21-2.27
(m, 1H), 2.46, 2.47 (dos
singletes, 3H), 3.07 (s,
6H), 3.63-3.70 (m, 14H),
3.79-3.90 (m, 2H), 3.98-
4.07 (m, 2H), 4.13-4.24

(m, 3H), 4.33-4.37 (m,|~

1H), 4.50-4.61 (m, 3H),
4.69-4.71 (m, 1H), 6.89
(d, J =8.8 Hz, 2H), 7.33-
7.48 (m,6H),7.90(d,J=
8.8 Hz, 1H), 7.97-7.99
(m, 3H), 8.17 (d, J = 8.8
Hz, 1H), 8.87, 8.88 (dos
singletes, 1H).
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1H NMR (400 Hz,
CDCl3): 6 2.01-2.24 (m,
2H), 2.68-2.88 (m, 3H),
3.04 (s, 6H), 3.24 (s, 1H),
3.43 (s, 2H), 3.69 (s, 10
H).4.15-4.24 (m,

3H),4.83-4.96 (m, 1H),|C

5.27-5.42 (m, 1H), 6.48
(s, 1H), 6.77-6.83 (m,
3H), 7.07 (s, 2H),7.34-
7.44 (m, 2H), 7.73-7.83
(m, 1H), 7.98-8.05 (m,
4H), 8.27 (s, 1H).

d51.2

'H NMR (400 MHz,
MeQOD): 6 9.24 (s, 1H),
8.50 (d, J = 2.0 Hz 1H),
8.45 (d, J = 5.6 Hz, 2H),
8.26 (d, J = 8.4 Hz, 1H),
8.06-8.09 (m, 1H), 7.80
(s, 1H), 7.57 (t, J = 8.0

Hz, 2H), 7.44 (t, J = 8.4|A

Hz, 1H), 6.98 (d, J =8.4
Hz, 1H), 6.92-6.94 (m,
2H), 4.95-5.09 (m,
1H),4.49-4.53 (m, 2H),
3.96 (s, 3H), 3.88 (d, J =
4.8 Hz, 2H), 3.63-3.70
(m, 14H), 341 (t. J=6.4




Hz, 2H), 2.64-2.82 (m,
3H).

NH

= ] O\/\O/\/O\/\O/\/O\/\NH

23.3

'H NMR (400 MHz,
CD;0D): 6 9.36 (s, 1H),
8.39-8.45 (m, 3H), 8.30
(d, J =8.0 Hz, 1H), 8.01
(dd,J=2.4, 6.4 Hz, 1H),
7.78 (s, 1H), 7.70 (d, J =
6.0 Hz, 1H), 7.59 (d. J =
8.4 Hz, 1H),7.26 (t, J =
7.6 Hz, 1H), 7.03 (d. J =
7.6 Hz, 1H), 6.90 (d, J =

N
@&g

8.8 Hz, 1H), 6.80 (d. J =|AA

8.0 Hz, 1H),5.12 (dd,J =
5.2,13.6 Hz, 1H), 4.47 (t,
J=4.4 Hz, 2H), 4.27 (d,
J= 2.4 Hz, 2H), 3.85 (d,
J = 4.4 Hz, 2H), 3.62-
3.68 (m, 14H), 3.36 (t, J
= 5.6 Hz, 2H), 2.75-2.95
(m,  2H), 2.35-2.47
(m,AH), 2.10-2.21 (m,
1H).

NH

(o)
= ‘\l \/\O/\/O\/\O/\/O\/\O
NS

o O

'H NMR (400 MHz,
CDCl3): § 9.29 (s, 1H),
8.52 (s, 1H), 8.36 (s, 1H),
8.13 (d, J = 8.0 Hz, 1H),
7.81 (d, J = 8.0 Hz, 1H),
7.53 (s, 1H), 7.34-7.43
(m, 4H), 6.99 (d, J = 8.4
Hz, 1H), 6.82 (d, J = 8.8
Hz, 1H), 5.16-5.21 (m,

1H), 4.52 (s, 2H), 4.39-|—

443 (m, 1H), 4.27-4.31
(m, 1H), 4.18 (d, J = 3.2
Hz, 2H), 3.82-3.89 (m,
4H), 3.64-3.72 (m, 14H),
2.85-2.89 (m, 1H), 2.72-
281 (m, 1H), 2.27-2.38
(m. 1H), 213-2.24 (m,
1H).

(B3

Estructura

Actividad

de

1>

l N 0 Q
A~ OO O NH
N~ O O O N o
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~
w
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w

"H NMR (400 MHz, CDClg):

812.34-12.48 (m, 1H), 9.19

—=9.29 (m, 1H), 8.80 (s, 1H),

8.29 — 8.42 (m, 1H), 8.02 —

8.14 (m, 1H), 7.95 (s, 1H),

7.69 — 7.81 (m, 1H), 7.60 (s,

2H), 7.17 (s, 1H), 7.09 (s,

1H), 6.62 (s, 1H), 4.97 (s,

1H), 4.43 (s, 2H), 4.14 (s,

2H), 3.88 (d, J = 24.1 Hz,

3H), 3.78 (d, J =8.2 Hz, 3H),

3.69 (d, J = 10.0 Hz, 6H),




2.80 (m, 4H), 1.99 —2.29 (m,

4H).

(@]

758.3

'HNMR (400 MHz, MeOD):

09.25 (s, 1H), 8.79 (s, 1H),

8.37-8.39 (d, J=8 Hz, 1H),

8.28-8.30 (d, J=8 Hz, 1H),

8.11-8.13 (d, J=8 Hz, 1H),

7.80 (s, 1H), 7.75-7.77 (d,

J=8 Hz, 1H), 7.60 (s, 1H),

7.49-7.51 (d, J=8 Hz, 1H),

7.43-7.45 (d, J=8 Hz, 1H),

7.33 (s, 1H), 5.07-5.09 (m,

1H), 4.06-4.09 (m, 2H),

3.57-3.60 (m, 2H), 3.51-3.54

(m, 2H), 2.93-2.95 (m, 2H),

2.91-2.93 (m, 1H), 2.59-2.75

(m, 12H), 2.37-2.41 (m, 2H),

2.04-2.06 (m, 3H), 1.78-1.80

(m, 2H), 1.46-1.55 (m, 5H).

(@]

H NMR (400 MHz, CDCl5):
$9.34 (s, 1H), 8.55 (d. J=5.6

Hz, 1H), 8.44 (m, 2H), 8.20

(d,J=8.4Hz, 1H), 7.87-7.92

(m, 3H), 7.68 (d. J = 8.4 Hz,

1H), 7.60 (s, 1H), 7.48-7.50

(m, 1H), 7.38 (d, J = 5.6 Hz,

1H), 7.06 (m, 1H), 6.84 (d, J

=8.8 Hz, 2H), 4.93-4.94 (m,

2H), 3.75 (m, 2H), 3.42-3.49

(m, 6H), 2.72-2.98 (m, 5H),

2.61 (s, 4H), 253 (t, J=7.2

Hz, 2H), 2.15-2.18 (m, 2H),

1.81 (t, J = 6.8 5Hz, 2H).

(@]

'H NMR (400 MHz,

CD;0D): 6 9.31 (s, 1H), 8.83

(s, 1H), 8.42 (d, J = 6.1 Hz,

2H),8.34 (d, J=8.3 Hz, 1H),

8.14(d, J=8.0 Hz, 1H), 7.84

(s, 1H), 7.78 (d, J = 8.5 Hz,

1H), 7.61 (dd, J = 16.5, 6.4

Hz, 2H), 7.47 (d, J = 8.3 Hz,

1H), 7.36 (s, 1H), 7.28 (d, J

=82 Hz, 1H), 5.06 — 5.13

(m, 1H), 4.14 (s, 2H), 2.83

(m, 18H), 2.04 (s, 3H), 1.87

(s.2H), 1.69 (s, 2H), 1.55 (s,

2H).

(@]

'H NMR (400 MHz, MeOD):

8 9.62 (s, 1H), 9.03 (s, 1H),

8.58 (d, J=6.8 Hz, 1H), 8.52

(d,J=8.0Hz, 1H), 8.31-8.40

(m, 1H), 8.08 (s, 1H), 7.87-

7.99 (m, 2H), 7.78-7.87 (m,

3H), 7.68-7.72 (m, 1H),

7.26-7.30 (m, 2H), 7.10-7.14

(m, 1H), 5.08-5.12 (m, 1H),

4.17 (t,J=6.0 Hz, 2H), 3.81-

3.92 (m, 4H), 3.50-3.60 (m,

4H), 3.30-3.40 (m, 2H),

3.10-3.18 (m, 2H), 2.71-2.86

(m, 5H), 2.30-2.33 (m, 2H),

2.10-2.16 (m, 3H).




(@]

'H NMR (400 MHz,

CDCls) 6 9.33 (s, 1H), 8.89

(s, 1H), 8.53 (s, 1H), 8.42 (s,

1H),8.18 (d, J=8.2 Hz, 1H),

7.87(d,J=6.2Hz, 1H),7.77

(d, J=8.2 Hz, 1H), 7.62 (s,

1H),7.49 (d,J=7.7 Hz, 1H),

7.42(s,1H),7.29(d, J=115

Hz, 1H), 7.17 (d, J = 6.5 Hz,

1H), 6.82 (d, J=8.2 Hz, 1H),

5.34 (s, 2H), 5.00 — 4.87 (m,

1H), 4.07 (s, 2H), 3.75 (s,

1H), 3.57 (s, 1H), 3.04 — 2.49

(m, 10H), 2.20 (m, 4H), 2.01

(s, 4H), 1.85 (s, 3H), 1.75 —

1.55 (m, 3H), 1.52 (s, 2H).

(@]

'"H NMR (400 MHz,

CD;0OD): ¢ 9.30 (s, 1H),

8.42-8.60 (m, 2H), 8.19 (d,

J=8.0 Hz, 1H), 7.60-7.65 (m,

2H), 7.52 (s, 1H), 7.31 (d, J

= 8.0 Hz, 1H), 7.19 (s, 1H),

7.12-7.14 (m, 1H), 5.07-5.10

(m, 1H), 4.12 (t, J = 4.0 Hz,

2H), 3.66-3.86 (m, 18H),

3.37 (s, 2H), 3.15-3.20 (m,

3H), 2.71-2.76 (m, 3H),

2.09-2.22 (m, 5H).

(@]

'H NMR (400 MHz,

CD:0D): 69.25 (s, 1H), 8.79

(s.1H), 8.39 (d, J = 6.0 Hz,

1H), 8.30 (d. J=8.0 Hz, 1H),

8.12(d, J=8.0 Hz, 1H), 7.79

(s, 1H), 7.76 (d, J = 8.4 Hz,

1H), 7.59 (d, J =8.0 Hz, 1H),

7.52 (d, J=5.2 Hz, 1H), 7.44

(d,J=8.0Hz, 1H),7.35(d,J

=6.0 Hz, 1H), 5.07-5.09 (m,

1H),4.13 (t, J = 6.4 Hz, 2H),

3.59 (t, J =5.2 Hz, 2H), 3.47

(t.J=6.0 Hz, 2H), 2.47-2.88

(m, 16H), 1.98-2.1 (m, 4H),

1.80-1.84 (m, 2H), 1.55-1.57

(m, 5H).

(@]

'H NMR (400 MHz, DMSO-

de) 8 11.79 (s, 1H), 11.11 (s,
1H), 9.35 (s, 1H), 8.55 (s,

1H),8.42 (d. J=5.4 Hz, 1H),

8.29 (d, J=8.2 Hz, 1H), 8.17

(s.1H), 8.11 (d, J = 8.6 Hz,

1H),7.82 (d. J=8.6 Hz, 1H),

7.76 (s, 1H), 7.55 (d, J = 8.2

Hz, 1H), 7.48 (d, J = 5.6 Hz,

1H), 7.42 (s, 1H), 7.34 (d, J

=8.0 Hz, 1H), 6.93 (d. J =

8.6 Hz, 1H), 5.31 (s, 1H),

5.11 (dd, J = 12.9, 5.2 Hz,

1H),4.17 (d. J = 6.7 Hz, 3H),

3.42 (d, J=5.4 Hz, 2H), 2.96

—2.78 (m, 2H), 2.60 (dd, J =

34.5, 18.5 Hz, 2H), 2.37 (dd,

J =441, 5.8 Hz, 13H), 2.01




(d,J=14.9 Hz, 2H), 1.76 (s,

2H), 1.41 (dd, J = 438,294

Hz, 4H), 1.23 (s, 2H).

(@]

'H NMR (400 MHz, DMSO-

de): 8 11.07 (s, 1H), 9.76 (s,

1H), 8.67 (d,J = 6.0 Hz, 1H),

8.60 (s, 1H), 8.52 (d, J=8.4

Hz, 1H), 8.16 (d, J = 8.4 Hz,

1H), 8.80-8.02 (m, 2H), 7.77

(t,J = 8.4 Hz, 2H), 7.50 (s,

714.3  |1H),7.37(d,J=8.0 Hz, 1H),
6.96 (d, J = 8.8 Hz, 1H), 5.36

(m, 1H), 5.07-5.11 (m, 1H),

4.24 (br, 3H), 3.62 (br, 9H),

3.55 (s, 3H), 3.17-.3.25 (m,

6H), 2.86-2.93 (m, 1H),

2.38-2.62 (m, 4H), 1.97-2.04

(m, 1H).

(@]

'H NMR (400 MHz,

CD30D) 5 9.35 (s, 1H), 8.89
(s, 1H), 8.55 (d, J = 5.8 Hz,

1H), 8.40 (d, J=8.0 Hz, 1H),

8.17 —8.22 (m, 1H), 8.05 (s,

1H), 7.81 (d, J=8.3 Hz, 1H),

7.74(d, J=5.6 Hz, 1H), 7.51

(d, J=8.2 Hz, 1H), 7.40 (s,

796.3  |1H), 7.33 (s, 1H), 5.40 (d, J

=9.1 Hz, 2H), 5.08 — 5.16

(m, 1H), 4.95 (s, 4H), 4.59 (s,

2H),4.18 (t, J = 6.2 Hz, 1H),

2.91 — 3.00 (m, 2H), 2.58 —

2.91 (m,9H),2.12 - 2.18 (m,

1H), 2.06 (s, 2H), 1.89 (s,

2H), 1.69 (s, 2H), 1.57 (s,

2H).

(@]

'HNMR(400 MHz, MeOD):

09.27 (s, 1H), 8.86 (d, J=2.0

Hz, 1H), 8.46 (d, J=6.0 Hz,

1H), 8.33 (d, J=8.0 Hz, 1H),

8.16 (d, J=2.4 Hz, 1H), 7.90

(s, 1H), 7.59-7.70 (m, 3H),

7.47 (d, J=6.0 Hz, 1H), 7.03-

714.3  |7.09 (m, 2H), 5.06-5.12 (m,
1H), 4.42 (d, J=5.6 Hz, 2H),

4.07 (t, J=6.4 Hz, 2H), 3.99

(s, 3H), 2.89-2.96 (m, 3H),

2.51-2.75 (m, 13H), 2.12-

2.24 (m, 1H), 2.01-2.03 (m,

3H), 1.82-1.84 (m, 2H),

1.52-1.63 (m, 6H).

(@]

'H NMR (400 MHz,

CD;0D): 0 9.25 (s, 1H), 8.45

(s, 1H), 8.23(d, J = 7.6 Hz,

1H),7.76 (d. J=8.4 Hz, 1H),

7.66 (s, 1H), 7.59 (d, J = 8.0

Hz, 1H), 7.39 (d, J = 8.4 Hz,

796.2
1H), 7.35 (s, 2H), 7.26-7.28

(m, 1H), 6.06 (s, 1H),5.72 (s,

1H), 5.06-5.08 (m, 1H), 4.30

(d, J =64 Hz, 1H), 411

4.15 (m, 2H), 3.90-3.94 (m,

4H), 3.70-3.74 (m, 2H),




3.03-3.06 (m, 2H), 2.82—

2.88 (m, 4H), 2.71-2.75 (m,

6H), 2.51-2.55 (m, 3H),

2.05-2.25 (m, 2H), 1.82—

1.86 (m, 2H), 1.61-1.63 (m,

2H), 1.51-1.52 (m, 2H).

(@]

791.2

'H NMR (400 MHz,

CD;0D) 0 9.42 (s, 1H), 8.53

(d,J=2.3Hz,1H),8.50 (d,J

= 6.1 Hz, 1H), 8.38 (d, J =

8.1 Hz,1H),8.13(d, J=8.0

Hz, 2H), 7.87 (s, 1H), 7.71—

7.78 (m,2H), 7.68 (d, J=8.3

Hz, 1H), 7.42 (s, 1H), 7.33

(s.2H), 7.29 (d, J = 8.6 Hz,

1H), 6.99 (d, J =8.6 Hz, 1H),

5.51 (s, 2H), 5.06-5.14 (m,

2H), 3.55 (s, 4H), 2.58-3.03

(m, 15H), 2.04 (m, 3H).

(@]

'"H NMR: (400 MHz,

DMSO-d6
0 :11.80 (s, 1H), 11.11 (s,

1H), 9.35 (s, 1H), 8.55 (d,

J=2.4Hz, 1H), 8.42 (d, J=5.6

Hz, 1H), 8.29 (d, J=8.4 Hz,

1H), 8.18 (s, 3H), 8.11 (dd,

J=2.4, 8.8 Hz, 1H), 7.83 (d,

J=8.4 Hz, 1H), 7.76 (s, 1H),

7.55 (d, J=8.4 Hz, 1H), 7.48

(d, J=5.6 Hz, 1H), 7.42 (d,

J=2.0 Hz, 1H), 7.35 (dd,

J=2.0, 8.4 Hz, 1H), 6.92 (d,

J=8.4 Hz, 1H), 5.30 (d, J=3.6

Hz, 1H), 5.11 (dd, J=5.6,

13.2 Hz, 1H), 4.35 (t, J=6.4

Hz, 1H), 4.17 (t, J=6.4 Hz,

2H), 2.93 - 2.84 (m, 2H),

2.77 (s, 2H), 2.63 - 2.54 (m,

3H), 2.37 (d, J=6.0 Hz, 4H),

2.22 - 1.98 (m, 4H), 1.87 -

1.74 (m, 4H), 1.53 - 1.38 (m,

6H).

(@]

"H NMR (400 MHz, DMSO-

de): 6 13.21 (s, 1H), 11.08 (s,

2H), 9.76 (s, 1H), 8.67 (d, J

=6.6 Hz, 1H), 8.61 (s, 1H),

8.52 (d, J=8.3Hz, 1H), 8.17

(d,J=8.3Hz,1H),8.02 (d.J

=71 Hz 2H), 7.82 — 7.72

(m, 3H), 7.46 (s, 2H), 7.35 (s,

2H),6.96 (d. J=8.5Hz, 1H),

5.34 (s, 1H), 5.08 (d, J = 7.7

Hz, 2H), 4.40 (s, 2H), 3.23

(s.4H), 3.15 (s, 4H), 3.02 (s,

4H), 2.95 — 2.83 (m, 4H),

2.59 (d, J = 15.7 Hz, 4H),

2.44 (s, 2H), 2.01 (s, 5H),

1.77 (d, J = 14.7 Hz, 2H).




820.5

'H NMR (400 MHz,

CDs0D): 69.25 (s, 1H), 8.79

(s.1H), 8.37-8.39 (d, J=8.0

Hz, 1H), 8.28-8.30 (d, J =

8.0 Hz, 2H), 7.89 (s, 1H),

7.63-7.65 (d, J = 8.0 Hz,

1H), 7.54-7.56 (m, 2H), 7.26

(s. 1H), 7.18-7.20 (m, 1H),

5.02-5.05 (m, 1H), 4.62—

4.64 (m, 2H), 4.17-4.19 (m,

2H), 3.95 (s, 3H), 3.88-3.90

(m, 2H), 3.82-3.84 (m, 2H),

3.61-3.71 (m, 13H), 2.55-

2.81 (m, 3H), 2.95-2.99 (m,

1H).

(@]

'H NMR (400 MHz, DMSO-

d6): ¢ 11.12 (s,1H), 9.37(s,

1H), 8.64 (s, 1H), 8.50 (d, J

= 4.0 Hz1H), 833 (d, J

=12.0 Hz, 1H), 8.00 (s, 1H),

7.68-7.60 (m, 3H), 7.34 (d, J

= 4.0 Hz, 1H), 7.25(dd, J =

8.0 Hz, 4.0Hz, 1H), 6.94 (d,

J=8.0Hz 1H),5.32 (t, J =

4.0 Hz, 1H), 5.07 (dd, J =

12.0 Hz, 8.0Hz, 1H), 4.20-

4.17 (m, 1H), 3.96 (s, 3H),

4.46 (s, 6H), 2.88-2.84 (m,

1H), 2.59-2.54 (m, 7H),

2.43-2.32 (m, 6H), 2.02—

1.98 (m, 1H), 1.57-1.49 (m,

4H), 1.38-1.34 (m, 2H).

>

820.5

'H NMR (400 MHz,

CD:0D): 69.21 (s, 1H), 8.79

(s.1H), 8.38 (d, J = 8.0 Hz,

2H), 7.62(d, J = 8.0 Hz, 1H),

7.46-7.49 (m, 2H), 7.26 (s,

1H), 7.15-7.19 (m, 2H), 7.07

(s, 1H), 4.95-4.99 (m, 1H),

445447 (m, 2H), 4.15-

4.18 (m, 2H), 3.77-3.82 (m,

7H), 3.54-3.62 (m, 9H),

2.45-2.77 (m, 3H), 1.91-

1.95 (m, 1H), 1.12-1.16 (m,

1H).

1>

'H NMR (400 MHz, DMSO-

d6): 0 11.10 (s, 1H), 9.36 (s.

1H), 8.62 (s, 1H), 8.50 (s,

1H),8.31 (d. J=8.2 Hz, 1H),

8.18 (d, J=8.8 Hz, 1H), 7.97

(s, 1H), 7.81 (d, J = 8.3 Hz,

1H), 7.60 (d. J = 8.0 Hz, 2H),

7.43 (s, 1H), 7.35(d, J=7.8

Hz, 1H), 6.93 (d, J = 8.7 Hz,

1H),5.31 (s, 1H), 5.11 (dd. J

=128, 5.1 Hz, 1H), 4.31 (s,

2H), 4.22 (s, 1H), 3.95 (s,

3H), 3.79 (s, 2H), 3.64-3.48

(m, 10H),3.45(d, J=4.9 Hz,

3H), 2.86 (d. J = 13.2 Hz,

1H), 2.45-2.40 (m, 2H),

2.37-2.30 (m, 2H), 2.02 (d, J




=6.5Hz, 1H).

>

746.5

'H NMR (400 MHz, DMSO-

de): 99.39 (s, 1H), 8.38 (d, J

=8.4 Hz, 1H), 8.30 (d, J =

2.0Hz, 1H),8.28 (d, J =3.0

Hz, 1H), 8.11 (s, 1 H), 7.80

(d,J=8.4Hz, 1H),7.72 (d,J

=7.6 Hz, 1H), 7.63-7.68 (m,

2H),7.44 (d,J=2.0Hz, 1H),

7.34-7.36 (m, 1H), 5.08—

5.12 (m, 1H), 4.48 (s, 2H),

4.31 (t,J = 3.6 Hz, 2H), 3.98

(s, 3H), 3.80 (s, 3H), 3.53—

3.79 (m, 12H), 1.95-2.08 (m,

2H).

'H NMR(400 MHz,

CD;0OD): ¢ 13.19 (s, 1H),

9.77 (s, 1H), 8.62-8.68 (m,

2H), 8.52 (d, J=8.0 Hz, 1H),

8.16 (s, 1H), 8.01-8.02 (m,

2H), 7.80-7.81 (m, 1H),

7.15-7.28 (m, 1H), 6.99 (d, J

=8.0 Hz, 1H), 5.15-5.23 (m,

1H), 4.43-445 (m, 2H),

3.77-3.89 (m, 4H), 3.49-

3.60 (m, 12H), 2.86-3.05 (m,

3H), 1.99-2.01 (m, 1H).

>

'H NMR (400 MHz,

DMSOd-6): § 2.04-2.07 (m,

1H), 2.57-2.77 (m, 6H),

2.86-2.93 (m, 1H), 5.10-5.14

(m, 2H), 5.32 (s, 2H), 5.39-

5.48 (m, 1H),6.97 (d, J=8.0

Hz, 1H), 7.32-7.33 (m, 1H),

7.46-7.58 (m, 5H), 7.77 (s,

1H),7.90 (d, J=7.2 Hz ,1H),

8.14 (d, J = 7.2 Hz, 1H),

8.25(s, 1H), 8.30 (d, J=7.6

Hz ,1H), 8.43 (s, 1H), 8.56

(s, 1H), 9.36 (s, 1H), 11.12

(s, 1H), 11.82 (s, 1H).

H NMR (400 MHz, CDCl5):

0 9.65 (s, 1H), 9.22 (s, 1H),

8.67-8.73 (m, 2H), 8.47 (d, J

=7.6Hz 1H) 8.36 (d, J =

8.0 Hz, 1H), 7.97 (s, 1 H),

7.83 (s, 1H), 7.81(s, 1H),

7.59-7.71 (m, 2H), 7.04 (d, J

=9.2 Hz, 2H), 4.93-4.96 (m,

1H), 4.10 (s, 5H), 3.87 (s,

1H), 3.55-3.76 (m, 18H),

3.26 (s, 2H), 2.12-2.16 (m,

2H).

771.6

'H NMR (400MHz, DMSO-

de)
6=11.07(s,1H),9.38-9.32

(m, 1H), 8.66 - 8.63 (d, J =

12 Hz 1H), 8.50 - 8.48 (m, J

= 8 Hz 1H), 8.36 (s, 2H),

8.34 - 8.29 (m, 1H), 8.21 -

8.14 (m, 1H), 7.99 - 7.94 (m,

1H), 7.61 (s, 3H), 7.28 - 7.22




(m, 1H), 7.19 - 7.12 (m, 1H),

6.96 - 6.89 (m, 1H), 5.09 -

5.00 (m, 1H), 4.36 - 4.29 (m,

2H), 3.95 (s, 5H), 3.34 (s,

4H), 2.87 (s,2H),2.99 - 2.78

(m, 1H), 2.82 - 2.73 (m, 1H),

2.04 - 193 (m, 1H), 1.82 -

1.65 (m, 4H), 1.61 - 1.52 (m,

2H), 1.52 - 1.41 (m, 5H),

1.28 (s, 4H), 1.22 - 1.05 (m,

4H).

(@]

'H NMR (400 MHz,

CD30D): 6 9.32 (s, 1H), 8.96

(s, 1H), 8.45-8.52 (m, 2H),

8.37 (d, J = 8.0 Hz, 1H),

8.27-8.31(m, 1H), 7.98 (s,

1H), 7.61-7.98 (m, 4H), 6.82

(s, 1H), 6.65-6.67 (m, 1H),

5.01-5.05 (m, 1H), 4.59 (m,

1H), 4.27 (t, J=8.4 Hz, 1H),

4.02 (s, 3H), 3.88-3.91 (m,

2H), 3.70 (s, 2H), 3.57(t, J =

6.0 Hz, 2H), 3.41(m, 1H),

3.13-3.17 (m, 2H), 2.66-2.86

(m, 11H), 2.02-2.03 (m, 3H).

(@]

'"H NMR (400 MHz,

CD;OD): J 9.56 (s,1H),

8.54-8.56 (m, 2H), 8.45 (d, J

=8.4 Hz, 1H), 8.37 (d, J =

2.4 Hz, 1H),8.13(d, J=8.0

Hz, 1H), 7.97 (d, J = 8.0 Hz,

1H), 7.88 (d. J =8.8 Hz, 2H),

7.81(d, J=8.4Hz, 1H), 7.79

(s, 1H), 7.76-7.78 (d, J = 8

Hz, 1H), 7.29 (s, 1H), 7.21(d,

J =8.0 Hz, 1H), 6.98(d, J =

8.0 Hz, 1H), 5.48-5.52 (m,

1H), 5.32-5.34 (m, 1H),

5.18-5.22 (m, 1H), 5.06—

5.10 (m, 1H), 4.25-4.28 (m,

2H), 3.21-323 (m, 3H),

2.78-2.81 (m, 5H), 2.67—

2.70 (m, 2H), 2.30-2.33 (m,

2H), 2.17-2.19 (m, 1H),

1.97-2.07 (m, 3H).

(@]

'H NMR (400 MHz, DMSO-

d6): 0 11.08 (s, 1H), 9.35 (s,

1H), 8.64 (t, J = 3.9 Hz, 1H),

8.49 (d, J=4.7 Hz, 1H), 8.32

(d,J=8.1Hz, 1H), 8.19 (dd,

J=28.6,2.5Hz, 1H), 7.98 (s,

1H), 7.68-7.48 (m, 3H), 7.31

(d,J=7.8Hz, 1H), 7.20 (t,J

=9.5 Hz, 1H), 6.94 (d, J

8.6 Hz, 1H), 5.07 (dd, J

12.9,5.3Hz,1H),4.33 (t,J =

6.5 Hz, 2H), 3.95 (s, 3H),

3.65 (m, 1H), 3.51-3.41 (m,

3H), 3.36-3.23 (m, 5H),

2.95-2.83 (m, 1H), 2.43-

2.28 (m, 6H), 2.05-1.96 (m,

1H), 1.79-1.73 (m, 1H),




1.67-1.61 (m, 1H), 1.42 (m,

7H).

1>

759.6

H NMR (400 MHz, CDCl5):

09.35(s,1H),8.59(d, J=5.7

Hz, 1H), 8.49 (s, 1H), 8.28

(s.1H), 8.21 (d, J = 10.6 Hz,

1H), 8.00 (s, 1H), 7.91 (d, J

=11.0 Hz, 1H), 7.63 (d, J =

8.2 Hz, 1H), 7.57 (s, 1H),

7.51(d, J=9.3Hz, 1H), 7.37

(d,J=5.9Hz, 1H), 6.85 (d,J

=8.6 Hz, 1H), 6.77 (s, 1H),

4.92 (m, 1H), 4.45 (s, 1H),

436 (&, J = 6.6 Hz, 2H),

4.16-4.26 (m, 2H), 3.83-

3.98 (m, 4H), 3.44 (m, 4H),

2.63-2.92 (m, 3H), 2.11 (d, J

=6.4Hz, 2H), 1.79-1.89 (m,

3H), 1.44-1.70 (m, 10H).

"H NMR (400 MHz, DMSO-

de): 0 11.12 (s, 1H), 9.35 (s,

1H), 8.63 (d, J=2.3 Hz, 1H),

8.50 (s, 1H), 8.31 (d, J=8.1

Hz, 1H), 8.18 (dd, J = 8.6,

2.5 Hz, 1H), 7.96 (s, 1H),

7.80(d, J=8.8 Hz, 1H), 7.60

(d,J=6.8Hz, 2H),7.23 (d, J

=7.2Hz 2H), 6.93 (d, J =

8.6 Hz, 1H), 5.10 (m, 1H),

5.02 —4.95 (m, 1H), 4.32 (&,

J=6.6 Hz, 2H), 3.95 (s, 3H).

3.70 (t, J = 6.8 Hz, 2H), 2.99

—2.95 (m, 2H), 2.86 (d. J =

12.1 Hz, 2H), 2.64 (br, 1H),

2.55 (br, 2H), 2.33 (s, 2H),

2.06-1.96 (m, 3H), 1.81—

1.70 (m, 3H), 1.60-1.40 (m,

8H).

'H NMR(400 MHz, CDClIs):

09.31 (s, 1H), 8.51 (s, 1H),

8.40 (s, 1H), 8.11 (d, J=8.0

Hz, 1H), 7.82-7.83 (m, 1H),

7.60 (s, 1H), 7.37-7.45 (m,

3H),6.84 (d, J=8.0 Hz, 1H),

4.92-4.95 (m, 1H), 4.53 (t. J

=4.8Hz,2H),4.24(t,J=4.8

Hz, 2H), 3.89-3.91 (m, 4H),

3.67-3.75 (m, 12H), 2.74-

2.92 (m, 3H), 2.12-2.16 (m,

1H).

(@]

771.6

'H NMR (400 MHz, DMSO-

dg): 8 11.12 (s, 1H), 9.36 (s,

1H),8.64 (d. J=2.2 Hz, 1H),

8.50 (d, J=5.7 Hz, 1H), 8.32

(d,J=8.2 Hz, 1H), 8.19 (dd,

J=28.8, 2.6 Hz, 2H), 7.98 (s,

1H), 7.83 (d. J=8.3 Hz, 1H),

7.62 (d, J=8.4Hz, 2H), 7.43

(d,J=2.0Hz,1H),7.35(d, J

=8.4 Hz, 1H), 6.94 (d. J =

8.7 Hz, 1H), 5.31 (s, 1H),

5.12 (dd, J = 12.9, 5.3 Hz,




1H), 440 — 4.32 (m, 1H),

4.18 (t,J = 6.4 Hz, 2H), 3.96

(s.3H), 2.88 (d, J =13.2 Hz,

2H), 2.74 (s, 2H), 2.36 (m,

6H), 2.07 (s, 3H), 1.88 —1.70

(m, 4H), 1.60 —1.34 (m, 6H).

'H NMR (400 MHz,

CD;0D): § 9.58 (s,1H), 8.58

(d, J = 6.4 Hz, 1H), 8.54-

8.55 (d, J = 4 Hz, 1H), 8.47

(d,J=8.4Hz,1H),8.39 (d,J

=2.8Hz 1H),8.12-8.17 (m,

2H), 7.97-8.01 (m, 2H), 7.91

(d, J =92 Hz, 1H), 7.79-

7.83 (m, 2H), 7.39 (s, 1H),

7.32(d, J=8.0 Hz, 1H), 7.01

(d, J = 8.4 Hz, 1H), 5.50-

5.53 (m, 1H), 5.22-5.24 (m,

1H), 5.12-5.14 (m, 1H),

4.18-4.21 (m, 2H), 3.04—

3.07 (m, 2H), 2.74-2.84 (m,

7H), 2.18-2.20 (m, 1H),

2.09-2.13 (m, 1H), 2.02—

2.06 (m, 1H), 1.85-1.95 (m,

4H), 1.55-1.65 (m, 4H).

1H NMR(400 MHz, CDCls):

59.34 (s, 1H), 858 (d, J =

5.6 Hz, 1H), 8.21-8.48 (m,

2H),8.20 (d,J =8.4 Hz, 1H),

7.88-7.91 (m, 1H), 7.76 (d. J

= 8.4 Hz, 1H), 7.56 (s, 1H),

751 (d, J = 8.0 Hz, 1H),

7.33-7.36 (m, 2H), 7.16-7.18

(m, 2H), 6.86 (d, J = 8.4 Hz,

1H), 6.39-6.51 (m, 3H),

5.52-5.54 (m, 1H), 4.94-4.96

(m, 2H), 4.07-4.10 (m, 2H),

3.91-3.97 (m, 5H), 3.22-3.24

(m, 1H), 2.69-2.76 (m, 7H),

2.14-2.16 (m, 1H), 1.82-1.86

(m, 4H), 1.54-1.57 (m, 4H).

1>

774.6

'H NMR (400 MHz, CDCly):

09.32 (s, 1H), 8.58-8.59 (d,

J=4.0 Hz, 2H), 8.48 (s, 1H),

8.16-8.18 (d, J = 8.0 Hz,

1H), 7.89-7.91(d, J =8.0 Hz,

1H), 7.74-7.76 (d, J = 8.0

Hz, 1H), 7.56 (s, 1H), 7.47—

749 (d, J = 8.0 Hz, 1H),

7.32-7.33 (d, J = 4.0 Hz,

1H), 7.19 (s, 1H), 7.06-7.08

(d, J = 8.0 Hz, 1H), 6.84-

6.86 (d, J=8.0 Hz, 1H), 4.93

(m, 2H), 4.35-4.38 (m, 2H),

4.21 (s,1H), 3.90 (s, 3H),

3.35-3.49 (m, 7H), 2.68-

2.95 (m,3H), 2.44-2.51 (m,

4H), 2.15 (m, 1H), 1.88 (m,

2H), 1.56-1.68 (m, 9H), 1.44

d,J=8.0 Hz, 2H).




pe

NH
N/

O O\/\O/\/O\/\O/\/O\/\NH

'H NMR (400 MHz, CDCl5):
5 9.28 (s, 2H), 8.50 (s, 1H),

8.08 (s, 1H), 7.35—7.57 (m,

6H), 6.94—6.96 (m, 3H),

6.77 (s, 1H), 6.38 (s, 1H),

4.88—4.90 (m, 1H), 4.14 (s,

2H), 3.60—3.86 (m, 17H),

3.31—3.34 (m, 2H), 2.66—

2.86 (m, 3H), 2.03—2.05 (m,

1H).

'H NMR(400 MHz, CDCl5):

09.28 (s, 1H), 8.42 (s, 1H),

8.37-8.39 (m, 2H), 8.06 (d, J

=8.0 Hz, 1H), 7.80 (d, J =

8.0 Hz, 1H), 7.62 (s, 1H),

7.40-7.45 (m, 3H), 6.09 (s,

1H), 6.82 (d, J=8.8 Hz, 1H),

4.94-4.99 (m, 1H), 4.54 (t, J

=4.8 Hz, 4H), 3.86-3.91 (m,

4H), 3.66-3.75 (m, 12H),

2.73-2.92 (m, 3H), 2.20-

2.22 (m, 1H).

Sz

l

CF3

X
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1>

820.5

'H NMR (400 MHz, CDCly):

09.35(s,1H),8.63(d. J=7.6

Hz, 1H), 8.45 (s, 1H), 8.21

(d, J=8.0 Hz, 1H), 8.16 (s,

1H), 7.87-7.90 (m, 1H), 7.75

(d, J = 8.4 Hz, 1H), 7.53-

7.58 (m, 2H), 7.39 (s, 1H),

7.35 (s, 1H), 7.21(d, J = 8.4

Hz, 1H), 6.91(d, J = 8.8 Hz,

1H), 4.87-4.92 (m, 3H), 4.55

(t,J=4.8Hz 2H), 4.24 (t,J

=4.8Hz,2H),3.90(t, J=4.4

Hz, 3H), 3.66-3.73 (m, 12

H), 2.76-2.87 (m, 3H), 2.09-

2.16 (m, 1H).

841.6

'H NMR: (400MHz, DMSO-

de)
0:11.09 (s, 1H), 9.36 (s, 1H),

8.61 (d, J=2.4 Hz, 1H), 8.50

(d, J=5.6 Hz, 1H), 8.31 (d,

J=8.0 Hz, 1H), 8.21 (s, 1H),

8.15 (dd, J=2.8, 8.8 Hz, 1H),

7.95 (s, 1H), 7.65 - 7.57 (m,

3H), 7.29 (s, 1H), 7.23 - 7.18

(m, 1H), 6.90 (d, J=8.8 Hz,

1H), 5.04 (dd, J=5.6, 12.8

Hz, 1H), 4.31 (t, J=6.4 Hz,

2H), 4.14 (br s, 1H), 4.10 -

3.99 (m, 3H), 3.96 (s, 3H),

3.87(d, J=11.6 Hz, 2H), 3.74

(dd, J=5.6, 10.8 Hz, 2H),

3.02 - 2.81 (m, 4H), 1.98 -

1.86 (m, 2H), 1.85-1.72 (m,

4H), 1.63 - 1.15 (m, 9H).




1>

7445

'HNMR (400 MHz, CDCly):
5 9.35 (s, 1H), 8.60 (s, 1H),

8.50 (s, 1H), 8.20 (d, J = 8.0

Hz, 2H), 7.75 (d, J = 8.0 Hz,

1H), 7.55 (s, 1H), 7.49 (d,

J=8.0 Hz, 1H), 7.32 (d, J =

10.0 Hz, 2H), 7.16 (d, J=8.0

Hz, 1H), 6.92 (d, J=8.4 Hz,

1H), 5.10 (s, 2H), 4.98-5.00

(m, 1H), 4.21 (s, 2H), 4.07-

4.10 (m, 2H), 3.90 (s, 3H),

3.44-3.54 (m, 7H), 2.76-2.87

(m, 3H), 2.18-2.23 (m, 2H),

1.88-1.92 (m, 3H), 1.72-1.75

(m, 4H).

"o

(@]

798.6

1H NMR(400 MHz,

CD:OD): & 9.33 (s, 1H),

8.51-8.53 (m, 2H), 8.33-8.34

(m, 1H), 8.09-8.11 (m, 1H),

7.84 (s, 1H), 7.59-7.62 (m,

3H), 7.30 (s, 1H), 7.17 (d. J

= 8.4 Hz, 1H), 6.90 (d, J =

8.4 Hz, 1H), 5.32-5.35 (m,

1H), 3.99 (s, 3H), 3.40-3.47

(m, 13H), 2.69-2.71 (m, 6H),

2.50-2.52 (m, 4H), 2.03-2.18

(m, 5H), 1.59-1.60 (m, 6H).

>

H NMR (400 MHz, CDCl5):

89.32 (s, 1H), 8.68 (s, 1H),

8.58 (s, 1H), 8.35 (s, 1H),

8.18 (d, J=8.0 Hz, 1H), 7.97

(s, 1H), 7.74 (d, J = 8.4 Hz,

1H), 7.52 (s, 1H), 7.45 (d, J

= 8.0 Hz, 1H), 7.27—7.34

(m, 2H), 7.20 (d, J = 7.6 Hz,

1H), 4.92—4.96 (m, 1H),

4.61 (s, 2H), 4.23 (s, 2H),

3.89—3.94 (m, 8H), 3.68—

3.78 (m, 11H), 2.72—2.90

(m, 3H),2.01—2.12 (m, 1H).

(@]

'H NMR(400 MHz, CDCly):

6 9.35 (br, 1H), 8.94 (s, 1H),

8.59(s, 1H), 8.21 (d, J = 8.0

Hz, 1H), 8.01-8.09(m, 2H),

7.73(d, J=8.4Hz, 1H), 7.69

(d, J =8.0 Hz, 1H), 7.58 (s,

1H), 7.51(d, J = 8.4 Hz, 1H),

7.31(d, J =52 Hz, 1H)

7.24(s, 1H), 7.09(dd, J = 8.0,

2.0 Hz, 1H), 4.85-4.90 (m,

1H), 4.10(t, J = 8.0 Hz, 1H),

3.98(t, J = 6.4 Hz, 1H),

3.87(s, 3H), 3.51 (t, J = 6.4

Hz, 1H), 3.27-3.32 (m, 4H),

2.65-2.85(m, 3H), 2.04-2.08

(m, 1H), 1.71-1.76 (m, 4H),

1.45-1.52 (m, 8H), 0.75-

0.85(m, 4H).




(@]

761.5

'HNMR (400 MHz, DMSO-

de): 8: 11.04(s, 1H), 9.29(s,

1H), 8.58(d, J = 2.0 Hz, 1H),

8.43(d, J = 56 Hz, 1H),

8.25(d,J=8.0 Hz, 1H), 8.12-

8.16(m, 2H), 7.92(s, 1H),

7.78(d, J = 7.6 Hz, 1H),

7.56(d, J = 6.0 Hz, 2H),

7.40(s, 1H), 7.33(d, J = 8.4

Hz, 2H), 7.20-7.22(m, 1H),

6.92(d, J = 44 Hz, 1H),

5.37(s, 1H), 5.01-5.37(m,

2H), 4.25(t, J = 6.0 Hz, 2H),

3.89(s, 3H), 2.43-2.65(m,

9H), 1.98(t, J = 6.4 Hz, 3H).

765.5

'HNMR (400 MHz, CDCly):

8:9.32(s,1H),8.59(d, J = 4.8

Hz, 1H), 8.49(s, 1H), 8.20(d,

J =8.8 Hz, 1H), 8.16(s, 1H),

8.08(s, 1H), 7.94(d, J = 7.2

Hz, 1H), 7.77(d, J = 8.0 Hz,

1H), 7.56(s,1H), 7.49(d, J =

8.4 Hz, 1H), 7.32(s, 2H),

7.17(d, J = 8.0 Hz, 1H),

7.07(s, 1H), 6.87(d, J = 8.8

Hz, 1H), 5.52(s, 1H), 4.94-

4.97(m, 2H), 4.08(s, 2H),

3.91(s, 3H), 2.73-2.92(m,

8H), 2.13-2.15(m, 2H), 1.86-

1.88(m, 2H), 1.78-1.80(m,

2H), 1.46-1.54(m, 2H).

[os]

838.6

'H NMR: 400 MHz, DMSO-

d6 ¢ : 11.09 (s, 1H), 9.38 (s,

1H), 8.64 (d, J=2.4 Hz, 1H),

8.51 (d, J=5.6 Hz, 1H), 8.33

(d, J=8.0 Hz, 1H), 8.19 (dd,

J=2.4, 8.8 Hz, 1H), 8.14 (s,

1H),7.99 (s, 1H), 7.72 - 7.59

(m, 3H), 7.21 (d, J=2.0 Hz,

1H), 7.12 (dd, J=2.0, 8.8 Hz,

1H), 6.94 (d, J=8.4 Hz, 1H),

5.38 -5.26 (m, 1H), 5.06 (dd,

J=5.3, 12.9 Hz, 1H), 4.24 -

4.13 (m, 1H), 3.96 (s, 3H),

3.95 - 3.88 (m, 1H), 3.72 (d,

J=15.2 Hz, 1H), 3.68 - 3.63

(m, 1H), 3.53 (d, J=7.2 Hz,

1H), 3.31 (s, 2H), 3.07 - 2.75

(m, 4H), 2.74 - 2.54 (m, 4H),

2.44 - 2.29 (m, 4H), 2.06 -

1.94 (m, 1H), 1.50 (td, J=7.0,

13.8 Hz, 4H), 1.33 (s, 4H).

0 O
0 NH
o Y Lo
/I \Q |
SN iy N o)

[vs]

7755

1H NMR(400 MHz, CDCl5):

5 8.42-8.48 (m, 2H), 8.17-

8.23 (m, 2H), 7.93 (d, J =2

Hz, 1H), 7.75 (d, J = 8.4 Hz,

1H), 7.51-7.58 (m, 1H), 7.34

(s, 1H), 7.26-7.28 (m, 1H),

7.19 (d, J = 1.6 Hz, 1H),

7.05-7.17 (m, 1H), 6.87 (d. J

=8.4 Hz, 1H), 5.52-5.54 (m,

1H), 4.96-4.98 (m, 2H),




4.14-4.17 (m, 2H), 3.91 (s,

3H), 2.73-2.88 (m, 8H),

2.52-2.55 (m, 2H), 2.02-2.15

(m, 3H), 1.81-1.85 (m, 2H).

|co

1H NMR(400 MHz, CDCls):

5 8.48 (s, 1H), 8.26 (d, J =

7.6 Hz, 1H), 8.17 (s, 1H),

7.94(d,J=8.4Hz,1H), 7.75

(d, J = 8.4 Hz, 1H), 7.57-

7.63 (m, 2H), 7.28-7.34 (m,

1H), 7.17-7.20 (m, 1H), 7.06

(s, 1H), 6.90 (d, J = 8.4 Hz,

1H), 5.53-555 (m, 1H),

4.97-5.01 (m, 2H), 4.06-4.16

(m, 2H), 3.98 (s, 3H), 2.71-

2.88 (m, 8H), 2.51-2.53 (m,

1H), 2.02-2.21 (m, 4H),

1.62-1.85 (m, 4H), 1.51-

1.56(m, 4H), 0.82-0.92(m,

2H).

1H NMR (400 Hz, DMSO-

d6): & 1.40-1.56 (m, 2H),

1.62-1.75 (m, 2H), 1.83-2.09

(m, 2H), 2.34-2.50 (m, 3H),

2.58-2.73 (m, 2H), 2.83-2.93

(m, 1H), 3.01-3.13 (m,

2H),3.37-3.52 (m, 8H), 3.77

(s, 2H), 3.95 (s, 3H), 4.18 (s,

1H), 5.02-5.13 (m, 2H),

5.29-5.37 (m, 1H), 6.94 (d. J

=8.0 Hz, 1H), 7.21-7.29 (m,

2H), 7.59-7.65 (m, 2H), 7.80

(d,J=7.2Hz 1H), 7.97 (s,

1H),8.18 (d. J=7.6 Hz, 1H),

8.31(d, J=7.6 Hz, 1H), 8.50

(d, J=5.2 Hz, 1H), 8.63 (s,

1H), 9.35 (s, 1H), 11.11 (s,

1H).

100

(@]

771.6

H NMR (400 MHz, CDCl5):

8 1.65-1.67 (m, 6H), 1.74-

1.81 (m, 2H), 1.87-1.94 (m,

2H), 2.00-2.06 (m, 1H),

2.09-2.14 (m, 1H), 2.18-2.24

(m, 2H), 2.54-2.59 (m, 2H),

2.68-2.90 (m, 3H), 3.37-3.53

(m, 5H), 391 (t, J = 7.6 Hz,

3H), 3.98 (d, J =8.0 Hz, 3H),

4.39 (t,J = 6.4 Hz, 2H), 4.90-

4.94 (m, 1H),6.45(d, J=1.6

Hz, 1H), 6.72 (d, J = 1.6 Hz,

1H), 6.85(d, J = 8.4 Hz, 1H),

7.35 (d, J = 6 Hz, 1H), 7.50

(d, J =8.0 Hz, 1H), 7.56 (s,

1H), 7.61 (d. J=8.0 Hz, 1H),

7.91(d, J=2.4Hz, 1H), 8.05

(s.1H), 8.21 (d, J = 8.0 Hz,

1H),8.49 (d. J=2.4 Hz, 1H),

8.60 (d, J=5.6 Hz, 1H), 9.34

(s, 1H).




101

827.5

1H NMR (400 Hz, D6-

DMSO): & 1.56-1.59 (m,

2H), 1.71-1.77 (m, 2H),

1.95-2.05 (m, 2H), 2.34-2.46

(m, 3H), 2.50-2.67 (m, 3H),

2.83-2.93 (m, 1H), 3.32-3.49

(m, 9H), 3.88-3.92 (m, 1H),

4.17-4.20 (m, 1H), 4.55 (t, J

=5.6 Hz, 1H), 5.05-5.13 (m,

2H), 5.46-549 (m, 1H),

7.25-7.28 (m, 2H), 7.52 (d, J

=56 Hz 1H), 7.63 (d, J =

8.0 Hz, 1H), 7.82 (d, J = 8.0

Hz, 1H), 7.87 (s, 1H), 8.33

(d, J =8.0 Hz, 1H), 8.39 (s,

1H), 8.45 (d, J=6.0 Hz, 1H),

8.83 (s, 1H), 9.39 (s, 1H),

11.11 (s, 1H), 11.86 (s, 1H).

102

(@]

7755

"HNMR (400 MHz, DMSO-

de): 8 1.73 (d, J = 7.2 Hz,

2H),1.91 (d, J=7.2 Hz, 2H),

2.01-2.08 (m, 1H), 2.51-2.67

(m, 8H), 2.83-2.94 (m, 1H),

3.96 (s, 3H), 4.24 (t, J = 6.0

Hz, 2H), 5.12 (dd, J = 12.8,

5.2 Hz, 1H), 5.31-5.52 (m,

2H),6.99 (d, J=8.4 Hz, 1H),

6.83 (d, J=8.6 Hz, 1H), 7.36

(d,J =8.2 Hz, 1H), 7.44 (s,

1H), 7.75-7.58 (m, 3H), 7.82

(d, J=8.2 Hz, 1H), 7.99 (s,

1H), 8.10-8.28 (m, 2H), 8.33

(d, J =8.2 Hz, 1H), 8.52 s,

1H),8.64 (d. J=1.6 Hz, 1H),

9.40 (s, 1H),11.11 (s, 1H).

103

7745

'H NMR (400 MHz,

CD;0D): 6 9.46 (s, 1H), 8.63

(d,J =6.8 Hz, 1H), 8.38 (s,

1H), 8.00 (d, J=6.8 Hz, 1H),

7.96 (d, J=8.8 Hz, 1H), 7.67

(d,J=8.4Hz,1H),7.61 (d.J

= 4.8 Hz, 1H), 7.29 (s, 1H),

7.23(d, J=8.4 Hz, 1H), 6.93

(d,J =8.8 Hz, 1H), 5.05 (m,

1H), 454 — 4.45 (m, 2H),

4.26 —4.19 (m, 2H), 3.86 (m,

4H), 370-3.65 (m, 12H), 2.86

—2.62 (m, 3H), 2.10 — 2.04

(m, 1H).

104

'H NMR (400 MHz, DMSO-

d6): & 1.73-1.79 (m, 4H),

1.97-1.99 (m, 2H), 2.31-2.37

(m, 2H), 2.40-2.49 (m, 2H),

2.54-2.59 (m, 1H), 2.83-2.88

(m, 1H), 3.38 (t, J = 6.4 Hz,

2H), 3.43-3.49 (m, 6H),

3.82-3.85 (m, 2H), 3.75 (s,

3H), 4.16-4.18 (m, 1H),

4.20-4.26 (m, 2H), 4.43-4.47

(m, 1H), 5.02-5.07 (m, 1H),

5.31-5.34 (m, 1H), 6.62-6.64

(m, 1H), 6.78-6.79 (m, 1H),




6.93 (t,J=8.4 Hz, 1H), 7.59-

6.72 (m, 3H), 7.96 (s, 1H),

8.17-8.19 (m, 1H), 8.30 (d, J

=8.0Hz 1H) 849 (d, J =

6.4 Hz, 1H), 8.62-8.63 (m,

1H), 9.35 (s, 1H), 11.06 (s,

1H).

105

841.5

'H NMR (400 MHz, DMSO-

d6): § 1.56-1.60 (m, 2H),

1.74 (t, J=6.4 Hz, 2H), 1.99-

2.04 (m, 2H), 2.33-2.39 (m,

3H), 2.55-2.66 (m, 3H),

2.83-2.91 (m, 1H), 3.11-3.13

(m, 2H), 3.36-3.44 (m, 6H),

3.55-3.64 (m, 2H), 3.88-3.93

(m, 1H), 3.97 (s, 3H), 4.17-

4.20 (m, 1H), 5.06-5.12 (m,

2H), 5.47-5.49 (m, 1H), 7.27

(s.2H), 7.65 (d. J = 6.0 Hz,

1H),7.70 (d, J=8.4 Hz, 1H),

7.80(d, J=8.0Hz, 1H), 8.10

(s, 1H), 8.35 (s, 1H), 8.50-

8.53 (m, 2H), 8.90 (s, 1H),

9.40 (s, 1H), 11.10 (s, 1H).

106

N= o 0
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'H NMR (400 MHz, DMSO-

d6): § 1.54-1.68 (m, 10H),

1.84-1.88 (m, 2H), 2.12-2.14

(m, 1H), 2.77-2.93 (m, 5H),

3.40-3.45 (m, 4H), 3.64-3.75

(m, 4H), 3.91 (s, 3H), 4.09 (¢,

J = 6.4 Hz, 2H), 4.39-4.46

(m, 1H), 4.89-4.99 (m, 1H),

5.41-5.50 (m, 1H), 6.90 (d, J

= 8.4 Hz, 1H), 7.14-7.2 (m,

1H), 7.32-7.35 (m, 2H), 7.48

(d, J =8.0 Hz, 1H), 7.55 (s,

1H),7.76 (d, J=8.0 Hz, 1H),

7.92-8.00 (m, 1H), 8.21 (d. J

=8.0 Hz, 1H), 843 (d. J =

2.0 Hz, 1H),8.59 (d, J=5.6

Hz, 1H), 9.33 (s, 1H).

107

(@]

771.6

1HNMR (400 MHz, CDCl3):

8 1.61-1.65 (m, 2H), 1.72-

1.77 (m, 4H), 1.90-1.93 (m,

2H), 1.99-2.04 (m, 1H),

2.14-2.22 (m, 3H), 2.44-2.49

(m, 2H), 2.78-3.01 (m, 6H),

3.44-3.49 (m, 4H), 3.92 (s,

3H), 3.99-4.05 (m, 2H), 4.14

(t.J = 6.2 Hz, 2H), 4.94-4.98

(m, 1H), 5.17-5.20 (m, 1H),

6.81 (d. J = 8.4 Hz, 1H),

7.19-7.21 (m, 1H), 7.33-7.37

(m, 2H), 7.49 (d, J = 8.4 Hz,

1H), 7.56 (s, 1H), 7.78 (d. J

=8.4 Hz, 1H), 7.90-7.93 (m,

1H),8.21 (d. J=8.4 Hz, 1H),

8.35 (br, 1H), 8.45-8.46 (m,

1H), 8.59 (d, J = 5.6 Hz, 1H),

9.34(s, 1H).




108

(@]

795.5

'H NMR (400 MHz,

DMSOd-6): § 1.43-1.44 (m,

4H), 1.70-1.74 (m, 4H),

1.98-2.04 (m, 1H), 2.44-2.47

(m, 1H), 2.56-2.60 (m, 1H),

2.65 (t,J=6.0 Hz, 4H), 2.83-

2.92 (m, 1H), 3.95 (s, 3H),

4.10 (t,J=6.0 Hz, 2H), 4.22

(t,J=6.4Hz, 2H), 5.07-5.11

(m, 1H), 5.30-5.35 (m, 1H),

5.39-5.45 (m ,1H), 6.34-6.37

(m, 2H), 6.98 (d, J = 8.4 Hz

1H), 7.24-7.26 (m, 1H), 7.33

(d,J=2.0Hz, 1H), 7.59-7.65

(m, 3H), 7.72 (d, J = 8.0 Hz

AH), 7.97 (s, 1H), 8.17-8.21

(m, 1H), 8.31 (d, J = 8.0 Hz,

1H), 8.50 (d, J=6.0 Hz, 1H),

8.65 (d, J=2.0 Hz, 1H), 9.36

(s, 1H), 11.10 (s, 1H).

109

795.5

'"H NMR (400 MHz,

DMSOd-6): & 1.47 (s, 4H),

1.72-1.78 (m, 4H), 2.02-2.05

(m, 2H), 2.33 (s, 1H), 2.63-

2.66 (m, 4H), 2.88-2.89 (m,

1H), 3.41-3.49 (m, 2H), 3.96

(s .2H), 4.18-4.23 (m ,3H),

5.04-512 (m, 2H), 5.42

(br,1H), 6.19 (s ,1H), 6.55-

6.56 (m,1H), 6.98 (d, J=8.4

Hz ,1H), 7.34(d, J = 7.2

Hz,1H), 7.41 (s, 1H), 6.63(s,

2H), 7.81-7.83 (m, 1H),

7.95-7.97 (m, 2H), 8.21 (d, J

=84 Hz, 1H), 8.32 (d. J =

7.2 Hz, 1H), 8.50 (d, J = 4.0

Hz, 1H), 8.64 (s, 1H), 9.36

(s.1H),11.11 (s, 1H).

110

(@]

779.5

'H NMR (400 MHz,DMSO-

dg): 8136 (d. J = 7.6 Hz

2H), 1.45 (d,J=6.8 Hz, 2H)

1.52-1.61 (m. 2H), 1.70-1.80

(m, 2H), 1.98-2.02 (m, 3H)

2.54-2.70 (m, 6H), 2.89 (t. J

=16.6 Hz, 1H), 3.96 (s, 3H)

4.16 (d. J=5.0 Hz, 2H), 5.12

(dd, J = 12.8, 4.4 Hz. 1H)

5.36-5.43 (m, 2H), 6.77 (d. J|

=8.4 Hz, 1H), 6.99 (d. J =

8.0 Hz, 1H),7.34 (d. J = 8.8

Hz. 1H), 7.42 (s, 1H),7.60-

7.64 (m,3H). 7.83 (d./=28.0

Hz, 1H), 7.97 (dd. J = 14.0

6.4 Hz, 2H). 8.33 (d. /=284

Hz, 1H). 8.21 (d. /=8.0 Hz

1H). 8.50 (d. /=4.8 Hz, 1H)

8.65 (s. 1H), 9.37 (s, 1H)

11.11 (s, 1H).




111

(@]

788.5

'HNMR (400 MHz, DMSO-

d6): § 1.98-2.02 (m, 1H),

2.54-2.73 (m, 6H), 2.83-2.92

(m, 1H), 3.95-3.97 (m, 5H),

4.31-4.34 (m, 2H), 4.50 (s,

2H), 4.67-4.72 (m, 1H),

5.04-5.13 (m, 2H), 5.42-5.48

(m, 1H), 6.67-6.69 (m, 1H),

6.82 (s, 1H), 6.69-7.01 (m,

1H), 7.33-7.36 (m, 1H),

7.53-7.55 (m, 1H), 7.63-7.67

(m, 3H), 8.01 (s, 1H), 8.21-

8.26 (m, 2H), 8.33-8.37 (m,

1H), 8.51-855 (m, 1H),

8.65-8.66 (m, 1H), 9.39 (s,

1H), 11.07 (s, 1H).

112

"HNMR (400 MHz, CDCl5):

8: 11.09(s, 1H), 9.25(s, 1H),

8.50(s, 1H), 8.59(s, 1H),

8.07(d, J = 84 Hz, 1H),

7.79(d, J=8.4 Hz, 1H), 7.69-

7.73(m, 2H), 7.75(d, J = 8.4

Hz, 1H), 7.42(s, 1H), 7.34(d,

J=8.4Hz, 1H), 7.02(d, J =

84 Hz, 1H). 5.08-5.13(m,

1H), 4.46(d, J = 4.4 Hz, 2H),

4.30-4.34(m, 2H), 3.95(s,

3H), 3.79(s, 4H), 3.60(s,

4H), 3.56(s, 4H), 3.53(s,

4H), 2.85-2.88(m, _1H),

2.61(s, 2H).

113
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788.5

"HNMR (400 MHz, DMSO-

de): 6 11.11 (s, 1H), 9.35 (s,

1H), 8.50 (s, 1H), 8.38 (s,

1H), 8.29 (d, J=8.0 Hz, 1H),

7.87 (s, 1H), 7.75 (d, J = 8.0

Hz, 1H), 7.62 (d, J = 5.6 Hz,

1H),7.52 (d. J=8.0 Hz, 1H),

7.34(d, J=8.4 Hz, 2H), 7.27

(d, J =10.4 Hz, 1H), 5.13-

5.08 (m, 1H), 4.34-4.32 (m,

2H), 4.23-4.21 (m, 2H), 3.91

(s, 3H), 3.77-3.71 (m, 4H),

3.54-3.46 (m, 12 H), 2.91-

2.87 (m, 1H), 2.61-2.57 (m,

3H).

114

(@]

"H NMR (400 MHz, CDClIg):

8 1.52-1.59 (m, 2H), 1.63-

1.67 (m, 5H), 1.83-1.90 (m,

1H), 2.11-2.16 (m, 2H),

2.43-2.54 (m, 4H), 2.71-2.92

(m, 4H), 3.39-3.49 (m, 6H),

3.95 (s, 3H), 4.08 (t, J=6.4

Hz, 2H), 4.23-4.29 (m, 1H),

494 (dd, J = 5.2,12.0Hz,

1H), 6.83 (d. J=8.4 Hz, 1H),

7.17(dd, J=2.0,8.0Hz, 1H),

7.32(d, J=1.6 Hz, 1H), 7.44

(d,J=6.0Hz, 1H),7.54 (d,J

= 8.0 Hz, 1H), 7.60 (s, 1H),

7.75(d,J=8.4Hz, 1H),7.91

(dd, J = 2.4, 8.8 Hz, 1H),




8.14 (m, 1H),8.21 (d, J=8.0

Hz, 1H), 8.48 (d. J = 2.4 Hz,

1H), 8.58 (d,J =5.2 Hz, 1H),

9.34 (s, 1H).

115

"H NMR (400 MHz, DMSO-

d6): & 1.34-1.38 (m, 2H),

1.40-1.58 (m, 8H), 1.74-1.77

(m, 2H), 2.01-2.04 (m, 1H),

2.54-2.61 (m, 1H), 2.84-2.93

(m, 1H), 3.32-3.42 (m, 7H),

3.77-3.81 (m ,2H), 3.96 (s

.3H), 4.15 (t, J = 6.4Hz, 2H),

4.21 (t,J=8.8 Hz, 2H), 4.40-

4.45 (m, 1H), 5.10 (dd, J =

12.8Hz, 1H), 6.52(d, J = 8.8

Hz, 1H), 7.32 (dd, J = 8.0Hz

1H).7.39 (s, 1H), 7.58 (d, J

=8.0 Hz, 1H), 7.65 (d, J =

6.0 Hz,1H), 7.80 (d, J = 8.4

Hz,1H), 7.91(s, 1H), 8.01

(dd, J=8.4 Hz, 1H), 8.29 (d,

J=8.0 Hz, 1H), 8.50 (d, J =

5.6 Hz, 1H), 8.58 (s, 1H),

9.36 (s, 1H), 11.10 (s, 1H).

116

1HNMR (400 MHz, CDCls):

5 1.39-1.42 (m, 2H), 1.47-

1.52 (m, 2H), 1.64-1.70 (m,

2H), 1.77-1.82 (m, 2H),

2.01-2.07 (m, 1H), 2.21-2.26

(m, 2H), 2.54-2.64 (m, 3H),

2.75-2.90 (m, 5H), 3.42-3.45

(m, 3H), 3.61-3.71 (m, 4H),

3.95 (s, 3H), 435 (t, J =6.2

Hz, 2H), 4.78-4.82 (m, 1H),

5.09-5.13 (m, 1H), 6.94 (d, J

=8.4 Hz, 1H), 7.20-7.25 (m,

2H), 7.60-7.63 (m, 2H), 7.79

(d, J =8.0 Hz, 1H), 7.97 (s,

1H), 8.18-8.20 (m, 1H), 8.31

(d,J=8.0Hz,1H),8.48 (d.J

= 5.2 Hz, 1H), 8.65(s, 1H),

9.34(s, 1H), 11.11(s, 1H).

117
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'H NMR (400

MHz,CD;0D):5  1.92-1.94

(m, 1H), 2.02-2.10 (m, 2H),

2.62-2.65 (m, 5H), 3.90 (s,

3H), 4.97-5.02 (m, 2H), 5.10

(s, 2H), 5.37 (t. J = 6 Hz,

1H),6.85 (d. J=8.4 Hz, 1H),

7.20-7.22 (m, 1H), 7.34-7.41

(m, 2H), 7.45 (d, J = 2.0 Hz,

1H), 7.50-7.56 (m, 2H),

7.75-7.77 (m, 2H), 8.02-8.06

(m, 2H), 8.21 (d, J = 8.0 Hz,

1H),8.37 (d. J=6.0 Hz, 1H),

8.42(d, J=2.4Hz, 1H), 9.18

(s, 1H).




118

(@]

856.5

'H NMR (400 MHz, DMSO-

d6): § 1.98-2.03 (m, 1H),

2.09-2.15 (m, 1H), 2.20-2.24

(m, 1H), 2.70-2.87 (m, 5H),

4.01-4.04 (m, 4H), 4.29-4.34

(m, 1H), 4.46 (s, 2H), 4.75-

4.79 (m, 1H), 4.89-4.95 (m,

1H), 5.00-5.06 (m, 1H),

5.33-5.40 (m, 2H), 5.65-5.70

(m, 1H), 6.53-6.55 (m, 1H),

6.79 (s, 1H), 7.08-7.11 (m,

1H), 7.40 (d, J = 8.0 Hz, 1H),

7.56-7.65 (m, 4H), 7.95 (s,

1H), 8.19-8.30 (m, 3H),

8.60-8.64 (m, 2H), 9.38 (s,

1H).

119

N

(@]

990.7

"H NMR (400 MHz, DMSO-

de): 6 0.93 (s, 9H), 1.35 (t, J

=6.8 Hz, 3H), 1.77-1.78 (s,

1H), 2.02-2.04 (m, 1H), 2.44

(s, 3H), 3.53-3.64 (m, 14H),

3.80-3.85 (m, 2H), 3.95 (s,

2H),4.28 (s, 1H),4.44 (d,J =

8.2 Hz, 1H), 454 (d, J=9.6

Hz, 1H), 4.58-4.63 (m, 2H),

490 (s, 1H), 5.12 (s, 1H),

7.26-7.50 (m, 5H), 7.54 (d, J

= 5.8 Hz, 1H), 7.66 (d, J =

8.2 Hz, 1H), 7.90 (s, 1H),

8.35 (d, J = 8.0 Hz, 1H),

8.42-8.45 (m, 3H), 8.85 (s,

1H), 8.97 (s, 1H), 9.41 (s,

1H), 11.92 (s, 1H).
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"H NMR (400 MHz, DMSO-

d6): 5 0.95 (s, 9H), 1.37-1.47

(m, 3H), 1.75-1.81 (m, 1H),

2.03-2.08 (m, 1H), 2.44 (s,

3H), 3.16-3.17 (m, 4H), 3.29

(s, 2H), 3.54-3.63 (m, 2H),

3.89 (s, 2H), 4.06 (s, 3H),

4.26-4.31 (m, 1H), 4.44-4.51

(m, 3H), 4.56-4.61 (m, 1H),

4.90-4.96 (m, 1H), 5.10-5.17

(m, 1H), 7.06-7.10 (m, 1H),

7.36-7.38 (m, 2H), 7.42-7.48

(m, 3H), 7.53-7.56 (m, 1H),

7.57-7.61 (m, 1H), 7.80 (s,

1H), 8.10-8.14 (m, 1H), 8.32

(s, 1H), 8.44-8.46 (m, 2H),

8.58 (d,J=2.0 Hz, 1H), 8.97

(s. 1H), 9.40 (s, 1H), 11.90-

11.98 (m, 1H).

121

N=
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'H NMR (400 MHz,

DMSOd-6): 3 0.93 (s, 9H),

1.36-1.47 (m, 3H), 1.73-1.80

(m, 1H), 1.96-2.09 (m, 2H),

3.23-3.60 (m, 16H), 3.79 (t. J

= 3.6 Hz, 2H), 3.96 (s, 2H),

4.28 (s, 1H), 4.42-4.46 (m,

3H),4.54 (d,J=9.6 Hz, 1H),

4.90 (t,J=7.6 Hz, 1H), 5.12

(s.1H). 6.97 (d, J = 8.4 Hz,




1H), 7.35-7.43 (m, 5H),

7.65-7.69 (m, 2H), 7.87 (s,

1H), 8.12-8.15 (m, 1H),

8.37-8.43 (m, 2H), 8.51 (d, J

= 5.6 Hz, 1H), 8.59 (d, J =

1.6 Hz, 1H), 8.97 (s, 1H),

9.51 (s, 1H), 12.28 (s, 1H).

122
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1010.7

'H NMR (400 MHz,

DMSOd-6): 3 0.93 (s, 9H),

136 (d, J = 7.2 Hz, 3H),

1.73-1.80 (m, 1H), 2.01-2.05

(m, 1H), 2.44 (s, 1H), 3.51-

3.60 (m, 20H), 3.78 (t. J =

4.4 Hz, 2H), 3.95 (s, 2H),

4.06-4.10 (m, 1H), 4.27 (s,

1H), 4.42-4.46 (m, 3H), 4.54

(d,J=9.6 Hz, 1H), 4.90 (t, J

= 7.2 Hz, 1H), 512 (d, J =

3.6 Hz, 1H), 6.97 (d, J = 8.8

Hz, 1H), 7.35-7.38 (m, 3H),

7.41-7.43 (m, 2H), 7.48 (d, J

=5.6 Hz, 1H), 7.56 (d, J =8.0

Hz, 1H), 7.77 (s, 1H), 8.10-

8.13(m, 1H),8.30(d, J=8.0

Hz, 1H), 8.42 (d. J = 6.0 Hz,

2H), 8.56 (d, J=2.4 Hz, 1H),

8.97 (s, 1H), 9.35 (s, 1H),

11.79 (s, 1H).

123

839.6

'HNMR (400 MHz, DMSO-

de): & 11.11(s, 1H),

9.39(s,1H), 8.91(s.1H),

8.51(s,1H), 8.36(d, J = 8.0

Hz, 1H), 8.19(s, 1H),

8.10(s,1H), 7.83(d, J = 8.4

Hz, 1H), 7.71(d, J = 8.4 Hz,

1H), 7.64(d, J =5.2 Hz, 1H),

7.43(s, 1H), 7.34(d, J = 8.0

Hz, 1H), 5.42-5.47(m, 1H),

5.09-5.14(m, 1H), 4.36(s,

1H), 4.18(t, J = 6.4 Hz, 2H),

4.24(t, J = 4.8 Hz, 2H),

3.98(s, 3H), 2.80-2.91(m,

1H), 2.74-2.76(m, 2H), 2.40-

2.46(m, 4H), 2.32(t, J = 6.4

Hz, 2H), 2.05-2.07(m, 4H),

1.76-1.82(m, 4H), 1.44-

1.48(m, 4H).

124

(@]

7745

1H NMR(400 MHz, CDCl5):

5849 (s, 1H), 8.22 (m, J =

7.6 Hz, 1H), 8.17 (s, 1H),

7.94 (d,J=2Hz, 1H), 7.76

(d,J =8.4 Hz, 1H), 7.59 (s,

1H),7.52 (d, J=7.6 Hz, 1H),

7.34 (d, J = 1.2 Hz, 1H),

7.30-7.27 (m, 4H), 7.20-7.18

(m, 1H), 6.87 (d, J = 8.8 Hz,

1H),6.74 (d, J=8.4 Hz, 2H),

5.52-5.54 (m, 1H), 4.97-4.94

(m, 2H), 4.16 (t, J = 6.0 Hz,

2H), 3.92 (s, 3H), 2.88-2.69

(m, 8H), 2.50 (t, J = 6.8 Hz,

2H), 2.16-2.13 (m, 2H),




1.82-1.78 (m, 2H).

125

(@]

841.5

'H NMR (400 MHz, DMSO-

d6): & 1.85-1.90 (m, 4H),

2.08-2.19 (m, 2H), 2.20-2.26

(m, 2H), 2.44-2.57 (m, 4H),

2.70-2.90 (m, 3H), 3.45-3.49

(m, 2H), 3.53-3.56 (m, 6H),

3.88-3.91 (m, 2H), 4.22-4.29

(m, 3H), 4.47-4.48 (m, 1H),

4.90-4.94 (m,1H), 5.53-5.55

(m, 1H), 6.51 (d, J = 8.0 Hz,

1H), 6.77 (s, 1H), 7.47 (d, J

=17.2 Hz, 2H), 7.58 (s, 1H),

7.60(d, J=8.4Hz, 1H), 8.16

(s. 1H), 8.23-8.28 (m, 2H),

8.60 (s, 2H), 9.41 (s, 1H).

126

|oo

'H NMR (400 MHz, DMSO-

d6): § 1.42-1.51 (m, 4H),

1.75-1.79 (m, 2H), 2.03-2.06

(m, 1H), 2.54 (s, 3H), 2.58-

2.68 (m, 5H), 2.81-2.94 (m,

2H), 3.11-3.17 (m, 2H),

3.61-3.71 (m, 3H), 3.98-4.11

(m, 6H), 4.15 (s, 3H), 4.17-

4.23 (m, 3H), 5.10-5.14 (m,

1H), 5.25-5.31 (m, 1H), 7.03

(d,J=8.4Hz, 1H), 7.33-7.42

(m, 2H), 7.84-7.89 (m, 1H),

8.22-8.32 (m, 3H), 8.55 (d, J

= 8.0 Hz, 1H), 8.71 (s, 1H),

8.78 (d, J=6.4 Hz, 1H), 9.78

(s, _1H), 10.05 (brs, 1H),

10.51 (brs, 1H), 11.11 (s,

1H).

127

(@]

683.5

"H NMR (400 MHz, DMSO-

d6): & 1.11-1.23 (m, 4H),

1.82-1.99 (m, 4H), 2.30-2.39

(m, 3H), 2.60 (br, 4H), 2.86-

2.94 (m, 3H), 3.17 (s, 2H),

3.98 (s, 3H), 4.10 (br, 1H),

4.21 (d, J = 16.8 Hz, 1H),

4.32-4.41(m, 3H), 5.05 (dd, J

=13.2 Hz ,1H), 6.96 (d, J =

9.2 Hz ,1H), 706-7.08 (m,

2H),7.53 (d, J=8.4 Hz, 1H),

7.62 (d, J=8.0 Hz, 1H), 7.69

(d, J = 6.0 Hz,1H),7.95 (s,

1H), 8.02 (dd, J = 9.2 Hz,

1H), 8.30 (dd, J = 8.4 Hz,

1H), 8.51 (d. J=5.6 Hz, 1H),

8.64 (s, 1H), 9.38 (s, 1H),

10.95 (s, 1H).

128

697.6

'H NMR (400 MHz, DMSO-

d6) & 1.16-1.23 (m, 3H),

1.40-1.50 (m, 2H), 1.61 (br,

1H), 1.76-1.78 (m, 2H),

1.94-1.96 (m, 1H), 2.38-2.41

(s, 3H), 2.51-2.56 (m, 4H),

2.82-2.90 (m, 3H), 3.29-3.33

(m, 4H), 3.95 (s, 3H), 4.18-

4.22 (m, 1H), 4.30-4.39 (m,

3H), 5.02-5.08 (m, 1H), 6.95




(d,J=8.8Hz, 1H), 7.05-7.06

(m, 2H), 7.50-7.69 (m, 3H),

7.91 (s, 1H), 8.00 (dd, J =

8.8,2.2 Hz, 1H),8.28 (d. J =

8.0 Hz, 1H), 8.48 (d, J=5.8

Hz, 1H), 8.62 (d. J = 2.0 Hz,

1H), 9.33 (s, 1H), 10.95 (s,

1H).

129

818.5

'HNMR (400 MHz, CDCl5):

8 9.25 (s, 1H), 8.48 (s, 1H),

8.39 (s, 1H), 8.09 (d, J=8.0

Hz, 1H), 7.82 (d, J=8.0 Hz,

1H), 7.72 (d, J=8.4 Hz, 1H),

7.46 (s, 1H), 7.36-7.41 (m,

2H), 7.19-7.24 (m, 2H), 6.82

(d, J=8.8 Hz, 1H), 4.86-4.91

(m, 1H), 4.58-4.63 (m, 1H),

4.45-4.48 (m, 2H), 3.78-3.82

(m, 5H), 3.55-3.80 (m, 9H),

3.39-3.50 (m, 3H), 2.69-2.82

(m, 6H), 1.96-2.05 (m, 2H),

1.81-1.89 (m, 2H).

130

854.6

'H NMR (400 MHz, DMSO-

d6): & 1.74-1.80 (m, 4H),

1.85-1.92 (m, 2H), 1.97-2.02

(m, 2H), 2.02-2.15 (m, 2H),

2.54-2.58 (m, 2H), 2.67-2.91

(m, 4H), 3.41-3.50 (m, 8H),

3.81-3.88 (m, 2H), 3.98 (s,

3H), 4.25 (t, J = 7.8 Hz, 2H),

4.44-4.49 (m, 1H). 5.05 (dd,

J =52, 12.8 Hz, 1H), 5.33-

5.40 (m, 1H), 6.66 (dd, J =

16,84 Hz,1H), 6.80 (d, J =

1.2 Hz, 1H), 7.63-7.72 (m, 3

H), 8.10 (s, 1H), 8.36 (d. J =

8.4Hz, 1H), 8.51 (d, J = 4.8

Hz, 2H), 8.92 (s, 1H), 9.39

s, 1H), 11.06 (s, 1H).

131

1>

1H NMR (400 MHz,

DMSOd-6): & 1.99-2.05 (m,

1H), 2.55-2.67 (m, 3H),

2.84-2.93 (m, 1H), 3.51-3.60

(m, 16H),3.77 (d, J=3.6 Hz

A4H), 4.02 (s, 3H), 4.28 (m,

2H), 4.45 (t, J = 3.6 Hz ,2H),

5.09-5.13 (m, 1H), 6.98 (d, J

=8.4 Hz ,1H), 7.32-7.35 (m

AH), 741 (d,. J = 0.8 Hz

A1H), 7.70(d, J = 8.0 Hz,1H),

7.78-7.82 (m, 2H), 8.06 (s,

1H), 8.20-8.23 (m ,1H), 8.38

(d,J=8.4Hz, 1H),8.58 (d,J

=6.4Hz,1H),8.66 (d,J=1.6

Hz, 1H), 8.66 (s, 1H), 9.48

(s, 1H),11.12 (s, 1H).

132

840.6

1HNMR (400 MHz, DMSO-

d6): & 2.01-2.05 (m, 1H),

2.56-2.67 (m, 2H), 2.84-2.89

(m, 1H), 3.49-3.59 (m, 20H),

3.75-3.79 (m, 4H), 3.96 (s,

3H), 4.27-4.29 (m, 2H),




4.43-4.45 (m, 2H), 5.09-5.13

(m, 1H), 6.96-6.99 (m, 1H),

7.32-7.35 (m, 1H), 7.41-7.42

(m, 1H), 7.62-7.65 (m, 2H),

7.79-7.81 (m, 1H), 7.99 (s,

1H), 8.19-821 (m, 1H),

8.31-8.34 (m, 1H), 8.50-8.51

(m, 1H), 8.64-8.65 (m, 1H),

9.37 (s, 1H), 11.11 (s, 1H).

133

1>

1H NMR (400 Hz, D6-

DMSO): & 1.24-1.35 (m,

7H),1.46-1.57 (m, 8H), 1.72-

1.82 (m, 2H), 1.98-2.01 (m,

3H), 2.57-2.74 (m, 3H),

2.81-2.99 (m, 2H), 3.57-3.59

(m, 2H), 3.98 (s, 3H), 4.06-

4.08 (m, 2H), 4.33 (s, 2H),

5.03-5.06 (m, 1H), 6.54-6.66

(m, 1H), 6.69 (s, 1H), 6.93-

6.95 (m, 1H), 7.57-7.71 (m,

3H), 8.02 (s, 1H), 8.19-8.21

(m, 1H), 8.34-8.36 (m, 1H),

8.53-8.58 (m, 1H), 8.66 (s,

1H), 9.41 (s, 1H), 11.08 (s,

1H).

134

[os]

"HNMR (400 MHz, DMSO-

de): & 1.74-1.78 (m, 2H),

1.92-1.95 (m, 2H), 2.03-2.07

(m, 1H), 2.54-2.62 (m,

4H),2.68-2.71 (m, 4H), 2.85-

2.93 (m, 1H), 3.96 (s, 3H),

4.23-4.27 (m, 2H), 5.09-5.14

(m, 1H), 5.45-5.48 (m, 1H),

5.55-5.58 (m, 1H), 7.01 (d. J

=8.8 Hz, 1H), 7.24-7.26 (m,

1H), 7.36-7.38 (m, 1H), 7.45

(m, 1H), 7.62-7.68 (m, 3H),

7.82(d, J=8.0Hz, 1H), 7.99

(s.1H), 8.21-8.24 (m, 1H),

8.33 (d. J = 8.0 Hz, 1H),

8.49-8.51(m, 1H), 8.64-8.65

(m, 1H), 9.37(s, 1H), 11.12

(s, 1H).

135

|oo

'H NMR (400 MHz, DMSO-

dg): 1.60-1.80 (m, 6H), 1.92-
2.07 (m, 5H), 2.16-2.26 (m,

3H), 2.34-2.40 (m, 2H),

2.55-2.67 (m, 4H), 2.84-2.93

(m, 1H), 3.26-3.31 (m, 4H),

3.78-3.82 (m, 1H), 3.96 (s,

3H), 4.18 (t, J = 6.0 Hz, 2H),

5.05-5.27 (m, 2H), 6.90-6.94

(m, 1H), 7.33-7.35 (m, 1H),

7.42 (s, 1H), 7.60-7.63 (m,

2H),7.83 (d, J=8.4Hz, 1H),

7.98 (s, 1H), 8.17-8.20 (m,

1H),8.32 (d. J=8.0 Hz, 1H),

8.51 (d, J=6.0 Hz, 1H), 8.62

(s, 1H), 9.36 (s, 1H), 11.12

(s, 1H).




136

(@]

1HNMR (400 MHz, DMSO-

de): & 1.61-1.65 (m, 2H),

1.77-1.80 (m, 2H), 1.99-2.08

(m, 4H), 2.14-2.20 (m, 2H),

2.44-2.46 (m, 3H), 2.55-2.61

(m, 4H), 2.72-2.76 (m, 1H),

2.85-2.93 (m, 1H), 3.79-3.84

(m, 3H), 3.96 (s, 3H), 4.04-

4.09 (m, 2H), 4.17-4.20 (m,

2H), 5.10-5.14 (m, 2H), 6.93

(d,J=8.4Hz, 1H), 7.34-7.42

(m, 2H), 7.61-7.65 (m, 2H),

7.83(d, J=8.0Hz, 1H), 7.99

(s. 1H), 8.18-8.20 (m, 1H),

8.32(d, J=8.4 Hz, 1H), 8.50

(d,J=6.0Hz, 1H),8.62 (d,J

= 0.8 Hz, 1H), 9.37 (s, 1H),

11.12 (s, 1H).

137

(@]

810.6

"H NMR (400 MHz, DMSO-

d6): & 1.58-1.63 (m, 2H),

1.72-1.77 (m, 2H), 2.03-2.11

(m, 3H), 2.33-2.47 (m, 8H),

2.54-2.62 (m, 2H), 2.78-2.90

(m, 3H), 3.41-3.48 (m, 3H),

3.75-3.79 (m, 1H), 3.80-3.87

(m, 1H), 4.02 (s, 3H), 4.06 (s,

1H), 4.13-4.18 (m, 3H),

5.10-5.14 (m, 1H), 5.25-5.28

(m, 1H), 6.96-7.00 (m, 1H),

7.33-7.42 (m, 2H), 7.70 (d, J

=8.4 Hz, 1H), 7.80-7.84 (m,

2H), 8.06 (s, 1H), 8.23-8.26

(m, 1H), 8.39 (d, J = 8.0 Hz,

1H), 8.57-8.67 (m, 2H), 9.49

(s, 1H),11.12 (s, 1H).

138

788.5

"H NMR (400 MHz, DMSO-

dé): & 2.01-2.04 (m, 1H),

2.56-2.67 (m, 2H), 2.83-2.93

(m, 1H), 3.52-3.59 (m, 12H),

3.78 (s, 4H), 4.29 (s, 2H),

4.45 (s, 2H),5.11(d, J=12.8

Hz, 1H), 6.98 (d, J = 8.8 Hz

AH), 7.34 (d, J = 84 Hz

AH), 743 (s, 1H), 7.76-

7.83(m, 3H), 8.14-8.18 (m,

2H), 8.36-8.50 (m, 2H),

8.61-8.65(m, 2H), 9.49 (s,

1H), 11.11 (s, 1H).

139
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770.5

'H NMR (400 MHz,

DMSOd-6): § 2.00-2.03 (m,

1H), 2.59-2.74 (m, 2H), 2.87

(t.J = 11.6 Hz, 1H), 3.52-

3.60 (m, 12H), 3.80 (d. J =

19.2 Hz, 4H), 4.03 (s, 3H),

4.28 (s, 2H), 4.54 (s, 2H),

511 (d, J = 12.8 Hz, 1H),

7.33(d,J=7.6 Hz, 1H), 7.42

(s, 1H), 7.78 (m, 2H), 7.86

(d,J=4.0Hz ,1H), 8.13 (s,

1H), 8.27 (d, J = 11.2 Hz,

1H),8.41 (d,J=7.6 Hz, 1H),

8.52 (s, 1H), 8.61 (d, J = 4.8




Hz, 1H), 9.53 (s, 1H), 11.11

(s, 1H).

140

"H NMR (400 MHz, DMSO-

d6): & 1.99-2.05 (m, 1H),

2.26 (s, 3H), 2.52-2.60 (m,

2H), 2.89 (s, 1H), 3.48-3.65

(m, 12H), 3.74-3.83 (m, 4H),

4.04 (s, 3H), 4.24-4.31 (m,

2H), 4.44-450 (m, 2H),

5.08-5.13 (m, 1H), 7.32-7.34

(m, 1H), 7.41 (d, J = 2.0 Hz,

1H),7.72 (d, J =8.4 Hz, 1H),

7.79(d, J=8.4Hz, 1H), 7.87

(d, J = 6.0 Hz, 1H), 8.04-

8.10 (m, 2H),8.40 (d, J=8.0

Hz, 1H), 8.49 (d, J = 2.4 Hz,

1H),8.61 (d, J=6.4 Hz, 1H),

9.52 (s, 1H), 11.11 (s, 1H).

141

1H NMR (400 Hz, DMSO-

d6): § 1.72-1.78 (m, 2H),

1.91-2.10 (m, 4H), 2.54-2.57

(m, 2H), 2.67-2.72 (m, 3H),

3.30 (s, 3H), 3.97 (s, 3H),

4.25(t,J=6.4Hz,2H),5.11-

5.18 (m, 2H), 5.41-5.48 (m,

1H), 7.01 (d, J=8.8 Hz, 1H),

7.36 (dd, J = 8.8, 2.0 Hz,

1H), 7.46 (d. J = 2.0 Hz, 1H),

7.63-7.67 (m, 2H), 7.82 (d, J

= 8.0 Hz, 1H), 8.01 (s, 1H),

8.23 (dd, J = 8.8, 2.4 Hz,

1H),8.35 (d, J = 8.0 Hz, 1H),

8.44 (s, 2H), 852 (d, J=5.6

Hz, 1H), 8.65 (d, J = 2.4 Hz,

1H), 9.39 (s, 1H), 11.12 (s,

1H).

142
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856.5

'H NMR (400 MHz,

CDs0OD): & 1.90-1.94 (m,

2H), 1.99-2.04 (m, 1H),

2.34-2.40 (m, 1H), 2.65-2.70

(m, 4H), 3.46-3.50 (m, 1H),

3.55-3.61 (m, 2H), 3.86-3.90

(m, 1H), 3.96 (s, 3H), 4.89

(m, 2H), 4.95-5.01 (m, 2H),

5.24 (t,J = 4.6Hz, 1H), 5.53-

5.59 (m, 1H), 7.12-7.24 (m,

3H), 7.42 (d, J=5.2 Hz, 1H),

7.60 (d, J=8.0Hz, 1H), 7.70-

7.72 (m, 2H), 7.88 (s, 1H),

8.06 (d. J = 2.8 Hz, 1H),

8.28-8.30 (m, 2H), 8.42 (d. J

= 6.4 Hz, 1H), 8.67 (d, J =

2.0 Hz, 1H), 9.29 (s, 1H).

143

N=
\_/

FaC

z

O 0
X, | /\/O\/\O/\/O\/\O/\/O NH E
N" O N o
¢]

820.5

'H NMR (400 MHz, DMSO-

d6): & 2.01-2.06 (m, 1H),

2.54-2.68 (m, 2H), 2.84-2.93

(m, 1H), 3.40-3.44 (m, 6H),

3.47-3.51 (m, 4H), 3.56-3.58

(m, 2H), 3.70 (br, 2H), 3.78-

3.81 (m, 2H), 3.94 (s, 3H),

4.21 (br, 2H),4.52 (t, J = 4.0

Hz, 2H),5.11 (d, J=12.8 Hz,




1H), 7.26 (d,J=8.4 Hz ,1H),

7.34 (s,1H), 7.64 (t, J = 6.8

Hz ,2H), 7.69 (d, J = 6.0 Hz,

1H),7.74 (d, J=8.4 Hz, 1H),

8.01 (s, 1H), 8.17 (d, J=7.6

Hz, 1H), 8.34 (d. J = 8.4 Hz,

1H), 8.53 (d,J =5.6 Hz, 1H),

9.40 (s, 1H), 11.12 (s, 1H).
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'"H NMR (400 MHz, DMSO-

d6): & 1.68-1.75 (m, 2H),

1.88-1.95 (m, 2H), 2.03-2.08

(m, 1H), 2.16-2.23 (m, 2H),

2.52-2.65 (m, 3H), 2.85-2.93

(m, 1H), 3.08-3.14 (m, 2H),

3.31 (m, 1H), 3.96 (s, 3H).

4.24 (t,J=6.4 Hz, 2H), 4.94-

5.05 (m, 2H), 5.12 (dd, J =

5.2, 12.8 Hz, 1H), 6.81 (d, J

= 8.8 Hz, 1H), 6.97 (d. J

8.8 Hz, 1H), 7.36 (dd, J

2.0,84Hz,1H), 7.44 (d.J =

2.0 Hz, 1H), 7.61-7.70 (m,

3H), 7.82 (d, J=8.0 Hz, 1H

). 7.99 (s, 1H), 8.19-8.21 (m,

2H),8.32 (d, J=8.0 Hz, 1H),

8.51 (m, 1H),8.65 (d, J=2.0

Hz, 1H), 9.38 (m, 1H),11.12

(s, 1H).

145

(@]

779.5

'H NMR (400 MHz, DMSO-

d6): & 1.32-1.38 (m, 2H),

1.42-1.47 (m, 2H), 1.53-1.61

(m, 2H), 1.71-1.78 (m, 2H),

2.01-2.07 (m, 1H), 2.15-2.22

(m, 2H), 2.53-2.61 (m, 4H),

2.84-2.94 (m, 1H), 3.08-3.15

(m, 2H), 4.14-4.17 (m, 5H),

4.91-5.06 (m, 2H), 5.12 (dd,

J =56, 12.8 Hz, 1H), 6.78

(d,J=8.4Hz,1H),7.01 (d.J

=8.4 Hz, 1H), 7.33 (dd, J =

2.0,8.4 Hz, 1H), 7.41 (d,J

2.0 Hz, 1H), 7.61 (dd, J

2.0, 8.4 Hz, 1H), 7.81-7.88

(m, 2H ), 8.00 (d, J = 2.0 Hz,

1H), 8.20-8.28 (m, 3H), 8.56

(d,J=8.4Hz 1H),8.71-8.76

(m, 2H), 9.80 (s, 1H),11.12

(s, 1H).

146
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763.5

'H NMR (400 MHz, DMSO-

dé): & 1.67-1.75 (m, 2H),

1.87-197 (m, 2H), 2.03-

2.07(m, 1H), 2.20-2.23(m,

2H), 2.53-2.67 (m, 4H),

2.85-2.94 (m, 1H), 3.98 (s,

3H), 4.23 (t, J = 6.0 Hz, 2H),

4.42-4.49 (m, 4H), 5.10-5.14

(m, 1H), 6.80 (d, J = 8.4 Hz,

1H), 6.96 (d. J=5.2 Hz, 1H),

7.34-7.36 (m, 1H), 7.40 (d, J

=2.0 Hz, 1H), 7.63-7.69 (m,

3H), 7.82 (d, J =8.4 Hz, 1H),

8.00 (s, 1H), 8.19-8.21 (m,




2H), 8.34 (d, J=8.0 Hz, 1H),

8.51(d, J=6.0Hz, 1H), 8.64

(d, J =2.4 Hz, 1H), 9.40 (s,

1H), 11.12 (s, 1H).

147

(@]

778.5

'HNMR (400 MHz, CDCl5):

8:9.32(s, 1H), 8.58(d, J =5.6

Hz, 1H), 8.49(s, 1H), 8.21(d,

J =8.0 Hz, 1H), 8.01(s, 1H),

7.92(d, J = 7.6 Hz, 1H),

7.77(d, J = 8.0 Hz, 1H),

7.56(s, 1H), 7.50(d, J = 8.0

Hz, 1H), 7.32(s, 2H), 7.17(d,

J=8.8 Hz, 1H), 7.08(d, J =

8.4 Hz, 2H), 6.86(d, J = 8.4

Hz, 1H), 6.75(d, J = 7.6 Hz,

2H), 5.49(s, 1H), 4.94(s,

2H), 4.07(t, J = 6.4 Hz, 2H),

3.91(s, 3H), 2.68-2.88(m,

8H), 2.57(t, J = 6.8 Hz, 2H),

2.01(s, 2H), 1.83(t, J = 6.8

Hz, 3H), 1.62-1.65(m, 2H).

148

827.5

"H NMR (400 MHz, DMSO-

d6): & 1.73-1.79 (m, 4H),

1.95-2.01 (m, 2H), 1.99-2.04

(m, 2H), 2.33-2.39 (m, 2H),

2.44-2.46 (m, 2H), 2.54-2.67

(m, 1H), 2.82-2.91 (m, 1H),

3.37-3.49 (m, 8H), 3.81-3.84

(m, 2H), 4.17-4.25(m, 3H),

4.43-4.48 (m, 1H), 5.01-5.06

(m, 1H), 5.45-5.50 (m, 1H),

6.61-6.64 (m, 1H), 6.77 (d. J

=48 Hz, 1H), 7.60 (d, J =

8.4 Hz 1H), 7.73(d, J=6.8

Hz, 1H), 7.97 (s, 1H), 8.471-

8.43(m,2H),8.54(d, J=6.4

Hz, 1H), 8.85 (d, J =4.8 Hz,

1H), 9.55 (s, 1H), 11.06 (s,

1H), 12.44 (s, 1H).

149

780.5

'HNMR (400 MHz, DMSO-

de): 81.36-1.49 (m, 4H),

1.66-1.77 (m, 4H), 2.02-2.06

(m, 1H), 2.54-2.68 (m, 6H),

2.81-2.94 (m, 3H), 3.16-3.17

(m, 1H), 3.99 (s, 3H), 4.15-

4.18 (m, 2H), 5.09-5.14(m,

1H), 5.44-5.53(m, 1H), 7.02

(d,J=8.8Hz, 1H),7.16-7.18

(m, 1H), 7.33-7.35 (m, 1H),

7.45 (m, 1H), 7.54-7.56 (m,

1H), 7.65-7.67 (m, 1H),

7.72-7.73 (m, 1H), 7.81-7.83

(d, J = 8.0 Hz1H), 8.03

(s.1H), 8.22-8.24(m, 1H),

8.35-8.37 (d, J=8.0 Hz, 1H),

8.52-8.57(m, 1H), 8.64-8.65

(m, 1H), 9.42(s, 1H), 11.11

s, 1H).




150

804.5

'H NMR: (400 MHz,

DMSO-dg) 3:
0:10.95 (s, 1H), 9.14 (br s,

1H), 8.15 (s, 1H), 7.52 (d, J=

9.0 Hz, 1H), 7.18 - 7.04 (m,

5H), 6.83 (d, J =6.7 Hz, 2H),

6.65 (d, J=8.5Hz, 1H), 6.61

(s.1H), 6.54 - 6.47 (m, 3H),

6.26 (d, J=8.5 Hz, 2H), 5.05

(dd, J = 5.0, 13.3 Hz, 1H),

4.38 - 4.26 (m, 1H), 4.24 -

411 (m, 1H), 3.78 (br t,

J=6.5 Hz, 4H), 3.54 - 3.31

(m, 3H), 3.03 - 2.83 (m, 8H),

2.62 - 2.52 (m, 3H), 2.47 -

2.31 (m, 1H), 2.21 - 2.04 (m,

3H), 2.01 - 1.87 (m, 3H),

1.71 (brd, J=10.7 Hz, 2H).

151

780.5

1H NMR (400 Hz, DMSO-

dé): 51.21-1.26 (m, 1H),

1.33-1.48 (m, 4H), 1.69-1.73

(m, 4H), 1.01-2.07 (m, 1H),

2.57-2.68 (m, 5H), 2.79-2.93

(m, 3H), 4.02 (s, 3H), 4.16 (t,

J = 6.4 Hz, 2H), 5.09-5.13

(m, 2H), 5.41-5.48 (m, 1H),

7.01(d, J=8.8Hz, 1H), 7.35

(dd, J = 84, 1.6 Hz, 1H),

7.46(d, J=0.8Hz, 1H), 7.69

(d,J=8.0Hz, 1H), 7.79-7.83

(m, 2H), 8.07 (s, 1H), 8.23

(dd, J = 8.4, 1.2 Hz, 1H),

8.37-8.45 (m, 3H), 8.58 (d, J

=6.0 Hz, 1H), 8.67 (s, 1H),

9.49 (s, 1H), 11.11 (s, 1H)..

152

>

"H NMR (400 MHz, DMSO-

d6): & 2.01-2.06 (m, 1H),

2.53-2.73 (m, 6H), 2.84-2.92

(m, 1H), 3.59 (s, 2H), 3.81 (t.

J=6.8 Hz, 2H), 3.96 (s, 3H),

5.07-5.14 (m, 3H), 5.42-5.47

(m, 1H), 6.99 (d, J = 8.4 Hz,

1H), 7.28-7.33 (m, 3H), 7.48

(d,J=8.4Hz, 1H), 7.62-7.65

(m, 2H), 7.84 (d, J = 8.0 Hz,

1H), 7.99 (s, 1H), 8.20-8.24

(m, 2H), 8.33 (d, J = 8.0 Hz,

1H), 8.51 (m, 1H), 8.65 (d. J

=24 Hz, 1H), 9.38 (m, 1H),

11.11 (s, 1H).

153

|oo

839.6

1H NMR (400 MHz,

DMSO-d6): & 1.38-1.41 (m,

2H), 1.54-159 (m, 4H),

1.92-1.96 (m, 3H), 2.23-2.45

(m, 5H), 2.82-3.02 (m, 2H),

3.34 (t,J=6.0 Hz, 2H), 3.56-

3.62 (m, 1H), 3.67-3.79 (m,

3H), 4.04-4.05 (m, 1H),

4.14-4.21 (m, 6H), 5.01-5.06

(m, 1H), 5.29-5.35 (m, 1H),

6.61 (d, J=8.0 Hz, 1H), 6.74

(s, 1H), 6.96 (d, J = 8.4 Hz,




1H), 7.61 (d, J = 8.0 Hz, 1H),

7.86 (d, J = 8.0 Hz, 1H),

8.21-8.25 (m, 3H), 8.53 (d, J

=8.4Hz,1H),8.68(d, J=1.6

Hz, 1H), 8.77 (d, J = 6.8 Hz,

1H), 9.77 (s, 1H), 11.07 (s,

1H).

154

(@]

839.6

1HNMR (400 MHz, DMSO-

d6): 5 1.26 (s, 4H), 1.36-1.37

(m, 2H), 1.49-1.54 (m, 2H),

1.97-2.00 (m, 1H), 2.29-2.42

(m, 4H), 2.53-2.59 (m, 2H),

2.83-2.91 (m, 1H), 3.17-3.23

(m, 3H), 3.65-3.71 (m, 1H),

3.78-3.89 (m, 2H), 3.96 (s,

3H), 3.98-4.02 (m, 1H),

4.11-4.22 (m, 3H), 4.33-4.36

(m, 1H), 5.04-5.08 (m, 1H),

5.28-5.34 (m, 1H), 6.68-6.70

(m, 1H), 6.83-6.84 (m, 1H),

6.93-6.95 (m, 1H), 7.61-7.66

(m, 3H), 7.98 (s, 1H), 8.17-

8.20 (m, 1H), 8.31-8.33 (m,

1H), 8.49-851 (m, 1H),

8.63-8.64 (m, 1H), 9.36 (s,

1H), 11.07 (s, 1H).

155

(@]

1H NMR (400 MHz,

DMSO-d6): & 2.33-2.50

(m,6H), 2.54-2.60 (m, 1H),

2.83-2.93 (m, 1H), 3.68 (t.J

= 4.4 Hz, 2H), 3.96 (s, 3H),

4.01 (d, J=3.6 Hz, 2H), 4.15

(t.J = 4.0 Hz, 2H), 4.28-

4.33(m, 1H), 4.45-4.49

(m,2H), 4.04 (s, 1H), 5.06 (d,

J=5.2 Hz,1H), 5.31-5.36 (m

JAH), 5.43-548 (m,1H),

6.71(dd, J = 2.0 Hz,1H),6.88

(t,J=9.2 Hz,2H), 6.95 (d, J

=8.8Hz,1H),7.50(d,J=3.2

Hz, 1H), 7.61-7.65 (m, 1H),

7.91 (d,J=2.8Hz,1H), 7.99

(s.1H), 8.18-8.20 (m ,1H),

8.33(d, J=8.0 Hz ,1H), 8.50

(d,J=6.0Hz, 1H), 8.65 (d. J

= 2.4 Hz,1H), 9.37 (s, 1H),

11.08 (s, 1H).

156

(@]

792.5

1H NMR (400 MHz,

DMSO-d6): & 1.93-2.01 (m,

3H), 2.54-2.70 (m, 6H), 2.85

(t.J=7.2Hz, 2H), 3.45 (t. J

= 6 Hz, 2H), 3.79-3.81 (m,

2H), 4.15 (s, 3H), 4.22-4.26

(m, 2H), 4.43-4.45 (m, 1H),

5.03-5.10 (m, 3H), 5.43-5.46

(m, 1H), 6.67 (d, J = 8.4 Hz,

1H),6.81 (s, 1H),7.04 (d.J =

8.4 Hz, 1H), 7.46-7.56 (m,

2H), 7.65(d, J = 8.4 Hz, 1H),

7.88 (d, J = 8.4 Hz, 1H),

8.21-8.30 (m, 4H), 8.55 (d, J

= 8 Hz,1H), 8.71-8.79 (m,




2H), 9.77 (s, 1H), 11.07 (s,

1H).

157

(@]

1HNMR (400 MHz, DMSO-

d6): & 1.61-1.66 (m, 2H),

1.75-1.82 (m, 2H), 1.99-2.06

(m, 4H), 2.29-2.33 (m, 2H),

2.43-2.45 (m, 3H), 2.55-

2.61(m, 3H), 2.56-2.93 (m,

1H), 3.06-3.09 (m, 1H), 3.31

(s, 1H), 3.80-3.88 (m, 3H),

3.96 (s, 3H), 4.00-4.06 (m,

2H), 4.18 (t,J = 7.4 Hz, 2H),

5.10-5.14 (m, 1H), 5.28-5.33

(m, 1H), 6.93 (d, J = 8.8 Hz,

1H), 7.33-7.36 (m, 1H), 7.42

(d,J=1.6 Hz, 1H), 7.61-7.64

(m, 2H), 7.83 (d, J = 8.4 Hz,

1H), 7.98 (s, 1H), 8.18-8.20

(m, 1H), 8.32 (d. J = 8.0 Hz,

1H), 8.50 (d, J = 5.6 Hz, 1H),

8.63 (d, J=2.0 Hz, 1H), 9.37

(s, 1H),11.12 (s, 1H)

158

(@]

823.5

1H NMR (400 MHz,

DMSO-d6): § 1.45-1.47 (m,

2H), 1.89-1.92 (m, 2H),

1.97-2.07 (m, 3H), 2.40-2.44

(m, 4H), 2.55-2.67 (m, 1H),

2.84-2.94 (m, 1H), 3.16-3.25

(m, 2H), 3.56-3.64 (m, 1H),

4.05 (s, 3H), 4.10-4.13 (m,

2H),4.42-4.45 (m, 1H), 4.51-

4.58 (m, 3H), 5.10-5.15 (m,

1H), 5.31-5.35 (m, 1H),6.78

(s, 1H), 6.97 (d, J = 8.8 Hz,

1H), 7.40-7.42 (m, 1H), 7.51

(s, 1H), 7.85-7.89 (m, 2H),

8.10 (s, 1H), 8.21-8.24 (m,

1H),8.35(d, J=1.6 Hz, 1H),

8.42 (d, J=8.4 Hz, 1H), 8.62

(d,J=6.0Hz, 1H),8.67 (d.J

= 2.4 Hz, 1H), 9.54 (s, 1H),

11.12 (s, 1H).

159

(@]

1H NMR (400 MHz,

DMSO-d6): § 1.99-2.03 (m,

2H), 2.21-2.24 (m, 2H),

2.54-2.67 (m, 2H), 2.83-2.92

(m, 1H), 3.16-3.27 (m, 2H),

3.95-3.98 (m, 4H), 3.30-3.34

(m, 2H), 4.49 (s, 2H), 4.66-

4.72 (m, 2H), 5.01-5.08 (m,

2H),6.68 (d, J=8.4 Hz, 1H),

6.82 (s, 1H), 6.98 (d, J = 8.4

Hz, 1H), 7.37 (dd, J = 8.4 Hz,

1H),7.54 (d,J=8.8 Hz, 1H),

7.62-7.67 (m, 3H), 7.99 (s,

1H),8.21 (d, J = 8.4 Hz, 1H),

8.26 (d,J=2.8 Hz,1H), 8.33

(d,J=8.4Hz, 1H),8.50 (d. J

=5.6 Hz, 1H),8.65(d,J=2.0

Hz, 1H), 9.37 (s, 1H), 11.07

s, 1H).




160

1H NMR (400 MHz,

DMSO-d6): 5 1.88-1.95 (m,

2H), 1.97-2.03 (m, 2H),

2.16-2.23 (m, 2H), 2.54-2.60

(m, 1H), 2.67-2.76 (m, 2H),

2.83-2.92 (m, 1H), 3.14-3.21

(m, 2H), 3.43 (t, J = 6.4 Hz,

2H), 3.84 (d, J=8.8 Hz, 2H),

3.97 (s, 3H), 4.23-4.27 (m,

2H), 4.43-448 (m, 1H),

4.56-4.63 (m, 1H), 5.00-5.08

(m, 2H), 6.66 (d. J = 8.0 Hz,

1H), 6.81 (s,1H),6.98 (d, J =

8.8 Hz, 1H), 7.20 (d, J = 8.8

Hz, 1H), 7.24-7.27 (m, 1H),

7.62-7.66 (m, 3H), 8.00 (s,

1H), 8.16 (d, J = 2.8 Hz, 1H),

8.21(d,J=8.4Hz, 1H),8.33

(d,J=8.0Hz, 1H),8.51 (d,J

=5.6Hz,1H),8.65(d, J=2.4

Hz, 1H), 9.38 (s, 1H), 11.07

s, 1H).
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789.5

1H NMR (400 MHz,

DMSO-d6): § 2.30-2.36 (m,

2H), 2.40-2.46 (m, 3H),

2.54-2.58 (m, 2H), 2.82-2.91

(m, 1H), 3.44-3.47 (m, 2H),

3.54-3.57 (m, 10H), 3.85 (d,

J =9.2Hz, 2H), 3.95 (s, 3H),

4.20-4.25 (m, 3H), 4.48-4.50

(m, 1H), 5.04 (t, J=12.8 Hz,

1H), 5.28-5.33 (m, 1H), 6.62

(d,J=8.4Hz, 1H),6.77 (d,J

=2.0Hz,1H),6.93(d, J=8.8

Hz, 1H), 7.60-7.62 (m, 3H),

7.97 (s, 1H), 8.17-8.20 (m,

1H),8.49 (d. J = 6.0 Hz,1H),

8.63 (d, J=2.4 Hz, 1H), 9.36

(s, 1H), 11.07 (s, 1H).

162

801.6

1H NMR (400 MHz,

DMSO-d6): & 1.56 (s, 8H),

1.98-2.01 (m, 1H), 2.34-2.46

(m, 6H), 2.59-2.67 (m, 2H),

2.83-2.92 (m, 1H), 3.38-3.42

(m, 6H), 3.83 (d, J = 5.6 Hz,

2H), 3.96 (s, 3H), 4.18-4.25

(m, 3H), 4.44 (s, 1H), 5.03-

5.07 (m, 1H), 5.29-5.33 (m,

1H),6.63 (d,J=7.6 Hz, 1H),

6.78 (s, 1H), 6.93 (d. J=8.8

Hz, 1H), 7.61-7.63 (m, 3H),

7.98 (s, 1H), 8.18 (d. J=8.4

Hz, 1H), 8.31 (d, J = 8.0 Hz,

1H),8.49 (d, J=5.6 Hz, 1H),

8.64 (s, 1H), 9.36 (s, 1H),

11.07 (s, 1H).

163

745.5

1H NMR (400 MHz,

DMSO-d6): & 1.94-2.00 (m,

1H), 2.31-2.48 (m, 4H), 3.97

(s, 3H), 2.57 (s, 2H), 2.81-

2.89 (m, 1H), 3.47-3.49 (m,

2H), 3.54-3.64 (m, 6H),




3.84-3.89 (m, 2H), 4.21-4.29

(m, 3H), 4.52 (s, 1H), 5.02-

5.06 (m, 1H), 5.29-5.35 (s,

1H), 6.63-6.66 (m, 1H), 6.79

(d,J=2.0Hz, 1H),6.93 (d,J

=8.8 Hz, 1H), 7.59-7.66 (m,

2H), 7.69 (d, J=6.0 Hz, 1H),

7.99 (s, 1H), 8.17-8.20 (m,

1H), 8.34 (d, J=8.0 Hz, 1H),

8.53 (d, J=6.0 Hz, 1H), 8.62

(d, J =24 Hz, 1H), 9.40 (s,

1H), 11.07 (s, 1H).

164

(@]

H NMR (400 MHz, CDCl5):

§ 1.52-1.57 (m, 3H), 1.61-

1.65 (m, 2H), 1.70-1.74 (m,

2H), 1.98-2.01 (m, 2H),

2.13-2.17 (m, 1H), 2.34-2.41

(m, 2H), 2.47-2.50 (m, 2H),

2.78-2.88 (m, 2H), 3.20-3.28

(m, 2H), 3.54-3.72 (m, 3H),

4.00-4.10 (m, 3H), 4.39-4.44

(m, 1H), 4.95 (dd, J = 5.2,

12.0 Hz, 1H), 5.31-5.42 (m,

4H), 6.82 (d, J=8.4 Hz, 1H),

7.17(d, J=8.8Hz, 1H),7.31-

7.34 (m, 2H), 7.48-7.51 (m,

2H), 7.68 (s, 1H), 7.77 (d. J

=8.8 Hz, 1H), 7.87 (d, J =

7.2Hz,1H),8.11 (d, J=8.0

Hz, 1H), 8.32 (s, 1H), 8.41-

8.45 (m, 2H), 9.23 (s, 1H).

165

N/\ NH

O Q
(0} 0] NH
> | o\g NN N—zt):o
N oy N
I {
o

(@]

785.5

1HNMR (400 MHz, DMSO-

d6): & 1.35-1.38 (m, 2H),

1.47-1.57 (m, 4H), 1.74-1.81

(m, 4H), 1.99-2.07 (m, 2H),

2.32-2.39 (m, 2H), 2.57 (s,

1H), 2.62-2.67 (m, 2H),

2.82-2.91 (m, 1H), 3.12-3.18

(m, 3H), 3.41-3.51 (m, 4H),

3.85-3.89 (m, 1H), 4.17-4.20

(m, 2H), 5.09-5.14 (m, 1H),

5.18-5.22 (m, 1H), 6.92 (d, J

=8.4 Hz, 1H), 7.33-7.36 (m,

1H), 7.42 (d,J = 1.6 Hz, 1H),

7.47(d,J=5.6 Hz, 1H), 7.54

(d, J=8.4Hz, 1H), 7.76 (s,

1H),7.82 (d,J=8.4 Hz, 1H),

8.10-8.12 (m, 1H), 8.29 (d. J

=8.0Hz,1H),8.42 (d,J=6.0

Hz, 1H), 8.54 (d, J = 2.4 Hz,

1H), 9.35 (s, 1H), 11.11 (s,

1H), 11.81 (s, 1H).

166

N/\ NH

0O O
O O
o I~ NN NH
< o
N N
0 o]

785.5

1H NMR (400 MHz,

DMSO-d6): & 1.31-1.37 (m,

2H), 1.48-1.50 (m, 2H),

1.55-1.57 (m, 2H), 1.76-1.79

(m, 4H), 2.03-2.06 (m, 1H),

2.18-2.27 (m, 2H), 2.55-2.70

(m, 3H), 2.85-2.92 (m, 1H),

3.06-3.17 (m, 4H), 3.42-3.48

(m, 3H), 3.57-3.60 (m, 1H),

3.79-3.83 (m, 1H), 4.17 (t,J




=5.2 Hz, 2H), 5.11-5.15 (m,

2H),6.91 (d, J=8.8 Hz, 1H),

7.33-7.36 _(m, 1H), 7.42 (s,

1H), 7.48 (d,J=5.6 Hz, 1H),

7.55(d,J=8.4Hz, 1H), 7.77

(s.1H), 7.82 (d, J = 8.0 Hz,

1H), 8.09-8.12 (m, 1H), 8.29

(d,J=8.0Hz,1H),8.42 (d,J

=5.6Hz, 1H),8.53(d,J=2.0

Hz, 1H), 9.35 (s, 1H), 11.10

(s, 1H), 11.86 (s, 1H).

167

(@]

1HNMR (400 MHz, DMSO-

d6): 5 1.99-2.03 m, 2H 2.23-

2.27 (m, 2H), 2.56-2.60 (m,

2H), 2.81-2.94 (m, 1H),

3.92-3.94 (m, 1H), 3.96 (s,

3H), 4.24-4.32 (m, 4H),

4.48-4.52 (m, 4H), 4.65-4.72

(m, 1H), 5.03-5.08 (m, 1H),

6.65-6.67 (m, 1H), 6.80-6.81

(m, 1H), 6.97 (t, J = 8.0 Hz,

1H), 7.45-7.46 (m, 1H),

7.53-7.55 (m, 1H), 7.61-7.66

(m, 3H), 7.97 (s, 3H), 8.16-

8.21 (m, 1H), 8.31-8.34 (m,

2H), 8.49-8.50 (m, 1H).

8.63-8.64 (m, 1H), 9.36 (s,

1H), 11.07 (s, 1H).

168

|oo

1HNMR (400 MHz, DMSO-

d6): 581.86-1.93 (m, 2H),

1.91-2.04 (m, 2H), 2.19-2.27

(m, 2H), 2.69-2.77 (m, 2H),

2.81-2.94 (m, 2H), 3.39-3.46

(m, 2H), 3.81-3.84 (m, 2H),

3.96 (s, 3H), 4.14-4.28 (m,

4H), 4.41-454 (m, 3H),

5.02-5.10 (m, 1H), 6.65-6.67

(m, 1H), 6.80-6.81 (m, 1H),

6.97 (t,J=8.0 Hz, 1H), 7.18-

7.20 (m, 1H), 7.32-7.34 (m,

1H), 7.59-7.66 (m, 3H), 7.98

(s, 1H), 8.16-8.21 (m, 2H),

8.31-8.34 (m, 1H), 8.49-8.50

(m, 1H), 8.63-8.64 (m, 1H),

9.36 (s, 1H), 11.07 (s, 1H).

169

1H NMR (400 MHz,

DMSO-d6): & 1.79-1.84 (m,

2H), 1.94-2.01 (m, 1H),

2.37-2.40 (m 2H), 2.43-2.49

(m, 4H), 2.52-2.62 (m, 2H),

2.82-2.91 (m, 1H), 3.48-3.56

(m, 6H), 3.60 (s, 2H), 3.81-

3.84 (m, 2H), 3.96 (s, 2H),

4.17-4.30 (m, 3H), 4.35 (s,

3H), 4.43-449 (m, 1H),

5.00-5.09 (m, 1H), 5.31-5.39

(m, 1H), 6.56-6.66 (m, 1H),

6.76 (s, 1H), 6.94 (d, J=8.4

Hz, 1H), 7.52-7.67 (m, 2H),

7.67-7.85 (m, 1H), 7.99 (s,

1H), 8.13-8.52 (m, 3H), 8.64

(d,J=1.6 Hz, 1H), 9.28-9.62




(m, 1H), 11.07 (s, 1H).

1H NMR (400 MHz,

DMSO-d6): § 1.71-1.77 (m,

4H), 1.94-1.97 (m, 3H),

2.54-2.58 (m, 1H), 2.86-2.88

(m, 3H), 3.16 (d, J = 3.6 Hz,

1H), 3.38-3.46 (m, 8H), 3.75

(d,J=6.8Hz, 1H), 3.80-3.84

(m, 2H), 4.03 (s, 3H), 4.19-

4.23 (m, 2H), 4.41-4.42 (m,

1H), 4.83-490 (m, 1H),

5.01-5.06(m, 1H), 6.61-6.63

(m, 1H), 6.76 (d, J = 0.8 Hz,

1H), 6.95 (d, J = 8.4 Hz, 1H),

7.60(d, J=8.4Hz 1H), 7.71

(d,J=8.4Hz 1H),7.88 (d,J

= 6.0 Hz, 1H), 8.08 (s, 1H),

8.20-8.22 (m, 1H), 8.41 (d, J

=8.0Hz,1H),8.61(d. J=6.4

Hz, 1H), 8.66 (d, J = 2.4 Hz,

1H), 9.55 (s, 1H), 11.06 (s,

1H).

807.5

'H NMR: (400MHz, DMSO-

de)
6 =11.11 (s, 1H), 8 =9.35

(s.1H) & = 8.64 (s, 1H),8.49

—8.48 (d, J=4 Hz 1H), 8.33

-831(d,J=8Hz1H), 5=

8.17 (s, 1H), 8 = 7.97 (s, 1H)

7.85-7.83 (d, J=8 Hz 1H),

7.62-7.61(d, J =4 Hz 2H),

7.43 (s, 1H),6.94-6.92 (d,J

=8 Hz 1H), 5.31 - 5.29 (m,

1H), 512 — 5.10 (m, 1H),

4.34 (s, 5H), 4.25-4.23 (d, J

=8 Hz 1H), 3.95 (_s, 3H),

2.77 (m, 2H), 2.73 (m, 4H),

2.53-2.52 (m, 1H), 2.39-2.38

(m, 4H), 1.91 - 1.90 (m, 4H),

1.75 (m, 2H), 1.43 (\m, 2H),

1.41 (m, 2H).

(@]

'H NMR (400 MHz, DMSO-

d6): & 1.68-1.77 (m, 2H),

1.89-1.96 (m, 2H), 2.02-2.08

(m, 1H), 2.53-2.69 (m, 8H),

2.85-2.94 (m, 1H), 4.25 (t,J

=6.2 Hz, 2H), 5.05-5.14 (m,

2H), 5.41-5.47 (m, 1H), 7.01

(d,J=8.4Hz, 1H), 7.26-7.45

(m, 4H), 7.80-7.84 (m, 2H),

7.99-8.03 (m, 2H), 8.18-8.21

(m, 2H), 8.51-8.68 (m, 3H),

9.77 (s, 1H), 11.11 (s, 1H),

13.17 (s, 1H).

1>

763.5

'H NMR (400 MHz, DMSO-

d6): & 2.02-2.08 (m, 1H),

2.52-2.76 (m, 6H), 2.85-2.93

(m, 1H), 3.89-3.95 (m, 2H),

4.37-4.42 (m, 2H), 4.49 (s,

2H), 5.06-5.14 (m, 2H),

5.40-5.47 (m, 1H), 6.99 (d. J

=8.4 Hz, 1H), 7.30-7.33 (m,




1H), 7.38-7.40 (m, 1H),

7.46-7.48 (m, 2H), 7.62-7.64

(m, 2H), 7.82-7.84 (m, 2H),

8.14-8.17 (m, 1H), 8.24 (d, J

= 2.8 Hz, 1H), 8.36-8.38 (m,

1H), 8.49 (d, J = 6 Hz, 1H),

8.58 (d,J=2.0 Hz, 1H), 9.47

(s, 1H), 11.11 (s, 1H), 12.14-

12.28 (m, 1H).

174

784.5

1H NMR (400 MHz,

DMSO-d6): 3 1.60 (s, 6H),

1.62-1.69 (m, 2H), 1.77-1.82

(m, 2H), 2.01-2.06 (m, 1H),

2.30-2.44 (m, 4H), 2.54-2.67

(m, 2H), 2.84-2.93 (m, 1H),

3.31 (br, 2H), 3.38 (s, 2H),

3.45 (t,J = 6.4 Hz, 2H), 3.96

(s, 3H), 420 (t, J = 6.4 Hz

,3H), 5.11 (dd, J = 12.8 Hz

,1H), 5.28-5.34 (m, 1H), 6.94

(d,J=8.8Hz ,1H), 7.35 (dd,

J=8.4Hz 1H), 7.42(s, 1H),

7.61-7.64 (m, 2H), 7.83 (d, J

= 8.4Hz ,1H), 7.99 (s, 1H),

8.19 (dd, J = 8.4 Hz ,1H),

8.32(d, J=8.0 Hz ,1H), 8.50

(d,J=5.6Hz ,1H),8.64 (d,J

=24 Hz 1H), 9.37 (s, 1H),

11.11 (s, 1H).

175

(@]

797.5

1H NMR (400 Hz, D6-

DMSO0): $1.44-1.58 (m, 5H),

1.75-1.79 (m, 2H), 1.92 (s,

6H), 2.01-2.05 (m, 2H).

2.50-2.61 (m, 2H), 2.83-2.94

(m, 1H), 3.40 (t, J = 6.4 Hz,

2H), 3.86-3.89 (m, 1H), 3.96

(s, 3H), 4.17 (t, J = 6.4 Hz,

2H),4.22-4.25 (m, 1H), 4.29-

4.34 (m, 1H), 4.67-4.72 (m,

1H), 5.08-513 (m, 1H),

5.41-5.43 (m, 1H), 7.03 (d, J

=88 Hz, 1H), 7.34 (dd, J =

1.6, 84 Hz, 1H), 7.42 (s,

1H),7.62 (d, J=6.4 Hz, 2H),

7.82(d,J=8.4 Hz, 1H), 7.99

(s.1H),8.24 (dd, J=2.4,8.8

Hz, 1H), 8.33 (d, J = 8.4 Hz,

1H),8.50 (d, J=5.6 Hz, 1H),

8.65 (d, J=2.0 Hz 1H), 9.36

(s, 1H),11.10 (s, 1H).

176

809.5

1H NMR (400 MHz,

DMSO-d6): & 1.71-1.81 (m,

4H), 1.97-2.01 (m, 1H),

2.33-2.37 (m, 2H), 2.40-2.46

(m, 2H), 2.54-2.58 (m, 2H),

2.82-2.91 (m, 1H), 3.38 (t, J

= 6.4 Hz, 2H), 3.43-3.49 (m,

6H), 3.81-3.84 (m, 2H), 3.94

(s, 3H), 4.16-4.25 (m, 3H),

4.43-4.48 (m, 1H), 5.01-5.06

(m, 1H), 5.30-5.36 (m, 1H),

6.61-6.64 (m, 1H), 6.77 (d, J




=1.6Hz,1H),6.98 (d,J=8.4

Hz, 1H), 7.60 (d, J = 8.4 Hz,

1H), 7.69-7.72 (m, 2H), 8.05

(d, J =8.8 Hz, 1H), 8.49 (s,

1H), 8.58 (d, J = 6.0 Hz, 1H),

9.24 (s, 1H), 11.06 (s, 1H).

177

1H NMR (400 MHz,

DMSO-d6): 6 1.71-1.80 (m,

4H), 1.90-1.93 (m, 1H),

2.28-2.37 (m, 3H), 2.40-2.44

(m, 2H), 2.56-2.57 (m, 1H),

2.83-2.92 (m, 1H), 3.37 (t, J

=6.0 Hz, 2H), 3.43-3.48 (m,

6H), 3.67-3.70 (m, 2H), 3.95

(s, 3H), 4.11-4.19 (m, 4H),

4.23-4.27 (m, 1H), 4.42-4.44

(m, 1H), 4.99-5.03 (m, 1H),

5.31-5.34 (m, 1H), 6.46-6.49

(m, 2H), 6.94 (d, J = 8.8 Hz,

1H), 7.47 (d,J=8.4 Hz, 1H),

7.60-7.63 (m, 2H), 7.97 (s,

1H), 8.17-8.20 (m, 1H), 8.32

(d,J=8.0Hz,1H),8.50 (d,J

=6.0Hz,1H),8.64 (d,J=2.0

Hz, 1H), 9.37(s, 1H), 10.92

(s, 1H).

178

1HNMR (400 MHz, DMSO-

d6): 8 1.32 (s, 4H), 1.50-1.52

(m, 4H), 2.00-2.04 (m, 1H),

2.31-2.44 (m, 5H), 2.55-2.60

(m, 1H), 2.83-2.90 (m, 1H),

2.95-3.02 (m, 1H), 3.28-3.31

(m, 2H), 3.42-3.45 (m, 2H),

3.57-3.59 (m, 2H), 3.73-3.77

(m, 2H), 4.06-4.10 (m, 2H),

4.14-4.20 (m, 4H), 5.02-5.07

(m, 1H), 5.32-5.34 (m, 1H),

6.61-6.63 (m, 1H), 6.76 (s

1H), 6.96-6.99 (m, 1H),

7.59-7.61 (m, 1H), 7.85-7.87

(m, 1H), 8.20-8.26 (m, 3H),

8.52-8.55 (m, 1H), 8.70 (br,

1H), 8.76-8.78 (m, 1H), 9.77

(s, 1H), 11.06 (s, 1H).

179

1>

7775

'H NMR (400 MHz, DMSO-

d6): & 2.02-2.08 (m, 1H),

2.55-2.73 (m, 6H), 2.84-2.91

(m, 1H), 3.89-3.93 (m, 2H),

3.97 (s, 3H), 4.36-4.42 (m,

2H), 4.49 (s, 2H), 5.05-5.15

(m, 2H), 5.44 (s, 1H), 7.00

(d, J = 8.8 Hz, 1H), 7.30-

7.33 (m, 1H), 7.37-7.40 (m,

1H), 7.45-7.49 (m, 2H),

7.63-7.67 (m, 2H), 7.83 (d. J

= 8.4 Hz, 1H), 8.00 (s, 1H),

8.20-8.25 (m, 2H), 8.34 (d. J

=8.4 Hz, 1H), 852 (d, J =

6.0 Hz, 1H), 8.65 (d, J = 2.0

Hz, 1H), 9.39 (s, 1H), 11.11

s, 1H).




180

>

'HNMR (400 MHz, DMSO-

d6): § 1.97-2.00 (m, 1H),

2.33-2.44 (m, 2H), 2.55-2.67

(m, 4H), 2.86-2.96 (m, 1H),

429 (d, J = 17.2 Hz, 1H),

442 (d, J = 16.8Hz, 1H).

5.06-5.10 (m, 2H), 5.18 (s,

2H), 5.42-5.45 (m, 1H), 6.99

(d,J=8.4Hz 1H),7.17 (d,J

=8.0 Hz, 1H), 7.29-7.33 (m,

2H), 7.50 (d, J=8.4 Hz, 1H),

7.68 (d, J=8.0Hz, 2H), 7.74

(d, J =5.6 Hz, 1H), 7.89 (s,

1H), 8.16 (d, J=7.6 Hz, 1H),

8.24 (s, 1H), 8.41 (d, J=7.6

Hz, 1H), 8.53-8.59 (m, 2H),

9.56 (s, 1H), 10.97 (s, 1H),

12.54 (br, 1H).

181

771.6

1HNMR (400 MHz, DMSO-

d6): & 1.34-1.41 (m, 2H),

1.48-1.57 (m, 4H),1.84-1.89

(m, 2H), 1.95-1.99 (m, 1H),

2.31-2.46 (m, 5H), 2.54-2.58

(m, 2H), 2.79-2.92 (m, 2H),

3.35-3.42 (m, 4H), 3.68-3.71

(m, 2H), 3.95 (s, 3H), 4.11-

4.19 (m, 3H)5.01-5.05 (m,

1H), 5.29-5.35 (m, 1H), 6.59

(d, J=8.0Hz, 1H), 6.73 (s,

1H), 6.93 (d, J=8.0 Hz, 1H),

7.59-7.62 (m, 3H), 7.96 (s,

1H), 8.16-8.19 (m, 1H),

8.30-8.32 (d, J=8.0 Hz, 1H),

8.49 (d, J = 8.0 Hz, 1H),

8.61-8.62 (m, 1H), 9.35 (s,

1H), 11.06 (s, 1H).

182

759.5

1H NMR (400 MHz,

DMSO-d6): & 1.73-1.79 (m,

4H), 1.97-2.00 (m, 1H),

2.33-2.45 (m, 5H), 2.54-2.58

(m, 1H), 2.82-2.90 (m, 1H),

3.37 (t,J=6.4 Hz, 2H), 3.43-

3.49 (m, 6H), 3.81-3.84 (m,

2H), 4.16-4.20 (m, 1H),

4.22-4.26 (m, 2H), 4.43-4.47

(m, 1H), 5.02-5.06 (m, 1H),

5.31-5.34 (m, 1H), 6.63 (d. J

= 8.4 Hz, 1H), 6.78 (s, 1H),

6.93 (d, J = 8.4 Hz, 1H),

7.60-7.65 (m, 2H), 7.72 (d, J

= 6.0 Hz, 1H), 7.86 (s, 1H),

8.11-8.14 (m, 1H), 8.39 (d, J

=8.4Hz,1H),8.53(d, J=6.0

Hz, 1H), 8.57(d, J = 2.0 Hz,

1H), 9.53 (s, 1H), 11.06 (s,

1H), 12.42 (s, 1H).




183

1>

719.4

'H NMR (400 MHz, DMSO-

d6): & 2.03-2.07 (m, 1H),

2.18-2.24 (m, 2H), 2.54-2.62

(m, 1H), 2.84-2.94 (m, 1H),

3.17-3.20 (m, 3H), 4.67 (t, J

=6.4Hz,1H),5.01 (1, J=6.8

Hz, 1H), 5.11-5.15 (m, 1H),

5.32 (s, 2H), 6.97(d, J = 8.4

Hz, 1H), 7.33-7.36 (m, 1H),

7.45-7.52 (m, 2H), 7.58 (d, J

=1.6 Hz, 1H), 7.68 (d, J =

8.0Hz,1H),7.74 (d, J =5.6

Hz, 1H),7.89 (s, 1H), 7.91 (s,

1H), 8.14-8.16 (m, 1H), 8.25

(d,J=2.8Hz, 1H),8.41 (d,J

=8.4 Hz, 1H), 8.54-8.55 (m,

1H),8.58 (d,J =2.4 Hz, 1H),

9.56 (s, 1H), 11.12 (s, 1H),

12.49 (s, 1H).
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795.6

1H NMR (400 Hz, D6-

DMSO): $1.30-1.50 (m, 8H),

1.72-1.79 (m, 2H), 1.84 (s,

6H), 1.97-2.06 (m, 2H),

2.56-2.67 (m, 2H), 2.84-2.93

(m, 1H), 3.85-3.88 (m, 1H),

3.99 (s, 3H), 4.13-4.18 (m,

3H).4.21-4.24 (m, 1H), 4.29-

4.33 (m, 1H), 4.67-4.71 (m,

1H), 5.09-5.13 (m, 1H),

5.41-5.45 (m, 1H), 7.06 (d, J

=8.8Hz,1H),7.34(d,J=8.0

Hz, 1H), 7.41 (s, 1H), 7.66

(d,J=8.4Hz, 1H),7.62 (d,J

=5.6Hz,1H),7.82(d, J=8.4

Hz, 1H), 8.04 (s, 1H), 8.23-

8.29 (m, 1H), 8.37 (d, J=8.0

Hz, 1H), 8.55 (d, J = 5.6 Hz,

1H), 8.66 (s, 1H), 9.44 (s,

1H), 11.11 (s, 1H)..
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836.5

1H NMR (400 MHz,

DMSO0-d6): 6 0.67 (d, J=6.8

Hz, 3H), 0.83-0.88 (m, 3H),

1.97-2.02 (m, 2H), 2.31-2.33

(m, 1H), 2.46 (s, 3H), 3.51 (s,

1H), 3.66-3.72 (m, 2H),

4.22-4.26 (m, 2H), 4.34-4.42

(m, 4H), 4.49-4.51 (m, 2H),

4.68 (d, J = 10.0 Hz, 1H),

5.05(d, J=4.4 Hz, 1H), 5.32

(t.J=4.8 Hz, 1H), 6.58 (d.J

=9.6Hz,1H),6.99(d, J=7.2

Hz, 1H), 7.06 (s, 1H), 7.31

(d,J=8.0Hz, 1H), 7.47-7.53

(m, 2H), 7.58-7.63 (m, 4H),

7.69 (d, J=6.8 Hz, 1H), 7.77

(s, 1H), 7.96-7.99 (m, 1H),

8.31-8.33 (m, 2H), 8.40 (m,

1H), 8.48 (d. J = 6.0Hz, 1H),

8.98 (s, 1H), 9.45 (s, 1H).




186

|co

880.6

1H NMR (400 MHz,

DMSO0-d6): 50.72 (d, J=6.8

Hz, 3H), 0.96 (d, J = 6.4 Hz,

3H), 1.89-1.96 (m, 1H),

2.02-2.08 (m, 1H), 2.28-2.34

(m, 1H), 2.47 (s, 3H), 3.68-

3.70 (m, 1H), 3.75-3.80 (m,

1H), 3.88-3.92 (m, 4H),

4.20-4.39 (m, 5H), 4.40-4.58

(m,5H), 4.71 (d, J=10.8 Hz,

1H),5.10(d,J = 3.6 Hz, 1H),

6.95(d, J=8.8 Hz, 1H), 7.02

(d, J =7.6 Hz, 1H), 7.07 (s,

1H),7.34 (d,J=8.0 Hz, 1H),

7.46-7.53 (m, 1H), 7.56-7.67

(m, 4H), 7.70 (d, J = 7.6 Hz,

1H), 7.84 (s, 1H), 8.11-8.14

(m, 1H), 8.36-8.40 (m, 2H),

8.50(d, J=6.0 Hz, 1H), 8.58

(d, J=2.4Hz, 1H), 8.98 (s,

1H), 9.48 (s, 1H), 12.16-

12.29 (m, 1H).

187

924.6

1H NMR (400 MHz,

DMSO-d6): 60.71 (d, J=6.8

Hz, 3H), 0.95 (d, J = 6.8 Hz,

3H), 1.89-2.07 (m, 3H),

2.26-2.39 (m, 2H), 2.46 (s,

3H), 3.64-3.70 (m, 5H).

3.75-3.83 (m, 5H), 4.18-4.23

(m, 2H), 4.27-4.36 (m, 3H),

4.39-4.46 (m, 4H), 4.52-4.57

(m, 1H), 4.69-4.72(m, 1H),

5.08 (d, J=4.0 Hz, 1H), 6.95

(d,J=8.0Hz, 1H),7.01 (d, J

= 8.0 Hz, 1H), 7.05(s, 1H),

7.34 (d, J = 8.0 Hz, 1H),

7.47-7.51 (m, 1H), 7.55-7.60

(m, 4H), 7.70 (d, J = 8.0 Hz,

1H), 7.80 (s, 1H), 8.09-8.11

(m, 1H), 8.31-8.34 (m, 1H),

8.36-8.39 (m, 1H), 8.45 (d, J

=4.8 Hz, 1H), 8.55 (m, 1H),

8.98 (s, 1H), 9.41 (s, 1H).

188

[vs]

762.5

"H NMR (400 MHz, DMSO-

d6): & 2.02-2.08 (m, 1H),

2.51-2.78 (m, 6H), 2.85-2.94

(m, 1H), 3.86-3.92 (m, 2H),

4.38-4.40 (m, 2H), 4.45 (s,

2H), 4.98-5.03 (m, 1H),

5.09-5.15 (m, 1H), 5.40-5.45

(m, 1H), 6.88 (d, J = 8.8 Hz,

2H),6.99 (d. J=8.4Hz, 1H),

7.36-7.40 (m, 3H), 7.47 (d, J

=2.0 Hz, 1H), 7.61-7.67 (m,

2H), 7.82-7.85 (m, 2H),

8.14-8.17 (m, 1H), 8.37 (d. J

=8.0 Hz, 1H), 850 (d, J =

6.0 Hz, 1H), 8.58 (d, J=2.4

Hz, 1H), 9.48 (s, 1H), 11.12

(s, 1H), 12.22 (br, 1H).




189

N, N\nNH

|oo

'H NMR (400 MHz, DMSO-

d6): & 2.03-2.08 (m, 1H),

2.54-2.70 (m, 6H), 2.84 -2.92

(m, 1H), 4.98-5.03 (m, 1H),

5.10-5.16 (m, 1H), 5.27 (s,

2H), 5.39-5.45 (m, 1H), 6.89

(d, J = 8.8 Hz, 2H), 6.99 (d,

J=88Hz 1H), 740 (d. J =

8.8 Hz, 2H), 7.45-7.47 (m,

1H), 7.57 (d,J =2.0Hz, 1H),

7.65-7.70 (m, 2H), 7.86-7.91

(m, 2H), 8.14-8.17 (m, 1H),

8.39(d,J=8.0 Hz, 1H), 8.52

(d,J=6.4 Hz, 1H), 8.58 (d,

J=2.4Hz, 1H),9.52 (s, 1H),

11.12 (s, 1H), 12.37 (s, 1H).

190

Pz
N
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773.5

1H NMR (400 MHz,

DMSO-d6): & 1.84-1.89 (m,

2H), 1.95-2.03 (m, 3H),

2.31-2.39 (m, 4H), 2.81-2.88

(m, 2H), 3.45-3.55 (m, 12H),

3.68 (m, 2H), 4.10 (s, 3H),

4.24 (m, 1H), 5.00-5.04 (m,

1H), 5.03 (s, 1H), 6.55-6.58

(m, 1H), 6.70 (s, 1H), 6.94-

6.97 (m, 1H), 7.56-7.57 (m,

1H), 7.80-7.82 (m, 1H),

8.11-8.23 (m, 3H), 8.48-8.51

(m, 1H), 8.67-8.73 (m, 2H),

9.69 (s, 1H), 11.06 (s, 1H).

191
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773.5

1HNMR (400 MHz, DMSO-

d6): & 1.72-1.78 (m, 2H),

1.95-2.01 (m, 1H), 2.31-2.46

(m,4H), 2.54-2.67 (m, 2H),

2.82-2.91 (m, 1H), 2.95-3.02

(m, 1H), 3.44-3.52 (m, 8H),

3.58-3.60 (m, 2H), 3.73-3.76

(m, 2H), 3.97 (s, 3H), 4.07 (¢,

J = 8.0 Hz, 2H), 4.20-4.25

(m, 1H), 5.02-5.06 (m, 1H),

5.29-5.35 (m, 1H), 6.59-6.61

(m, 1H), 6.74-6.75 (m, 1H),

6.93-6.95 (d, J=8.0 Hz, 1H),

7.58-7.68 (m, 3H), 7.99 (s,

1H), 8.17-8.20 (m, 1H), 8.33

(d,J=8.0Hz, 1H),8.52 (d,J

=8.0 Hz, 1H), 8.63-8.64 (m,

1H), 9.39 (s, 1H), 11.07 (s,

1H).

192

1HNMR (400 MHz, DMSO-

d6): & 1.95-1.99 (m, 1H),

2.08 (s, 1H), 2.31-2.37 (m,

2H), 2.41-2.46 (m, 3H),

2.54-2.58 (m, 1H), 2.83-2.89

(m, 1H), 2.96-3.01 (m, 1H),

3.44-3.46 (m, 1H), 3.53-3.57

(m, 6H), 3.64-3.66 (m, 2H),

3.74-3.78 (m, 2H), 3.95 (s,

3H), 4.08 (t,J = 8.4 Hz, 2H),

4.21-4.23 (m, 1H), 5.01-5.06

(m, 1H), 5.30-5.33 (m, 1H),

6.60 (d, J=9.6 Hz, 1H), 6.75




(s, 1H), 6.93 (d, J = 8.4 Hz,

1H), 7.58-7.64 (m, 3H), 7.97

(s, 2H), 8.17-8.20 (m, 1H),

8.31(d,J=8.0Hz, 1H), 8.49

(d,J=5.6 Hz, 1H), 8.62-8.63

(m, 1H), 9.36 (s, 1H), 11.06

s, 1H);

193

798.5

1H NMR: (400 MHz,

DMSO-d6)
8: 11.07 (br s, 1H), 9.36 (s,

1H), 8.66 - 8.58 (m, 1H),

8.49 (d, J=5.8 Hz, 1H), 8.32

(d, J=8.2 Hz, 1H), 8.23 (s,

2H), 8.18 (dd, J=2.5, 8.7 Hz,

1H), 7.97 (s, 1H), 7.66 - 7.58

(m, 3H), 6.92 (d, J=8.7 Hz,

1H), 6.81 (br d, J=2.3 Hz,

1H), 6.69 - 6.63 (m, 1H),

5.16 - 5.08 (m, 1H), 5.08 -

5.02 (m, 1H), 4.47 (brs, 1H),

4.30 - 4.22 (m, 3H), 4.19 (s,

1H), 3.99 (s, 1H), 3.95 (s,

3H), 3.95 - 3.89 (m, 4H),

3.86 (br s, 3H), 3.49 - 3.48

(m, 2H), 2.92 - 2.81 (m, 1H),

2.74 (br d, J=6.5 Hz, 2H),

2.58 (br s, 1H), 2.54 (s, 2H),

2.30 - 2.26 (m, 1H), 1.98 (br

d,J=4.9Hz, 1H), 1.85-1.74

(m, 2H).

194

(@]

1HNMR (400 MHz, DMSO-

d6): & 1.93-2.11 (m, 2H),

2.54-2.74 (m, 5H), 2.54-2.93

(m, 1H), 3.95-3.98 (m, 2H),

4.31-4.34 (m, 2H), 4.49 (s,

3H), 4.67-4.73 (m, 1H),

5.04-5.14 (m, 2H), 5.41-5.47

(m, 1H), 6.67-6.69 (m, 1H),

6.82-6.83 (m, 1H), 6.99 (d, J

=8.0 Hz, 1H), 7.33-7.36 (m,

1H), 7.53-755 (m, 1H),

7.65-7.72 (m, 3H), 7.88 (s,

3H), 8.15-8.18 (m, 1H),

8.25-8.26 (m, 1H), 8.40 (d, J

=8.0 Hz, 1H), 8.52-8.54 (m,

1H), 8.58-8.59 (m, 1H), 9.54

s, 1H), 11.07 (s, 1H).

195
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786.5

1H NMR (400 MHz,

DMSO-d6): § 2.01-2.04 (m,

1H), 2.50-2.60 (m, 2H),

2.83-2.92 (m, 1H), 3.52-3.59

(m, 12H), 3.77-3.79 (m, 4H),

4.27-4.28 (m, 5H), 4.43-4.46

(m, 2H), 5.08-5.13 (m, 1H),

6.96 (d. J = 8.4 Hz, 1H),

7.32-7.34 (m, 1H), 7.41 (s,

1H), 7.67 (d, J = 8.0 Hz, 1H),

7.79 (d, J=8.4 Hz, 1H), 8.03

(s, 1H), 8.19-8.22 (m, 1H),

8.35(d, J=8.0Hz, 1H), 8.44

(s, 1H), 8.64-8.65 (m, 1H),

9.22 (s, 1H), 11.10 (s, 1H).
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968.6

1H NMR (400 MHz,

DMSO0-d6): 50.71 (d, J=6.8

Hz, 3H), 0.95 (d, J = 6.8 Hz,

3H), 1.89-2.07 (m, 3H),

2.27-2.35 (m, 2H), 2.46 (s,

3H), 3.57-358 (m, 5H),

3.63-3.68 (m, 4H), 3.76-3.81

(m, 5H), 4.17-4.19 (m, 2H),

4.27-4.34 (m, 3H), 4.39-4.46

(m, 4H), 4.52-4.57 (m, 1H),

4.69-4.72 (m, 1H), 5.09 (m,

1H), 6.95 (d, J = 8.8 Hz,

1H),7.01 (d, J = 8.8 Hz, 1H),

7.04 (s, 1H), 7.34 (d, J = 8.0

Hz, 1H), 7.47-7.51 (m, 1H),

7.60-7.64 (m, 4H), 7.70 (d, J

= 8.0 Hz, 1H), 7.83 (s, 1H),

8.09-8.14 (m, 1H), 8.34-8.38

(m, 2H), 8.49 (d, J = 4.8Hz,

1H), 8.55-8.56 (m, 1H), 8.97

(s, 1H), 9.47 (s, 1H).

197

(@]

1H NMR: (400 MHz,

CDCI3)
8:9.37 (s, 1H), 8.61 (d, J =

6.0 Hz, 1H), 8.51 (d, J =24

Hz, 1H), 8.24 (d, J = 8.0 Hz,

1H), 7.95 - 7.93 (m, 1H),

7.64 (d, J=8.0 Hz, 1H), 7.59

(s, 1H), 7.54 (d, J = 8.0 Hz,

1H), 7.4 (d, J = 6.0 Hz, 1H),

6.87 (d,J=8.0Hz, 1H), 6.76

(d, J =24 Hz, 1H), 6.50 -

6.48 (m, 1H), 5.44 - 5.41 (m,

1H), 4.96 (dd, J =5.2, 12.4

Hz, 1H), 4.31 - 4.27 (m, 1H),

4.07 - 4.02 (m, 5H), 3.94 (s,

3H), 359 (t, J = 12.4 Hz,

2H), 3.47 (t, J = 6.4 Hz, 2H),

2.92 - 2.78 (m, 3H), 2.65 -

2.48(m, 6H), 2.32 - 2.27 (m,

2H), 2.19 - 1.99 (m, 4H),

1.86 - 1.79 (m, 1H).

198
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1IHNMR (400 MHz,

CD30D): & 1.46-1.55 (m,

2H), 1.84-1.94 (m, 2H),

2.03-2.07 (m, 1H), 2.35-2.46

(m, 4H), 2.58-2.62 (m, 1H),

2.85-2.94 (m, 3H), 3.50-3.56

(m, 3H), 3.99 (m, 3H), 4.38-

4.44 (m, 1H), 5.11-5.16 (m,

1H), 5.28 (s, 2H), 5.31-5.34

(m, 1H), 6.80-6.82 (m, 1H),

6.95-7.01 (m, 3H), 7.18-7.22

(m, 1H), 7.45-7.48 (m, 1H),

7.57-7.58 (m, 1H), 7.66-7.68

(m, 1H), 7.75-7.81 (m,

1H),7.89-7.91 (m, 1H), 8.03

(s, 1H), 8.19-8.22 (m, 1H),

8.36-8.66 (m, 3H), 9.42 (br,

1H), 11.12 (s, 1H).




199

(@]

811.6

1H NMR (400 MHz,

CDCI3): & 1.71-1.98 (m,

6H), 2.06-2.15 (m, 8H),

2.46-2.57 (m, 2H), 2.57-2.88

(m, 4H), 2.96-3.10 (m, 2H),

3.43-3.56 (m, 3H), 3.94 (s,

3H), 4.05-4.20 (m, 2H),

4.91-5.01 (m, 1H), 5.05-5.26

(m, 1H), 5.31-5.42 (m, 1H),

6.82-6.94 (m, 1H), 7.14-7.23

(m, 1H), 7.31-7.45 (m, 2H),

7.48-7.65 (m, 2H), 7.73-7.81

(m, 1H), 7.89-7.99 (m, 1H),

8.19-8.28 (m, 1H), 8.38-8.67

(m, 3H), 9.32-9.42 (m, 1H).

200
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1H NMR (400 MHz,

DMSO-d6): & 1.23 (s, 4H),

1.50-1.54 (m, 4H), 1.97-2.03

(m, 2H), 2.33-2.37 (m, 2H),

2.40-2.46 (m, 2H), 2.54-2.67

(m, 2H), 2.83-2.92 (m, 2H),

3.31 (t, J =6.4 Hz, 2H), 3.41

(t.J=6.4 Hz, 2H), 3.82-3.85

(m, 2H), 4.14 (s, 3H), 4.16-

4.26 (m, 3H), 4.43-4.48 (m,

1H), 5.03-5.07 (m, 1H),

5.32-5.35 (m, 1H), 6.63-6.66

(m, 1H), 6.78 (s, 1H), 6.98

(d,J=8.8Hz,1H), 7.62 (d,J

=8.4Hz,1H),7.87(d,J=84

Hz, 1H), 8.20-8.26 (m, 3H),

8.53 (d, J=8.4 Hz, 1H), 8.70

(d,J=2.0Hz, 1H),8.76 (d.J

=6.8 Hz, 1H), 9.76 (s, 1H),

11.07 (s, 1H).

201
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1012.7

1H NMR (400 MHz,

DMSO0-d6): 60.72 (d, J=6.4

Hz, 3H), 0.95 (d, J = 6.4 Hz,

3H), 1.89-1.95 (m, 1H),2.03-

2.08 (m, 1H), 2.16-2.35 (m,

2H), 2.46 (s, 3H), 3.52-3.58

(m, 10H), 3.62-3.70 (m, 4H),

3.77-3.78 (m, 5H), 4.14-4.21

(m, 2H), 4.27-4.34 (m, 3H),

4.39-4.47 (m, 4H), 4.52-4.57

(m, 1H), 4.70-4.72(m, 1H),

5.09-5.10 (m, 1H), 6.95-7.04

(m, 3H), 7.34 (d, J = 8.0 Hz,

1H), 7.47-751 (m, 1H),

7.58-7.62 (m, 2H), 7.65-7.73

(m, 3H), 7.87 (s, 1H), 8.11-

8.14 (m, 1H), 8.36-8.40 (m,

2H), 8.53 (d, J = 6.4Hz, 1H),

8.56-8.58 (m, 1H), 8.97 (s,

1H), 9.54 (s, 1H).

202

[os]

800.6

1H NMR (400 MHz,

DMSO-d6): & 1.66-1.82 (m,

3H), 1.95-2.00 (m, 1H),

2.28-2.47 (m, 6H), 2.54-2.60

(m, 1H), 2.81-2.91 (m, 4H),

2.97-3.11 (m, 2H), 3.34-3.38

(m, 1H), 3.66-3.69 (m, 2H),




3.78-3.86 (m, 2H), 3.96 (s,

3H), 4.07-4.11 (m, 2H),

4.19-4.23 (m, 3H), 5.00-5.07

(m, 1H), 5.29-5.35 (m, 1H),

6.58-6.64 (m, 1H), 6.73-6.78

(m, 1H), 6.91-6.96 (m, 1H),

7.57-7.67 (m, 3H), 7.95-8.00

(m, 1H), 8.15-8.21 (m, 1H),

8.29-8.35 (m, 1H), 8.48-8.54

(m, 1H), 8.60-8.66 (m, 1H),

9.38 (s, 1H), 11.05 (s, 1H).

203

7775

1H NMR: (400MHz, DMS0-

d6): 8: 11.13 (s, 1H), 9.37 (s,

1H), 8.96 (d, J = 2.5 Hz, 1H),

8.81(d,J=2.5Hz,1H),8.51

(d,J=5.8Hz, 1H),8.35 (d,J

=8.2 Hz, 1H), 8.25 (s, 1H),

8.10(d, J=0.9 Hz, 1H), 7.79

(d, J =83 Hz, 1H), 7.74 -

7.67 (m, 1H), 7.63(d, J=5.6

Hz, 1H), 7.41 (d, J = 2.1 Hz,

1H),7.33(dd, J=2.3,8.3 Hz,

1H), 5.19 - 5.04 (m, 1H),

4.60(dd,J=3.9,5.4 Hz, 2H),

4.32 - 4.22 (m, 2H), 3.96 (s,

3H), 3.86 - 3.81 (m, 2H),

3.79 - 3.74 (m, 2H), 3.65 -

3.52 (m, 12H), 2.92 - 2.82

(m, 1H), 2.63 - 2.54 (m, 2H),

2.07-1.97 (m, 1H)

204

755.4

1H NMR (400 MHz,

CDCI3): 6 1.98-2.03 (m,

2H), 2.18-2.22 (m, 2H),

2.69-2.77 (m, 4H), 5.33-5.36

(m, 1H), 5.48-5.52 (m, 1H),

6.86 (d, J=8.4 Hz, 1H), 7.05

(dd,J=2.4,8.4Hz, 1H), 7.22

(d,J=4.8 Hz, 1H), 7.32 (dd,

J=20,84Hz, 1H), 7.37 (d,

J=72Hz, 2H), 7.49 (d, J =

1.6 Hz, 1H), 7.80 (d, J = 8.4

Hz, 1H), 7.87 (d, J = 8.8 Hz,

1H),8.20 (d,J=2.8 Hz, 1H),

8.35 (s, 1H), 8.57 (d. J=6.0

Hz, 1H), 9.38 (s, 1H).

205

1>

1IHNMR (400 MHz,

CD30D): § 1.44-1.58 (m,

2H), 1.84-1.91 (m, 2H).

2.04-2.07 (m, 3H), 2.34-2.44

(m, 4H), 2.62-2.93 (m, 7H),

3.46-3.49 (m, 2H), 3.99 (m,

3H), 4.14-4.17 (m, 2H),

4.39-4.42 (m, 1H), 5.11-5.15

(m, 1H), 5.32-5.34 (m, 1H),

6.63-6.64 (m, 1H), 6.75-6.78

(m, 2H), 6.95-6.97 (m, 1H),

7.09-7.13 (m, 1H), 7.36-7.38

(m, 1H), 7.43 (s, 1H), 7.66-

7.73 (m, 2H), 7.83-7.85 (m,

1H), 8.02 (s, 1H), 8.20-8.22

(m, 1H), 8.36-8.38 (m, 1H),

8.53-8.55 (m, 1H), 8.66 (s,




1H), 9.43 (s, 1H), 11.12 (s,

1H).

206
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1HNMR (400 MHz, DMSO-

d6): & 1.97-2.00 (m, 1H),

2.32-2.37 (m, 2H), 2.42-2.46

(m,2H), 2.54-2.58 (m, 2H),

2.82-2.91 (m, 1H), 2.95-3.01

(m, 1H), 3.44-3.46 (m, 2H),

3.53-3.56 (m, 10H), 3.62-

3.64 (m, 2H), 3.72-3.75 (m,

2H), 4.02 (s, 3H),4.06 (t,J =

8.0 Hz, 2H), 4.20-4.24 (m,

1H), 5.02-5.06 (m, 1H),

5.29-5.34 (m, 1H), 6.58-6.60

(m, 1H), 6.73-6.75 (m, 1H),

6.95 (d, J=8.0 Hz, 1H), 7.58

(d,J=8.0Hz,1H), 7.69 (d,J

=8.0 Hz, 1H), 7.82-7.84 (m,

1H), 8.06 (s, 1H), 8.19-8.22

(m, 1H), 8.39 (d, J = 8.0 Hz,

1H), 8.58-8.59 (m, 1H),

8.65-8.66 (m, 1H), 9.49 (s,

1H), 11.07(s, 1H).
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1H NMR (400 MHz,

DMSO-d6): §: 11.13 (s, 1H),

9.57 (d,J=7.2 Hz, 1H), 9.13

(d,J=2.4 Hz, 1H), 8.63 (dd,

J=25,8.8 Hz, 1H), 8.31 (d,

J=8.2Hz 1H), 7.87 - 7.77

(m, 3H), 7.59 - 7.48 (m, 1H),

7.45-7.39 (m, 2H), 7.35 (dd,

J=23,8.3Hz 1H), 7.05 (d,

J=8.8Hz, 1H),5.11(dd, J=

5.3,12.8 Hz, 1H),4.53 - 4.48

(m, 2H), 4.32 - 4.27 (m, 2H),

3.81 - 3.76 (m, 4H), 3.62 -

3.58 (m, 4H), 3.55 (dd, J =

2.8, 55 Hz, 4H), 3.52 (s,

4H), 2.94 - 2.84 (m, 1H).

2.65 - 2.54 (m, 2H), 2.09 -

2.00 (m, 1H).
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1H NMR (400 MHz,

DMSO-d6): & 1.99-2.06 (m,

1H), 2.52-2.61 (m, 2H),

2.83-2.92 (m, 1H), 3.52-3.63

(m, 12H), 3.76-3.84 (m, 4H),

3.97 (s, 3H), 4.19-4.23 (m,

2H), 4.26-4.32 (m, 2H),

4.45- 50 (m, 1H), 5.08-5.13

(m, 1H), 6.52 (d, J = 8.8 Hz,

1H), 7.33-7.35 (m, 1H), 7.43

(d,J=2.0Hz, 1H),7.60 (d, J

=8.0Hz,1H),7.71(d,J=6.0

Hz, 1H), 7.80 (d, J = 8.4 Hz,

1H), 7.92 (s, 1H), 8.00-8.03

(m, 1H), 8.31 (d, J = 8.4 Hz,

1H),8.52 (d, J=6.0 Hz, 1H),

8.58 (d, J=2.0 Hz, 1H), 9.40

(s.1H),11.11 (s, 1H).
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800.5

1H NMR (400 MHz,

CDCI3): 6 1.70 (s, 6H), 2.12-

2.18 (m, 1H), 2.48-2.59 (m,

4H), 2.76-2.84 (m, 2H),

2.86-2.93 (m, 1H), 3.39 (s,

2H), 3.52 (s, 2H), 3.67-3.69

(m, 2H), 3.72-3.75 (m, 2H),

3.91-3.94 (m, 2H), 4.12 (s,

3H), 4.28-4.36 (m, 4H),

4.93-4.99 (m, 1H), 6.99 (d, J

=8.8 Hz, 1H), 7.19-7.24 (m,

1H),7.37 (d,J=2.0 Hz, 1H),

7.70-7.82 (m, 4H), 8.16-8.19

(m, 2H), 8.40 (d, J = 8. Hz,

1H), 8.70-8.72 (m, 2H), 9.61

(s, 1H).
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1H NMR (400 MHz,

DMSO-d6): &: 15.03 (br s,

1H), 11.18 - 10.95 (m, 2H),

9.55 (s, 1H), 8.64 (brd, J=6.5

Hz, 1H), 8.30 (br d, J=8.3

Hz, 1H), 8.09 (br d, J=6.9

Hz, 1H), 7.81 (br d, J=8.5

Hz, 1H), 7.48 - 7.23 (m, 4H),

5.11 (br dd, J=5.0, 12.7 Hz,

1H), 4.30 (brs, 2H), 4.11 (br

d, J=13.1 Hz, 2H), 4.02 (s,

3H), 3.78 (br s, 2H), 3.70 -

3.48 (m, 18H), 3.19 (br s,

3H), 2.96 - 2.82 (m, 1H),

2.62 - 2.55 (m, 3H), 2.04 (br

s, 3H).

211

784.6

1H NMR (400 MHz,

CDCI3): 5:9.33 (s, 1H), 8.59

(d,J=5.6 Hz, 1H),8.47 (d,J

=2.1Hz,1H),8.21(d,J=8.2

Hz,1H),7.92 (dd, J=2.3,8.3

Hz, 1H), 7.65 (d, J = 8.2 Hz,

1H),7.55(s,1H), 7.49(d.J =

8.0 Hz, 1H), 7.34 (d. J = 6.0

Hz, 1H), 6.86 - 6.77 (m, 2H),

6.55 (br d, J = 6.8 Hz, 1H),

5.17 (quin, J = 6.9 Hz, 1H),

4.93 (dd, J = 5.1, 12.0 Hz,

1H), 4.49 (br s, 1H), 4.25 (br

t,J=7.5Hz, 2H),3.96 - 3.84

(m, 5H), 357 - 3.35 (m,

10H), 2.93 - 2.66 (m, 7H),

2.39 - 2.27 (m, 2H), 2.16 -

2.08 (m, 1H), 1.93 - 1.82 (m,

2H).

212

769.5

1H NMR (400 MHz,

CDCI3): 6:9.39 (s, 1H), 8.61

(d,J=6.0Hz, 1H), 8.52 - 8.43

(m, 2H), 8.32 - 8.04 (m, 2H),

7.93 (dd, J=2.6, 8.6 Hz, 1H),

7.63 (d, J=8.3 Hz, 1H), 7.59

(s, 1H), 7.53 (dd, J=1.4, 8.1

Hz, 1H), 7.42 (d, J=6.0 Hz,

1H), 6.85 (d, J=8.5 Hz, 1H),

6.78 (d, J=2.0 Hz, 1H), 6.52

(dd, J=2.1, 8.3 Hz, 1H), 5.46




- 535 (m, 1H), 4.93 (dd,

J=5.2, 12.4 Hz, 1H), 4.61 -

4.43 (m, 2H), 4.29 - 4.27 (m

2H), 4.27 - 4.21 (m, 2H),

4.20 - 4.16 (m, 2H), 4.00 -

3.89 (m, 5H), 3.78 - 3.63 (m,

4H), 2.92 - 2.67 (m, 3H),

2.64 - 2.55 (m, 2H), 2.51 (td,

J=3.5, 7.0 Hz, 2H), 2.16 -

2.08 (m, 1H).

213

785.5

1H NMR (400 MHz,

CDCI3): 5:9.38 (s, 1H), 8.59

(d,J=5.9Hz, 1H),8.48 (d, J

=2.3Hz,2H),8.22(d,J=8.0

Hz, 1H),7.92 (dd, J=2.6,8.5

Hz, 1H), 7.61 - 7.55 (m, 2H),

7.49(dd,J=1.3,8.1Hz,1H),

7.40(d, J=6.0 Hz, 1H), 6.85

(d,J=8.5Hz, 1H),6.72 (d,J

= 2.0 Hz, 1H), 6.45 (dd, J =

2.1,83 Hz, 1H), 547 - 5.35

(m, 1H), 492 (dd, J = 5.3,

12.2 Hz, 1H), 4.39 - 4.27 (m,

1H), 4.07 - 3.95 (m, 5H),

3.93 (s, 3H), 3.72 - 3.64 (m,

4H), 3.57 (ddd, J = 3.7, 5.8,

11.9 Hz, 4H), 2.91 - 2.76 (m,

3H), 2.59 (ddd, J = 4.0, 6.9,

13.4 Hz, 4H), 2.52 - 2.43 (m,

2H), 2.32 - 2.23 (m, 2H),

2.16 - 2.07 (m, 1H).
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2813. EI compuesto de conformidad con cualquiera de las reivindicaciones 1-27 a 12, en donde

el compuesto tiene una estructura quimica seleccionada de las Formulas CI hasta CV:

Formula CI

R”JS

R 198 R"':” " AC):
R105

1'37 =X i} R-ms

St c e

Formula CII



HWE

R1U4

R111 -
Aol o Soete T
N! 0 N

Formula CIII
115
108 Rm R”u R Rﬂ:la
an
Formula CIV

p115 R"g piaeR's

RHE
Rioe
RIEFUW RmR”? R N\@gﬂ {):

Formula CV

en donde:

R es 12 sustituyentes independientemente seleccionados de H, alquilo de Ci.s,
halégeno, haloalquilo de C1.6 0 ciano;

R se selecciona de H, alquilo de Cis, 0 haloalquilo de Ci.s—cicloalguilo—o
boomsoenalongle:

R1% es 12 sustituyentes independientemente seleccionados de H, alquilo de Ci.s,
halégeno, haloalquilo de C1.6 0 ciano;

R4 es 1-2 sustituyentes independientemente seleccionados de H, alquilo de Cis,
haldgeno, haloalquilo de Ci.6 0 ciano;

R1% es 1-2 sustituyentes independientemente seleccionados de H, alquilo de Ci.s,
haldgeno, haloalquilo de C1.6 0 ciano;

R106, R107, R109, RllO’ Rlll’ RllZ, Rll3, Rll4, R116, R117, RlZO’ RlZl’ R126, R127, RlZZ y R123
se seleccionan cada uno independientemente de H, alquilo_de Ci, halégeno o
haloalquilo de Ci.;

R1% es 1-2 sustituyentes independientemente seleccionados de H-alguile, haldgeno:

halealguile, ciano 0 metoxi;

RU5 se selecciona-dees Hr-alquilo-y-halealguilo;

R18 y R19 s seleccionan independientemente de Hy-alguile; 0 haldgeno-e-halealguile,
o R'® y R tomados juntos con el &tomo de carbono al que se unen representan
un anillo cicloalquilo o heterocicloalquilo de 3—6 miembros, tal como ciclopropano

0 un oxetano;



R4y R?° s seleccionan independientemente de Hi-alguite: 0 haldgeno-o-halealquile,
o R'?* y R'% tomados juntos con el &tomo de carbono al que se unen representan
un anillo cicloalquilo o heterocicloalquilo de 3—6 miembros, tal como ciclopropano
0 un oxetano;

G es un fenilo o un anillo heteroarilo de 5 0 6 miembros; y

Zes CHz2 0 C=0.

2914. Una composicion que comprende un compuesto bifuncional de conformidad con

cualquiera de las reivindicaciones 1-28 a 13, y un vehiculo aceptable farmacéuticamente.
















REIVINDICACIONES

1. Un compuesto bifuncional que tiene la estructura quimica:
ULM—L—PTM,
0 una de sus sales aceptables farmacéuticamente,
en donde:

la ULM esté representada por la estructura:

— — en donde:

es H, Ci¢ alquilo, C1.6 haloalquilo, Ci1.6 alquilo-OH, o ciclopropilo;

Ry es H;

R es H, etilo, isopropilo, tert-butilo, sec-butilo, ciclopropilo, ciclobutilo,
ciclopentilo, o ciclohexilo;

/

@) 0 V\//\,V
Ry2 AN ;_sj 0 N
g—N\ g—N\»:E\_(Rm) _Nm— E)N QN
Ri1 es Riz N p;§ | = (R18)p; | / o‘ / ;

pes0,1,2 3,04

cada Rig es independientemente halo, alcoxi, ciano, alquilo, haloalquilo, haloalcoxi;
Rz es H, C=0;

Riz es H, C1.6 alquilo, o Cialquilcarbonilo; y

Ri1s se selecciona del grupo que consiste en H, halégeno, CN, OH, y NO;

1

en donde la linea discontinua indica el punto de acoplamiento de una porcion de

enlazador quimico;

o0 en donde la ULM esté representada por la estructura:

(@)



e ”% recd

(d)

(e) (Fen donde:

W se selecciona del grupo que consiste en CHz, CHR, C=0, SO, y NH;

cada X se selecciona independientemente del grupo que consiste en O, S, y Ho;

Y se selecciona del grupo que consiste en CHz, -C=CR’, NH, O, y S;

Z se selecciona del grupo que consiste en O, S, y Hy;

G y G’ se seleccionan independientemente del grupo que consiste en H, alquilo, OH,
R’OCOOR, R’OCONRR?”, y bencilo opcionalmente sustituido con R’;

Q1, Q2, Qs, y Q4 representan un carbono C sustituido con un grupo independientemente
seleccionado de R’, N o N-6xido;

A se selecciona independientemente del grupo H, Cl y F;

R comprende -CONR’R”, -OR’, -NR’R”, -SR’, -SO2R’, -SO,NR’R”, -CR’R”-,
CR’NR’R”-, -P(O)(OR”*)R”, -P(O)R’R”, -OP(O)(OR’)R”, -OP(O)R’R”, -Cl, -F, -Br, -I,
CF3, -CN, -NR’SO2NR’R”, -NR’CONR’R”, -CONR’COR”, -NR’C(=N-CN)NR’R”, -
C(=N-CN)NR’R”, -NR’C(=N-CN)R”, -NR’C(=C-NO2)NR’R”, -SO,NR’COR”, -NO, -
CO2R’, -C(C=N-OR”)R”, -CR’=CR’R”, -CCR’, -S(C=0)(C=N-R”)R”, -SFs, 0 -OCFs3;

R’ y R” se seleccionan independientemente del grupo que consiste en un enlace, H, N, N-
oxido, 0 -C(=0O)R;

~nne representa un enlace que puede ser estereoespecifico ((R) o (S)) o no estereoespecifico;

y
en donde n es un numero entero de 1-4;

la PTM esta representada mediante una estructura quimica seleccionada del grupo que consiste en:
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en donde:

R!, R? y R® se seleccionan independientemente de H, metilo, etilo, 2-fluoroetilo y 2,2,2-
trifluoroetilo;

R*y R® se seleccionan independientemente de H, metilo, etilo y halogeno; y

R® es 1 a 2 sustituyentes independientemente seleccionados de H, metilo, etilo y halégeno;

o la PTM se representa mediante una estructura quimica seleccionada del grupo que consiste en:
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en donde:

R?, R? y R3 se seleccionan independientemente de H, Ci.6 alquilo opcionalmente sustituido
1-3 veces con halo; y
R’, R8 R%y R%son 1 a 8 sustituyentes independientemente seleccionados de H, C1.6 alquilo,
Ci.6 haloalquilo, halégeno, hidroxilo, amino, acetilamino, o ciano; y
el L esta representado por la férmula:
-(A)g-,
en donde:
A es un grupo que se conecta a la porcion ULM o PTM; y
g es un numero entero mayor que o igual a 1,
en donde A se selecciona del grupo que consiste en, un enlace, CR-'R"?, O, S, SO, SO,
NR-%, SO,NR:, SONR"®, CONR"®, NR-®*CONR"*, NR“*SO,NR"“*, CO, CR"'=CR"?, C=C,
SiR“'RY?, P(O)R“!, P(O)OR'!, NR“*C(=NCN)NR“*, NR-3C(=NCN), NR-*C(=CNO,)NR“*,

cicloalquilo de Cs.11 opcionalmente sustituido con grupos 0-6 R y/o RY2, heterociclilo de 3-11




miembros opcionalmente sustituido con grupos 0-6 R-! y/o RY?, Cg.aq arilo opcionalmente
sustituido con grupos 0-6 R“*y/o R, heteroarilo de 6-10 miembros opcionalmente sustituido con
grupos 0-6 R y/o RY2, donde R 0 R'2, cada uno independientemente se unen opcionalmente a
otros grupos para formar Cz.11 cicloalquilo y/o heterociclilo de 3-11 miembros, opcionalmente
sustituidos con grupos 0-4 R;

R, RY2, RE, R y RY® son, cada uno independientemente, H, halo, alquilo de Ci.s, OCi-
galquilo, SCisalquilo, NHCisalquilo, N(Cisalquilo)z, Csiicicloalquilo, heterociclilo de 3-11
miembros, OCi.gcicloalquilo, SCi-gcicloalquilo, NHCy.gcicloalquilo, N(Ci-gcicloalquilo)2, N(Cx-
gcicloalquilo)(Cigalquilo), OH, NH., SH, SO:Cisalquilo, P(O)(OCigalquilo)(Ci-salquilo),
P(O)(OCi.salquilo),, CC-Cigalquilo, CCH, CH=CH(Ci.salquilo), C(Ci-galquilo)=CH(C;-
galquilo), C(Ci-salquilo)=C(Ci-salquilo)2, Si(OH)3, Si(Ci-salquilo)s, Si(OH)(Ci-salquilo)2, COCi.
galquilo, CO-H, hal6geno, CN, CF3, CHF2, CH:F, NO2, SFs, SO.NHCi.salquilo, SO>N(C:-
galquilo)2, SONHC:.salquilo, SON(Ci.galquilo),, CONHC1galquilo, CON(Ci-salquilo)2, N(Ci-
galquilo)) CONH(C1galquilo), N(C1-salquilo)CON(C1-galquilo)z, NHCONH(C:-salquilo),
NHCON(C1-galquilo)., NHCONH2, N(C1-salquilo)SO2NH(C1-salquilo), N(Ci-galquilo) SO2N(Cs-
galquilo)2, NH SO>NH(C1-salquilo), NH SO2N(C1-salquilo)2, NH SO2NH>.

2. El compuesto de conformidad con la reivindicacion 1, en donde la PTM se representa

mediante una estructura quimica seleccionada del grupo que consiste en:
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3. El compuesto de conformidad con la reivindicacién 1 o reivindicacion 2, en donde la ULM

comprende un grupo seleccionado de la estructura que consiste en:
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en donde el anillo fenilo en la ULM-al hasta la ULM -al5, ULM -b1 hasta la ULM-b12, ULM-c1
hasta la ULM-c15 y ULM-d1 hasta la ULM-d9 se sustituye opcionalmente con fluor, y en donde

la linea discontinua indica el punto de acoplamiento de la porcion de enlazador quimico.

4.  El compuesto de conformidad con la reivindicacién 1 o reivindicacién 2, en donde la CLM

tiene una estructura quimica representada por:

en donde:
W se selecciona independientemente del grupo CH2, C=0, y NH;
R se selecciona independientemente de un H, metilo, alquilo;
~nne representa un enlace que puede ser estereoespecifico ((R) o (S)) o no estereoespecifico;

y
Rn comprende un grupo enlazador quimico (L).

5. El compuesto de conformidad con cualquiera de las reivindicaciones 1, 2, 0 4, en donde la

CLM tiene una estructura quimica representada por:
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en donde las lineas discontinuas indican los puntos de acoplamiento del enlazador.

6. El compuesto de conformidad con cualquiera de las reivindicaciones 1 a 5, en donde el
enlazador (L) comprende un grupo representado por una estructura general seleccionada del
grupo que consiste en:

-N(R)-(CH2)m-O(CH2)n-O(CH2)o-O(CH2),-O(CH2)4-O(CH2)-OCH2-,

-O-(CH2)m-O(CH2)-O(CH2)o-O(CH2),-O(CH2)4-O(CH2)-OCH2-,

-0-(CH2)m-O(CH2)n-O(CH2)o-O(CH2),-O(CH2)4-O(CH2)-0O-;

-N(R)-(CH2)m-O(CH2)n-O(CH2),-O(CH2),-O(CH2)4-O(CH2)-O-;

-(CH2)m-O(CH2)n-O(CH2)o-O(CH2)p-O(CH2)4-O(CH2),-0O-;

-(CHZ)m-O(CHZ)n-O(CH2)0-O(CH2)p-O(CH2)q-O(CH2)r-OCH2-;

\ / O(CH2)mO(CH2),O(CH2),O(CH3)qOCH;

O(CH2)mO(CH3),O(CH;),0(CH;)qOCH,

O(CH2)mO(CH3),O(CH;),0(CH;)qOCH,

O(CH,),, CHz)nOCHz

NH :
NH :
@ (CH2)mO(CH3)hO(CH2),0(CH3)qOCH,
NH :

O(CH5),,©O(CH,),OCH,

HN\/

k@frq —(CH2)mOCH,

en donde cada m, n, o, p, g, y I, es independientemente 0, 1, 2, 3, 4, 5, 6, con la salvedad de que
cuando el numero es cero, no hay enlace N-O o O-O; R se selecciona del grupo H, metilo o etilo,

y X se selecciona del grupo Ho F;
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7.  El compuesto de conformidad con cualquiera de las reivindicaciones 1 a 5, en donde el

enlazador (L) se selecciona del grupo que consiste en:
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8.  El compuesto de conformidad con cualquiera de las reivindicaciones 1 a 5, en donde el

enlazador (L) se selecciona del grupo que consiste en:
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en donde cada ny m es independientemente 0, 1, 2, 3, 4, 5, 0 6.

9.  El compuesto de conformidad con cualquiera de las reivindicaciones 1 a 5, en donde el L
comprende la siguiente estructura quimica:

- )o-2
& e, @

en donde:
Wy W2 son cada uno independientemente un anillo de 4-8 miembros con 0-4

VL1 (YL

heterodtomos, opcionalmente sustituidos con RQ, cada RQ es independientemente un H,
halo, OH, CN, CFj, alquilo de C1-C6 (lineal o ramificado), alcoxi de C1-C6 (lineal o
ramificado), o 2 grupos RQ tomados juntos con el &tomo al que se unen para formar un
sistema de anillos de 4-8 miembros que contiene 0-4 heteroatomos;

Y es cada uno independientemente un enlace, alquilo de C1-C6 lineal o ramificado,
opcionalmente sustituido con 1-3 hal6genos y opcionalmente uno 0 mas atomos de C se
reemplazan con O; o alcoxi de C1-C6 lineal o ramificado, opcionalmente sustituido con
1-3 halogenos; y

una linea discontinua indica el punto de acoplamiento a las porciones PTM o ULM.

10. El compuesto de conformidad con las reivindicaciones 1 a 5, en donde L comprende la

siguiente estructura quimica:

en donde:

Wy W2 son cada uno independientemente arilo de Ce-10, heteroarilo de 6-10 miembros,
cicloalquilo de 3-11 miembros, heterociclico de 3-10 miembros, o alquilo de C16, cada
uno opcionalmente sustituido con R?, cada R? es independientemente un H, halo, OH,
CN, CF3, hidroxilo, nitro, C=CH, alquenilo de Czs, alquinilo de Czs, alquilo de C1-Cs
lineal o ramificado), alcoxi de C:-Cs (lineal o ramificado), OCy-zalquilo (opcionalmente

sustituido por 1 0 mas —F), OH, NH,, NRY!RY? CN, 0 2 grupos R? tomados juntos con



11.

12.

el atomo al que se unen para formar un sistema de anillos de 4-8 miembros que contiene
0-4 heteroatomos;

Y es cada uno independientemente un enlace, NR'", O, S, NRY:2 CRYHRYE2 C=0, C=S,
SO, SO», C1-Cs alquilo (lineal o ramificado) y opcionalmente uno o més atomos de C se
reemplazan con O; C1-Cs alcoxi (lineal, ramificado, opcionalmente sustituido);

Q" es un anillo aliciclico o aromético de 3-6 miembros con 0-4 heteroatomos, que
opcionalmente establecen puentes, opcionalmente sustituido con 0-6 R®, cada R® es
independientemente H, o alquilo de C1.6 lineal o ramificado, opcionalmente sustituido por
1 0 més halo o alcoxi de Ci-6, 0 2 grupos R° tomados juntos con el atomo al que se unen
para formar un sistema de anillos de 3-8 miembros que contiene 0-2 heteroatomos;

RY:, RYL2 son cada uno independientemente H, OH, alquilo de Ci.s lineal o ramificado,
opcionalmente sustituido por 1 o0 mas halo o alcoxilo de C1., 0 RY, R? junto con el a&tomo
al que se unen para formar un sistema de anillos de 3-8 miembros que contiene 0-2
heterodtomos;

nes0-10;y

una linea discontinua indica el punto de acoplamiento a las porciones PTM o ULM.

El compuesto de conformidad con cualquiera de las reivindicaciones 1 a 5, en donde el L es
un grupo polietilenoxi opcionalmente sustituido con arilo de Ce-10 que comprende de 1 a 10
unidades de etilenglicol.

El compuesto bifuncional de cualquiera de las reivindicaciones 1 a 11, en donde el

compuesto se selecciona del grupo que consiste en los siguientes compuestos:

Estructura (M+H)*| Datos de NMR |Actividad*

THNMR (400 MHz,
MeOD) : 5 9.39 (s, 1H),
882 (s, 1H), 8.47-8.45
(m, 2H), 8.33 (d, J = 8.0
Hz, 1H), 8.05 (d, J = 6.4
Hz,1H), 7.81 (s, 1H),
7.73 (d, 3 = 6.0 Hz, 1H),
o oH 7.63 (d, J = 6.0 Hz, 1H),
Nz omowo/vo%w#,\fl) 8643 |743736 (m, ah), 692
o (d, J = 8.4 Hz,1H), 4.78
° Nm (s, 1H), 4.69-450 (m,
S/J“ 5H), 4.43-4.31 (m, 1H),
4.04-4.02 (m, 2H), 3.87-
385 (m, 3H), 3.73-
364(m, 9H), 240 (s,
3H), 2.25-2.19 (m, 1H),
2.15-2.10 (m, 1H ), 1.03
(s, 9H).

\_/

IH NMR (400 MHz
CDCly): 8 9.29 (s, 2H),

8.52-8.51(m, 1H), 8.50
X

| (s, 1H), 8.11(d, J =
N/ O/\/O\/\O/\/O\/\NH 6933
o) 8.0Hz, 1H), 7.81(d, J =

N q 8.0 Hz, 1H), 7.54(s, 1H),
NH

750-7.35 (m, 3H),
0 O
6.96(d, J = 7.2 Hz, 1H),

N=—

Iz




6.83-6.81 (m, 2H), 6.39

(s, 1H), 4.93-4.91(m,
1H), 4.53 (s, 2H), 3.88 (s,
2H), 3.72-3.3.60

(m,10H), 3.40-3.30 (m,
2H), 2.88-2.70 (m, 3H),
2.15-2.10(m, 1H).

/’ o\/\o/\/o\/\NH o
X N
@N&CMQB
N/\\ NH Y g NH

IH NMR (400 MHz
CDCly): § 9.32 (s, 1H),
8.67(s, 1H), 8.46-8.54
(m, 2H), 8.15 (d, J = 8.0
Hz, 1H), 7.87(d, J = 8.0
Hz, 1H), 7.58 (s, 1H),
7.35-7.47 (m, 2H), 7.26
(s, 1H), 6.85-6.99 (m,
3H), 6.48 (s, 1H), 4.92
(m, 1H), 456-4.58 (m,
2H), 3.93 (s, 2H), 3.41-
3.77 (m, 9H), 2.71-2.85
(m, 3H), 2.02 (s, 1H).

A

AN
| | O\/\O/\/O\/\O/\/O\/\NH

37.4
a8
O O

IH NMR (400 MHz
CDCly): 8 9.30 (s, 1H),
8.90(br, 1H), 8.52 (d, J =
5.6 Hz,1H), 8.42 (d, J =
2,8 Hz, 1H), 8.14(d, J =
8.0 Hz ,1H), 7.49 (dd, J =
24,88 Hz, 1H), 7.57 (s,
1H), 7.26-7,46 (m, 3H),
6.97 (d, J = 7.2 Hz, 1H),
6.81-6.87 (m, 2H), 6.35-
6.46 (m, 1H), 4.89-4.98
(m, 1H), 454 (t, J = 4.8
Hz, 2H), 3.90 (t, J = 4.8
Hz, 2H), 3.61-3-74 (m,
15H), 3.37-3.81 (m, 2H),
2.65-2.92(m, 3H), 2.07-
2.15(m, 1H).

A

820.4

908.4

o
856.5

'H NMR (400MHz,
MeOD): 3 8.85 (s, 1H),
8.71 (d, J = 7.6 Hz, 1H),
7.70 (d, J = 8.0 Hz, 1H),
7.55 (d, J = 8.0 Hz, 1H),
7.34-7.42 (m, 5H), 7.22-
7.23(m, 1H),6.76 (d,J =
7.6 Hz, 1H), 4.68 (s, 1H),
4.47-4.57 (m, 4H), 4.30-
439 (m, 1H), 4.05 (s,
3H), 3.56-4.87 (m, 23H),
2.64(s, 4H), 2.45 (s, 3H),




2.19 (br, 1H), 2.04 (br,
1H), 1.03 (s, 9H).

THNMR (400 MHz,
CD;OD): 5 1.02 (s, 9H),
2.07-2.25 (m, 4H), 2.46
(s, 3H), 3.04 (s, 6H),
o 365371 (m, 10H),
' 3.78-3.86 (M, 2H), 4.01-
4.06 (m, 2H), 4.18-4.21
(m, 2H), 4.32-4.36 (m,
1H), 4.50-4.60 (m, 3H),
4.68-4.70 (m, 1H), 6.88
(d, = 9.2 Hz, 2H), 7.23-
7.26 (m, 1H), 7.34-7.44
(m, 5H), 7.82 (d, J = 8.4
Hz, 1H), 7.92-7.96 (m,
3H), 8.16 (d, J = 8.8 Hz,
1H), 8.86 (s, 1H).

%8816

THNMR (400 MHz,
CD:0D): § 1.04 (s, 9H),
2.08-2.12 (m, 3H), 2.20-
223 (m, 1H), 2.46 (s,
3H), 3.04 (s, 6H), 3.62-
3.71 (m, 14H), 3.78-3.89
(m, 2H), 4.01-4.19 (m,
2H), 4.14-4.23 (m, 2H),
©25.6  |4.33-4.37 (m, 1H), 4.51-
458 (m, 3H), 4.68-4.70
(m, 1H), 6.68 (d, J = 8.4
Hz, 1H), 7.24 (br, 1H),
7.36-7.45 (m, 5H), 7.62-
7.64 (m, 1H), 7.79-7.84
(m, 1H), 7.93-7.97 (m,
3H), 8.17 (d, J = 8.0 Hz,
1H), 8.68 (s, 1H).

1H NMR (400MHz,
MeOD): 3 8.85 (s, 1H),
8.77 (d, J = 8.0 Hz, 1H),
7.83 (d, J = 8.0 Hz, 1H),
7.57 (d, J = 8.0 Hz, 1H),
7.37-7.45 (m, 5H), 7.25
(t, J = 8.0 Hz, 1H), 6.79
(d, J=8.0 Hz, 1H), 4.68
(s, 1H), 4.49-460 (m,
3H), 4.24-4.36 (m, 3H),
4.01-4.06 (m, 2H), 3.91-
3.98 (m, 2H), 3.86-3.89
(m, 2H),3.65-3.80 (m,
14H), 2.45 (s, 3H), 2.20-
2.26 (m, 1H),2.04-2.11
(m, 1H), 1.03 (s, 9H).

o)
870.5

H NMR (400 MHz
MeOD): § 8.70 (d, J =
7.6 Hz, 1H), 8.11 (s, 1H),
7.80 (d, J = 8.4 Hz, 1H),
7.53-7.55 (m, 3H), 7.43
840.6  |(d, J=8.4Hz, 2H), 7.37
(t, J = 8.0 Hz, 2H), 7.23
(d, 3 =7.6 Hz, 1H), 6. 76
(d,J =76 Hz, 1H), 4.84
(s, 1H), 4.53-4.60 (m,
1H), 4.49 (s, 1H), 4.31-




435 (m, 1H), 4.05 (s,
2H), 3.77-3.80 (m 5H),
365-370 (m, 10H),
2.64-2.66 (m, 6H), 2.36
(s, 3H), 2.11-2.20 (m,
1H), 2.04-2.10 (m, 1H),
1.04 (s, 9H).

12

884.4

'H NMR (400 MHz,
MeOD): 6 8.71 (br, 1H),
8.12 (s, 1H), 7.80-7.82
(m, 1H), 7.43-7.56 (m,
3H), 7.35-7.39 (m, 3H),
7.24-7.25 (m, 1H), 6.76—
6.78 (m, 1H), 4.49 (s,
1H), 4.54-4.58 (m, 3H),
4.32-4.36 (m, 1H), 4.04
(s, 1H), 3.81-3.92 (m,
5H), 3.61-3.69 (m, 12H),
3.35 (s 1H), 2.66-2.75
(m, 6H), 2.37 (s, 3H),
2.20-2.22(m, 1H), 2.07-
2.15 (m, 1H), 1.04 (s,
9H).

13

854.5

'H NMR (400MHz,
MeOD): ¢ 8.79 (d, J =
7.6 Hz, 1H), 8.12 (s, 1H),
7.85 (d, J = 8.0 Hz, 1H),
7.54-7.58 (m, 3H), 7.39—
7.43 (m, 2H), 7.28 (t, J =
7.6 Hz, 1H), 6.83 (d, J =
8.0 Hz, 1H), 4.68 (s, 1H),
467 (s, 1H), 4.55-4.61
(m, 1H), 4.44 (br, 1H),
4.29-4.35 (m, 5H), 3.80—
4.03 (m, 8H), 3.71-3.82
(m, 13H), 3.37 (s, 3H),
2.20-2.22 (s, 1H), 2.08-
2.10 (m, 1H), 1.04 (s,
9H).

14

898.6

IH NMR (400 MHz
MeOD): ¢ 8.76 (d, J =
7.2 Hz, 1H), 8.09 (s, 1H),
7.84 (d, J = 7.2 Hz, 1H),
7.35-7.63 (m, 6H), 7.28
(t, J = 7.6 Hz, 1H), 6.82
(d, J = 7.6 Hz, 1H), 4.68
(s, 1H), 4.50-4.61 (m,
3H), 4.28-4.39 (m, 3H),
406 (s, 2H), 3.86-3.97
(m, 3H), 3.78-3.81 (m,
1H), 3.55-3.76 (m, 16H),
3.18-3.23 (m, 2H), 2.35
(s, 3H), 2.21-2.26 (m,
1H), 2.04-2.10 (m, 1H),
1.04 (s, 9H).




'H NMR (400 MHz,
MeOD): § 8.85 (s, 1H),
8.76 (d, J = 8.0 Hz, 1H),
7.83 (d, J = 8.0 Hz, 1H),
7.56 (d, J = 7.6 Hz, 1H),
7.37-7.40 (m, 6H), 7.26
(t, J = 7.2 Hz, 1H), 6.84
(d, J=8.0 Hz, 1H), 4.99—
5.01 (m, 1H), 4.68 (s,
1H), 457 (t, J = 7.6 Hz,
1H), 4.44 (s, 1H), 4.05
(br, 2H), 3.83-3.91 (m,
5H), 3.68-3.76 (M, 12H),
2.70 (m, 6H), 2.45 (s,
3H), 2.17-2.20 (m, 1H),
1.96-2.05 (m, 1H), 1.56
(d, 3= 7.2 Hz, 3H), 1.05
(s, 9H).

'H NMR (400 MHz,
MeOD): ¢ 8.80-8.85 (m,
2H), 7.88 (d, J = 8.0 Hz,
1H), 7.57 (d, J = 8.0 Hz,
1H), 7.32-7.46 (m, 7H),
6.93 (d, J = 8.0 Hz, 1H),
4.99-5.01 (m, 1H), 4.68
(s, 1H), 4.55-4.57 (m,
1H), 4.43 (s, 1H), 4.04 (s,
2H), 3.80-3.94 (m, 4H),
3.83-385 (m, 15H),
2.72-2.74 (m, 6H), 2.46
(s, 3H), 2.12-2.13 (m,
1H), 1.97-1.99 (m, 1H),
1.96-2.05 (m, 1H), 1.56
(d, J=7.2 Hz, 3H), 1.05
(s, 9H).

'H NMR (400 MHz,
MeOD): ¢ 8.85 (s, 1H),
8.78 (d, J = 7.6 Hz, 1H),
7.83 (d, J = 7.6 Hz, 1H),
757 (d, J = 7.6 Hz, 1H),
7.35-7.40 (m, 6H), 7.23
(t, J=8.0 Hz, 1H), 4.98—
5.00 (m, 1H), 4.67 (s,
1H), 4.55-4.57 (m, 1H),
4.34-4.43 (m, 3H), 3.83-
4.03 (m, 7H), 3.72-3.74
(m, 16H), 2.46 (s, 3H),
2.17-2.21 (m, 1H), 1.95-
2.10 (m, 1H),1.31(d,J =
8.8 Hz, 3H), 1.03 (s, 9H).

IH NMR (400 MHz,
MeOD): ¢ 8.75-8.86 (m,
2H), 7.85 (d, J = 8.0 Hz,
1H), 7.56 (d, J = 8.0 Hz,
1H), 7.34-7.42 (m, 5H),
7.27 (t, 3 = 7.6 Hz, 1H),
6.79-6.85 (m, 1H), 4.94—
504 (m, 1H), 4.67 (s,
1H), 4.55-4.61 (m, 1H),
4.44 (br, 1H), 4.29-4.35
(m, 2H), 4.07 (s, 2H),
3.83-3.96 (m, 4H), 3.61—




3.79 (m, 16H), 3.18-3.23
(m, 2H), 2.45 (s, 3H),
2.18-2.23 (m, 1H), 1.92—
1.99 (m, 1H), 1.48-1.57
(m, 3H), 1.03 (s, 9H).

'H NMR (400 MHz,
MeOD): ¢ 8.76 (d, J =
7.6 Hz, 1H), 8.11 (s, 1H),
7.84 (d, J = 8.0 Hz, 1H),
7.56 (t, J = 8.4 Hz, 3H),
7.40 (d, J = 8.4 Hz, 3H),
7.27 (t, J = 8.0 Hz, 1H),
6.85 (m, J =7.6 Hz, 1H),
4.98-4.50 (m, 1H), 4.75
(s, 1H), 457 (t,J =176
Hz, 1H), 4.43 (s, 1H),
4.05 (s, 2H), 3.83-3.91
(m, 5H), 3.67-3.76 (m,
12H), 2.70-2.71 (m, 6H),
2.37 (s, 3H), 2.17-2.19
(m, 1H), 1.95-2.10 (m,
1H), 1.55 (d, J = 6.4 Hz,
3H), 1.05 (s, 9H).

o)
854.6

'H NMR (400 MHz,
MeOD): ¢ 8.72 (d, J =
8.0 Hz, 1H), 8.11 (s, 1H),
7.81 (d, J = 8.0 Hz, 1H),
754-7. 56 (m, 3H),
H 7.35-7.41 (m, 3H),7.24
(t, 3 = 8.0 Hz, 1H), 6.79
(d, J=8.0 Hz, 1H), 4.96—
898.6  [450 (m, 1H), 4.68 (s,
1H), 4.55-4.59 (m, 1H),
4.43 (s, 1H), 4.04 (s, 2H),
3.74-3.89 (m, 5H), 3.68—
3.70 (m, 18H), 2.68-2.72
(m, 6H), 2.37 (s, 3H),
2.17-2.19 (m, 1H), 1.95-
2.10 (m, 1H), 1.50 (d, J =
6.4 Hz, 3H), 1.04 (s, 9H).

TH NMR (400 MHz,
MeOD): ¢ 8.77 (d, J =
8.0 Hz, 1H), 8.12 (s, 1H),
7.82 (d, J = 8.0 Hz, 1H),

H 7.56-7.58 (m, 3H), 7.35—
\ 7.41(m, 3H),7.23(d, J =
8.0 Hz, 1H), 6.79 (d, J =
5 7.6 Hz, 1H), 4.98-4.99
868.3 |(m, 1H), 467 (s, 1H),
455-4.59 (m, 1H), 4.43
(s, 1H), 4.33-4.35 (m,
2H), 3.86-4.01 (m, 7H),
3.72-3.74 (m, 14H), 2.38
(s, 3H), 2.17-2.19 (m,
1H), 1.95-2.05 (m, 1H),
1.48 (d, J = 6.8 Hz, 3H),
1.03 (s, 9H).




22

912.6

IH NMR (400 MHz
MeOD): 6 8.75-8.81 (m,
1H), 8.06-8.10 (m, 1H),
7.86 (d, J = 8.0 Hz, 1H),
7.55-7.61 (M, 3H), 7.35—
7.43 (m, 3H), 7.25-7.31
(m, 1H), 6.81-6.88 (m,
1H), 4.94-5.04 (m, 1H),
467 (s, 1H), 4.55-4.60
(m, 1H), 4.43 (br, 1H),
4.35 (s, 2H), 4.07 (s, 2H),
3.91-3.97 (m, 3H), 3.82—
3.85 (m, 1H), 3.61-3.79
(m, 16H), 3.18-3.23 (m,
2H), 2.37 (s, 3H), 2.18—
2.23 (m, 1H), 1.92-1.99
(m, 1H), 1.48-156 (m,
3H), 1.04 (s, 9H).

23

®00.6

'H NMR (400 MHz,
MeOD): & 8.85 (s, 1H),
8.70 (d, J = 8.0 Hz, 1H),
7.79 (d, J = 8.0 Hz, 1H),
7.54 (d, J = 8.0 Hz, 1H),
7.34-7.44 (m, 5H), 7.24
(t, J = 6.8 Hz, 4.8 Hz,
1H), 6.75 (d, J = 8.0 Hz,
1H), 4.69 (s, 1H), 4.57
(m, 3H), 4.50 (d, J = 4.8
Hz, 1H), 4.04 (s, 2H),
3.85 (s, 6H), 3.60-3.69
(m, 15H), 2.66 (s, 6H),
2.65 (s, 3H), 2.08-2.45
(m, 2H), 2.28 (s, 2H),
1.04 (s, 9H).

24

914.6

1H NMR (400MHz,
MeOD): § 8.84 (s, 1H),
8.77 (d, J = 8.0 Hz, 1H),
8.83 (d, J = 8.0 Hz, 1H),
757 (d, 3 = 8.0 Hz, 1H),
7.37-7.45 (m, 5H), 7.24-
7.28(m, 1H), 6.81 (d, J =
8.0 Hz, 1H), 4.86 (s, 1H),
4.50-4.63 (m, 3H), 4.26-
4.36 (m, 3H), 3.91-4.03
(m, 4H), 3.86-3.89 (m,
2H), 3.74-3.81(m, 2H),
3.60-3.72(m, 16H), 2.45
(s, 3H), 2.18-2.26 (m,
1H), 2.05-2.11 (m, 1H),
1.03 (s, 9H).

25

®85.4

1H NMR (400MHz,
MeOD): & 8.68 (d, J =
8.0 Hz, 1H), 7.80 (d, J =
7.2 Hz, 1H), 7.55 (d, J =
8.0 Hz, 1H), 7.39-7.43
(m, 2H), 7.24 (m, J =7.6
Hz, 1H), 6.95 (t, J = 7.6
Hz, 2H), 6.76 (d, J = 7.6
Hz, 1H), 474 (m, 1H),
3.87 (br, 4H), 3.63- 3.73
(m, 14H), 3.54 (s, 3H),
3.46-3.48 (m, 2H), 3.37




(s, 1H), 247 (1, J =638
Hz, 2H), 2.33 (t, J = 6.8
Hz, 2H).

26

Q"‘//I\(rxlj\N/\

N \/\O/\/O\/\O/\/O\/\ NH

729.4

O

TH NMR (400 MHz,
CD:OD): & 8.65 (d, J =
8.0 Hz, 1H), 777 (d, J =
8.0Hz 1H),754(d,J =
8.0 Hz, 1H ), 7.35-7.4 3
(m, 2H), 7.24 (t, J = 8.0
Hz, 1H), 6.95 (t, J = 8.8
Hz, 2H), 6.75 (d, J = 7.6
Hz, 1H), 5.03 (dd, J =4.2,
12.4 Hz, 1H), 458 (br,
4H), 3.70 (br, 4H), 3.60-
3.70 (m, 18H), 3.45-3.46
(m, 2H), 2.80-2.85 (m,
1H), 2.66-2.75 (m, 2H),
2.09-2.12 (m, 1H).

C

27

o)
823.7

'HNMR (400 MHz,
CD;0D): 6 1.02-1.05 (m,
9H), 2.07-2.13 (m, 1H),
2.21-2.26 (m, 1H), 2.43-
2.47 (m, 3H), 3.05 (s,
6H), 3.76-3.83 (m, 5H),
3.88-3.99 (m, 3H), 4.07-
412 (m, 2H), 4.30-4.35
(m, 3H), 4.47-452 (m,
2H), 4.57-4.61 (m, 1H),
4.71-4.73 (m, 1H), 6.87-
6.90 (m, 2H), 7.24-7.29
(m, 1H), 7.35-7.43 (m,
5H), 7.70-7.72 (m, 1H),
7.81-7.83 (m, 1H), 7.91-
7.96 (m, 3H), 8.14-8.17
(m, 1H), 8.84 (s, 1H).

C

28

D
837.7

'HNMR (400 MHz,
CD40D): & 1.04 (s, 9H),
1.42-1.58 (m, 3H), 1.94-
2.01 (m, 1H), 2.17-2.23
(m, 1H), 2.46 (s, 3H),
3.04 (s, 6H), 3.75-3.85
(m, 6H), 3.97-3.98 (m,
2H), 4.08-4.09 (m, 2H),
4.33-4.35 (m, 2H), 4.45
(br, 1H), 4.56-4.60 (m,
1H), 4.70-4.72 (m, 1H),
4.94-4.97 (m, 1H), 6.87-
6.90 (m, 2H), 7.30-7.43
(m, 6H), 7.68-7.71 (m,
1H), 7.84-7.86 (m, 1H),
7.95-7.98 (m, 3H), 8.19-
8.21 (m, 1H), 8.45-8.47
(m, 1H), 8.86 (s, 1H).




29

N2
B67.7

'HNMR (400 MHz,
CDs0D): 5 1.02 (s, 9H),
2.07-2.13 (m, 1H), 2.21-
2.26 (m, 1H), 2.46 (s,
3H), 3.05 (s, 6H), 3.72-
3.77 (m, 9H), 3.87-3.92
(m, 3H), 3.99-4.09 (m,
2H), 4.26-4.58 (m, 2H),
4.33-4.37 (m, 1H), 4.50-
454 (m, 2H), 4.57-4.61
(m, 1H), 4.70-4.72 (m,
1H), 6.89 (d, J = 8.8 Hz,
2H), 7.26 (d, J = 2.8 Hz,
1H), 7.37-7.45 (m, 5H),
7.66 (d, J = 9.6 Hz, 1H),
7.85 (d, J = 8.4 Hz, 1H),
7.94-7.98 (m, 3H), 8.19
(d, J=8.8 Hz, 1H), 8.86
(s, 1H).

C

30

e
Q
@81.4

'HNMR (400 MHz,
CD;0D): 6 1.04 (s, 9H),
1.46-1.53 (m, 3H), 1.96-
2.04 (m, 1H), 2.19-2.21
(m, 1H), 2.49 (s, 3H),
3.05 (s, 6H), 3.73-3.81
(m, 9H), 3.84-3.87 (m,
1H), 3.95-3.97 (m, 2H),
4.04-4.06 (M, 2H), 4.30-
433 (m, 2H), 4.44-4.46
(m, 1H), 4.54-4.61 (m,
2H), 4.70 (s, 1H), 4.96-
5.00 (m, 1H), 6.89 (m,
2H), 7.29-7.30 (m, 1H),
7.36-7.43 (m, 5H), 7.86
(d, J=8.8 Hz, 1H), 7.94-
7.98 (m, 3H),8.20(d,J =
8.8 Hz, 1H), 8.86 (s, 1H).

31

o
911.4

'H NMR (400 MHz,
CD40D): & 1.04 (s, 9H),
2.07-2.15 (m, 1H), 2.22-
226 (m, 1H), 2.47 (s,
3H), 3.06 (s, 6H), 3.61-
3.75 (s, 12H), 3.82-3.83
(m, 1H), 3.89-3.93 (m,
2H), 4.01-4.07 (m, 2H),
4.28-4.40 (m, 3H), 4.49-
4.69 (m, 5H), 6.87-6.97
(m, 2H), 7.27-7.42 (m,
6H), 7.62-7.67 (br, 1H),
7.83-7.98 (m, 4H), 8.17-
8.23 (m, 1H), 8.88 (s,
1H).

C

32

o
9254

'H NMR (400 MHz,
CD;0D): 5 1.06 (s, 9H),
1.50-1.58 (m, 3H), 1.94-
2.03 (m, 1H), 2.17-2.25
(m, 1H), 2.48 (s, 3H),
3.06 (s, 6H), 3.70-3.77
(m, 12H), 3.85-3.89 (s,
1H), 3.90-4.05 (m, 4H),
4.29-4.35 (m, 2H), 4.43-
4.49 (m, 1H), 4.56-4.61




(m, 1H), 4.67-4.71 (m,
1H), 4.99-5.02 (m, 2H),
6.88-6.91 (m, 2H), 7.30-
7.41 (m, 5H), 7.63-7.66
(m, 1H), 7.87-7.99 (m,
4H), 8.19-8.23 (m, 1H),
8.50-8.52 (m, 1H), 8.87
(s, 1H).

33

807.4

'H NMR (400 MHz,
CDs0D): 5 1.05 (s, 9H),
1.89-2.03 (m, 4H), 2.10-
2.14 (m, 1H), 2.22-2.26
(m, 1H), 2.46 (s, 3H),
3.05 (s, 6H), 3.67-3.70
(m, 2H), 3.81-3.91 (m,
2H), 3.98-4.09 (m, 2H),
4.17-4.20 (m, 2H), 4.34-
4.38 (m, 1H), 4.53-4.62
(m, 3H), 7.71-7.73 (m,
1H), 6.88-6.91 (m, 2H),
7.24-7.28 (m, 1H), 7.34-
7.47 (m, 5H), 7.58-7.60
(m, 1H), 7.82-7.84 (m,
1H), 7.91-7.97 (m,3H),
8.15-8.17 (m, 1H), 8.83
(s, 1H).

34

"0

321.4

IH NMR (400 MHz
CD40D): 5 1.04 (s, 9H),
1.49-1.60 (m, 3H), 1.89-
1.95 (m, 2H), 1.97-2.03
(m, 3H), 2.19-2.24 (m,
1H), 2.48 (s, 3H), 3.05 (s,
6H), 3.69 (t, J = 6.0 Hz,
2H), 3.75-3.79 (m, 1H),
3.85-3.88 (m, 1H), 3.99-
4.09 (m, 2H), 4.19-4.22
(m, 2H), 4.46 (br, 1H),|C
4.56-4.62 (m, 1H), 4.70-
473 (m, 1H), 4.98-5.05
(m, 1H), 6.88-6.91 (m,
2H), 7.27-7.29 (m, 1H),
7.38-7.44 (m, 5H), 7.57
(d, = 9.6 Hz, 1H), 7.80-
7.87 (m, 1H), 7.94-7.98
(m, 3H), 8.76-8.22 (m,
1H), 8.52 (d, J = 7.6 Hz,
1H), 8.86 (s, 1H).

35

o]
851.4

H NMR (400 MHz,
CD:0D): § 1.03 (s, 9H),
1.91-1.92 (m, 2H), 2.05-
226 (m, 4H), 2.45 (s,
3H), 3.04 (s, 6H), 3.62-
3.68 (m, 6H), 3.79-4.00
(m, 4H), 4.15-4.25 (m,
2H), 4.33-4.36 (m, 1H),
4.50-4.61 (m, 3H), 4.69-
4.71(m, 1H),6.88 (d, J =
8.0 Hz, 2H), 7.22-7.26
(m, 1H), 7.31-7.43 (m,
4H), 7.54 (d, J = 8.4 Hz,
1H), 7.81-7.96 (m, 4H),




8.16 (d, J = 8.4 Hz, 1H),
8.84, 8.86 (s, 1H).

36

o]
865.6

'H NMR (400 MHz,
CD;0D): 5 1.04 (s, 9H),
1.46-1.58 (m, 3H), 1.92-
2.00 (m, 3H), 2.12-2.21
(m, 3H), 2.47 (s, 3H),
3.04 (s, 6H), 3.62-3.97
(m, 10H), 4.23 (t, J = 5.2
Hz, 2H), 4.35-4.45 (m,
1H), 4.57-4.70 (m, 2H),
4.98-5.01 (m, 1H), 6.88
(d, J = 8.4 Hz, 2H), 7.27-
7.56 (m, 7H), 7.79-8.02
(m, 4H), 8.17-8.23 (m,
1H), 8.52 (d, J = 6.8 Hz,
1H), 8.87 (s, 1H).

C

37

D
821.4

'HNMR (400 MHz,
CD;OD): & 1.03, 1.05
(dos singletes, 9H), 1.64-
1.72 (m, 2H), 1.74-1.80
(m, 2H), 1.88-1.95 (m,
2H), 2.07-2.14 (m, 1H),
2.22-2.27 (m, 1H), 2.43,
2.46 (dos singletes, 3H),
3.04 (s, 6H), 3.63 (t, J =
6.0 Hz, 2H), 3.80-3.83
(m, 1H), 3.88-3.91 (m,
1H), 3.96-4.05 (m, 2H),
413 (t, J = 6.4 Hz, 2H),
4.32-4.34 (m, 1H), 4.48-
455 (m, 2H), 4.58-4.63
(m, 1H), 4.69-4.74 (m,
1H), 6.88 (d, J = 8.8 Hz,
2H), 7.20 (s, 1H), 7.33-
7.46 (m, 5H), 7.57 (d, J =
9.6 Hz, 1H), 7.81 (d, J =
6.0Hz, 1H), 7.93 (t, J =
10.0 Hz, 3H), 8.14 (d, J =
8.8 Hz, 1H), 8.81 (s, 1H).

38

D
835.4

IHNMR (400 MHz
CD40D): 5 1.04 (s, 9H),
1.44-158 (m, 3H), 1.66-
1.81 (m, 4H), 1.89-2.02
(m, 3H), 2.14-2.31 (m,
1H), 2.46 (s, 3H), 3.05 (s,
6H), 3.63 (t, J = 6.4 Hz,
2H), 3.74-3.78 (m, 1H),
3.85-3.88 (m, 1H), 3.96-
4.06 (m, 2H), 4.14-4.19
(m, 2H), 4.37-4.46 (m,
1H), 4.56-4.62 (m, 1H),
4.67-4.77 (M, 1H), 4.94-
5.04 (m, 1H), 6.89 (d, J =
9.2 Hz, 2H), 7.26 (t, J =
3.2 Hz, 1H), 7.35-7.43
(m, 5H), 7.56 (d, J = 9.6
Hz, 1H), 7.81-7.88 (m,
1H), 8.00-7.91 (m, 3H),
8.18 (d, J = 8.4 Hz, 1H),
8.49 (d, J = 7.2 Hz, 1H),
8.86 (s, 1H).




39

939.4

'HNMR (400 MHz,
CD;0D): 5 1.04 (s, 9H),
1.48-1.57 (m, 3H), 1.95-
2.22 (m, 5H), 2.47 (s,
3H), 3.06 (s, 6H), 3.60-
3.66 (m, 12H), 3.70-3.86
(m, 4H), 3.97-4.06 (m,
2H), 4.24 (t, J = 6.0 Hz,
2H), 4.44 (br, 1H), 4.58
(t, J = 8.4 Hz, 1H), 4.68-
4.70 (m, 1H), 4.99-5.02
(m, 1H), 6.89 (d, J = 8.4
Hz, 2H), 7.27 (s, 1H),
7.37-7.43 (m, 5H), 7.61-
7.63 (m, 1H), 7.84 (d, J
=8.4 Hz, 1H), 7.95-7.97
(m, 3H), 7.81-7.82 (m,
1H), 8.86(s, 1H).

40
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H OO

IHNMR (400 MHz
CD;0D): § 1.92-2.00 (m,
2H), 2.55-2.74 (m, 4H),
293 (s, 6H), 3.28-3.37
(m, 4H), 3.46-3.53 (m,
12H), 3.60 (t, J = 6.2 Hz,
2H), 411 (t, J = 6.2 Hz,
2H), 4.89-4.93 (m, 1H),
6.41-6.44 (m, 1H), 6.76|C
(d, J = 8.8 Hz, 2H), 6.89
(t, J = 7.6 Hz, 2H), 7.13
(d, J = 2.4 Hz, 1H), 7.23-
7.26 (m, 1H), 7.36-7.40
(m, 1H), 7.69 (d, J = 8.8
Hz, 1H), 7.80-7.84 (m,
3H), 8.05 (d, J = 8.8 Hz,
1H).

41

N%%gm

'H NMR (400 MHz,
MeOD): 6 8.46 (d,J=8.0
Hz, 1H), 7.64 (d, J = 8.0
Hz, 1H), 7.45 (d, J = 8.0
Hz, 1H), 7.27 (t, J=7.6
Hz, 1H), 7.06-7.14 (m,
2H), 6.57-6.71 (m, 3H),
4.89-4.96 (m, 1H), 4.18
(s, 2H), 3.84 (s, 2H),
3.46-3.70 (m, 16H), 3.30
(s, 2H), 2.58-2.76 (m,
3H), 1.99-2.07 (m, 3H).

42

743.7

S
zi;
I
[@)

1H NMR (400MHz,
MeOD): & 8.65 (d, J =
8.0 Hz, 1H), 7.77 (d, J =
8.0 Hz, 1H), 7.55 (d, J =
8.0 Hz, 1H), 7.31-7.40
(m, 2H), 7.21-7.28 (m,
1H), 6.84-7.90 (m, 2H),
6.76 (d, J = 8,0 Hz, 1H),
5.00-5.04 (m, 1H), 4.30
(s, 2H), 3.85-3.95 (m,
4H), 3.63-3.70 (m, 18H),
3.38 (s, 2H), 2.61-2.90
(m, 3H), 2.02-2.21 (m,
1H).




43

o
897.4

THNMR (400 MHz
CD40D): 5 1.04 (s, 9H),
2.05-2.13 (m, 1H), 2.21-
223 (m, 1H), 2.46 (s,
3H), 3.05 (s, 6H), 3.65-
3.74 (m, 10H), 3.79-3.90
(m, 2H), 3.98-4.07 (m,
2H), 4.13-4.22 (m, 3H),
4.33-4.37 (m, 1H), 4.50-
462 (m, 3H), 4.70 (s,
1H), 6.89 (d, J = 8.8 Hz,
2H), 7.25-7.26 (m, 1H),
7.38-7.44 (m, 5H), 7.83
(d, J = 8.8 Hz, 1H), 7.94-
7.97 (m, 3H),8.17 (d, J =
8.8 Hz, 1H), 8.85 (s, 1H).
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710.3

THNMR (400 MHz,
CDCLy): § 2.07-2.13 (m,
4H), 2.68-2.88 (m, 4H),
3.04 (s, 6H), 3.33-345
(m, 2H), 3.64-3.69 (m,
11H), 4.16-4.18 (m, 2H),
4.86-4.90 (m, 1H), 6.42-
6.44 (m, 1H), 6.81-6.85
(m, 3H), 7.06-7.07 (m,
2H), 7.32 (d, J = 8.8 Hz,
1H), 7.41-7.45 (m, 1H),
7.74-7.77 (m, 1H), 7.98-
8.07 (m, 5H).

C

45
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770.3

'H NMR (400 MHz,
CDCly): 8 2.07-2.11 (m,
1H), 2.62-2.87 (m, 4H),
3.04 (s, 6H), 3.40-3.43
(m, 2H), 3.65-3.78 (m,
16H),4.13 (d, J=5.2 Hz,
2H), 4.24 (t, J = 4.2 Hz,
1H), 4.87-4.91 (m, 1H),
6.45-6.47 (m, 1H), 6.81-
6.87 (m, 3H), 7.06, 7.07
(dos singletes, 2H), 7.33-
7.36 (M, 1H), 7.44 (t, J =
7.8 Hz, 1H), 7.76 (d, J =
8.8 Hz, 1H), 8.01-8.10
(m, 4H), 8.56 (br. s, 1H).

C

46

OH

941.4

'HNMR (400 MHz,
CD;OD): & 1.02, 1.04
(dos singletes, 9H), 2.05-
2.12 (m, 1H), 2.21-2.27
(m, 1H), 2.46, 2.47 (dos
singletes, 3H), 3.07 (s,
6H), 3.63-3.70 (m, 14H),
3.79-3.90 (m, 2H), 3.98-
4.07 (m, 2H), 4.13-4.24
(m, 3H), 4.33-4.37 (m,
1H), 4.50-4.61 (m, 3H),
4.69-4.71 (m, 1H), 6.89
(d, J = 8.8 Hz, 2H), 7.33-
7.48 (m, 6H), 7.90 (d, J =
8.8 Hz, 1H), 7.97-7.99
(m, 3H), 8.17 (d, J=8.8
Hz, 1H), 8.87, 8.88 (dos
singletes, 1H).
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@
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IH NMR (400 Hz
CDCly): § 2.01-2.24 (m,
2H), 2.68-2.88 (m, 3H),
3.04 (s, 6H), 3.24 (s, 1H),
3.43 (s, 2H), 3.69 (s, 10
H),4.15-4.24 (m,
3H),4.83-4.96 (m, 1H),
5.27-5.42 (m, 1H), 6.48
(s, 1H), 6.77-6.83 (m,
3H), 7.07 (s, 2H),7.34-
7.44 (m, 2H), 7.73-7.83
(m, 1H), 7.98-8.05 (m,
4H), 8.27 (s, 1H).

C

48

751.2

'H NMR (400 MHz,
MeOD): 6 9.24 (s, 1H),
8.50 (d, J = 2.0 Hz 1H),
8.45 (d, J = 5.6 Hz, 2H),
8.26 (d, J = 8.4 Hz, 1H),
8.06-8.09 (m, 1H), 7.80
(s, 1H), 7.57 (t, J = 8.0
Hz, 2H), 7.44 (t, J = 8.4
Hz, 1H), 6.98 (d, J = 8.4
Hz, 1H), 6.92-6.94 (m,
2H), 495509 (m,
1H),4.49-4.53 (m, 2H),
3.96 (s, 3H), 3.88 (d,J =
4.8 Hz, 2H), 3.63-3.70
(M, 14H), 3.41 (t, )= 6.4
Hz, 2H), 2.64-2.82 (m,
3H).

A

49

NH

= ] OV\O/\/OV\O/\/O\/\NH
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. 723.3
NH

IH NMR (400 MHz
CD;0D): § 9.36 (s, 1H),
8.39-8.45 (m, 3H), 8.30
(d, J = 8.0 Hz, 1H), 8.01
(dd, J = 2.4, 6.4 Hz, 1H),
7.78 (s, 1H), 7.70 (d, J =
6.0 Hz, 1H), 7.59 (d, J =
8.4 Hz, 1H),7.26 (t, J =
7.6 Hz, 1H), 7.03 (d, J =
7.6 Hz, 1H), 6.90 (d, J =
8.8 Hz, 1H), 6.80 (d, J =
8.0 Hz, 1H), 5.12 (dd, J =
5.2,13.6 Hz, 1H), 4.47 (t,
J = 4.4 Hz, 2H), 4.27 (d,
J = 2.4 Hz, 2H), 3.85 (d,
J = 44 Hz, 2H), 3.62-
3.68 (m, 14H), 3.36 (t, J
= 5.6 Hz, 2H), 2.75-2.95
(m, 2H), 2.35-2.47
(m1H), 2.10-2.21 (m,
1H).

A
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724.3

H NMR (400 MHz,
CDCly): § 9.29 (s, 1H),
8.52 (s, 1H), 8.36 (s, 1H),
8.13 (d, J = 8.0 Hz, 1H),
7.81 (d, J = 8.0 Hz, 1H),
753 (s, 1H), 7.34-7.43
(m, 4H), 6.99 (d, J = 8.4
Hz, 1H), 6.82 (d, J = 8.8
Hz, 1H), 5.16-5.21 (m,
1H), 452 (s, 2H), 4.39-
443 (m, 1H), 4.27-4.31

A




(m, 1H), 418 (d, J = 3.2
Hz, 2H), 3.82-3.89 (m,
4H), 3.64-3.72 (m, 14H),
2.85-2.89 (m,
2.81 (m, 1H), 2.27-2.38
(m, 1H), 2.13-2.24 (m,

1H).

1H), 2.72-

Ex.
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738.3

1H NMR (400 MHz, CDCl):
§12.34—-12.48 (m, 1H), 9.19
~9.29 (m, 1H), 8.80 (s, 1H),
8.29 — 8.42 (m, 1H), 8.02 —
8.14 (m, 1H), 7.95 (s, 1H),
7.69 - 7.81 (M, 1H), 7.60 (s,
2H), 7.17 (s, 1H), 7.09 (s,
1H), 6.62 (s, 1H), 4.97 (s,
1H), 4.43 (s, 2H), 4.14 (s,
2H), 3.88 (d, J = 24.1 Hz,
3H),3.78 (d, J=8.2 Hz, 3H),
3.69 (d, J = 10.0 Hz, 6H),
2.80 (M, 4H), 1.99 — 2.29 (m,
4H).

52

758.3

THNMR (400 MHz, MeOD):
8 9.25 (s, 1H), 8.79 (s, 1H),
8.37-8.39 (d, J=8 Hz, 1H),
8.28-8.30 (d, J=8 Hz, 1H),
8.11-8.13 (d, J=8 Hz, 1H),
7.80 (s, 1H), 7.75-7.77 (d,
J=8 Hz, 1H), 7.60 (s, 1H),
7.49-751 (d, J=8 Hz, 1H),
7.43-7.45 (d, J=8 Hz, 1H),
7.33 (s, 1H), 5.07-5.09 (m,
1H), 4.06-4.09 (m, 2H),
3.57-3.60 (m, 2H), 3.51-3.54
(m, 2H), 2.93-2.95 (m, 2H),
2.91-2.93 (M, 1H), 2.59-2.75
(m, 12H), 2.37-2.41 (m, 2H),
2.04-2.06 (m, 3H), 1.78-1.80
(m, 2H), 1.46-1.55 (m, 5H).

53

714.3

IH NMR (400 MHz, CDCl):
$9.34 (s, 1H), 8.5 (d, J=5.6
Hz, 1H), 8.44 (m, 2H), 8.20
(d, J=8.4Hz, 1H), 7.87-7.92
(m, 3H), 7.68 (d, J = 8.4 Hz,
1H), 7.60 (s, 1H), 7.48-7.50
(m, 1H), 7.38 (d, J = 5.6 Hz,
1H), 7.06 (m, 1H), 6.84 (d, J
= 8.8 Hz, 2H), 4.93-4.94 (m,
2H), 3.75 (m, 2H), 3.42-3.49
(m, 6H), 2.72-2.98 (m, 5H),
261 (s, 4H), 253 (t, J = 7.2
Hz, 2H), 2.15-2.18 (m, 2H),
1.81 (t, J = 6.8 5Hz, 2H).
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714.3

IH NMR (400 MHz,
CD;0D): 59.31 (s, 1H), 8.83
(s, 1H), 8.42 (d, J = 6.1 Hz,
2H),8.34 (d, J=8.3 Hz, 1H),
8.14(d, J=8.0 Hz, 1H), 7.84
(s, 1H), 7.78 (d, J = 8.5 Hz,
1H), 7.61 (dd, J = 16.5, 6.4
Hz, 2H), 7.47 (d, J = 8.3 Hz,
1H), 7.36 (s, 1H), 7.28 (d, J
= 82 Hz, 1H), 5.06 — 5.13
(m, 1H), 4.14 (s, 2H), 2.83
(m, 18H), 2.04 (s, 3H), 1.87
(s, 2H), 1.69 (s, 2H), 1.55 (s,
2H).

55

763.3

1H NMR (400 MHz, MeOD):
5 9.62 (s, 1H), 9.03 (s, 1H),
8.58 (d, J = 6.8 Hz, 1H), 8.52
(d, J=8.0 Hz, 1H), 8.31-8.40
(m, 1H), 8.08 (s, 1H), 7.87-
7.99 (m, 2H), 7.78-7.87 (m,
3H), 7.68-7.72 (m, 1H),
7.26-7.30 (m, 2H), 7.10-7.14
(m, 1H), 5.08-5.12 (m, 1H),
4.17 (t, J=6.0 Hz, 2H), 3.81-
3.92 (m, 4H), 3.50-3.60 (m,
4H), 3.30-3.40 (m, 2H),
3.10-3.18 (M, 2H), 2.71-2.86
(m, 5H), 2.30-2.33 (m, 2H),
2.10-2.16 (m, 3H).

56
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786.3

'H NMR (400 MHz,
CDCl3) 6 9.33 (s, 1H), 8.89
(s, 1H), 8.53 (s, 1H), 8.42 (s,
1H), 8.18 (d, J = 8.2 Hz, 1H),
7.87(d, J=6.2 Hz, 1H), 7.77
(d, 3 = 8.2 Hz, 1H), 7.62 (s,
1H), 7.49 (d, J = 7.7 Hz, 1H),
7.42(s,1H),7.29(d, J=11.5
Hz, 1H), 7.17 (d, J = 6.5 Hz,
1H), 6.82 (d, J =8.2 Hz, 1H),
5.34 (s, 2H), 5.00 — 4.87 (m,
1H), 4.07 (s, 2H), 3.75 (s,
1H), 3.57 (s, 1H), 3.04 — 2.49
(m, 10H), 2.20 (m, 4H), 2.01
(s, 4H), 1.85 (s, 3H), 1.75 —
1.55 (m, 3H), 1.52 (s, 2H).

57

O O,
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o

728.3

1H NMR (400 MHz,
CD:0D): § 9.30 (s, 1H),
8.42-8.60 (m, 2H), 8.19 (d,
J=8.0 Hz, 1H), 7.60-7.65 (m,
2H), 7.52 (s, 1H), 7.31 (d, J
= 8.0 Hz, 1H), 7.19 (s, 1H),
7.12-7.14 (m, 1H), 5.07-5.10
(m, 1H), 4.12 (t, J = 4.0 Hz,
2H), 3.66-3.86 (m, 18H),
3.37 (s, 2H), 3.15-3.20 (m,
3H), 2.71-276 (m, 3H),
2.09-2.22 (m, 5H).

58
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758.3

TH NMR (400 MHz
CD:0D): 69.25 (s, 1H), 8.79
(s, 1H), 8.39 (d, J = 6.0 Hz,
1H), 8.30 (d, J = 8.0 Hz, 1H),
8.12 (d, J = 8.0 Hz, 1H), 7.79




(s, 1H), 7.76 (d, J = 8.4 Hz,
1H), 7.59 (d, J = 8.0 Hz, 1H),
7.52 (d, J =5.2 Hz, 1H), 7.44
(d, J=8.0 Hz, 1H), 7.35 (d, J
=6.0 Hz, 1H), 5.07-5.09 (m,
1H), 4.13 (t, J = 6.4 Hz, 2H),
3.59 (t, J = 5.2 Hz, 2H), 3.47
(t, 3 =6.0 Hz, 2H), 2.47-2.88
(m, 16H), 1.98-2.1 (m, 4H),
1.80-1.84 (m, 2H), 1.55-1.57
(m, 5H).

59

786.3

IH NMR (400 MHz, DMSO-
d) 5 11.79 (s, 1H), 11.11 (s,
1H), 9.35 (s, 1H), 8.55 (s,
1H), 8.42 (d, J = 5.4 Hz, 1H),
8.29(d, J=8.2 Hz, 1H), 8.17
(s, 1H), 8.11 (d, J = 8.6 Hz,
1H), 7.82 (d, J = 8.6 Hz, 1H),
7.76 (s, 1H), 7.55 (d, J = 8.2
Hz, 1H), 7.48 (d, J = 5.6 Hz,
1H), 7.42 (s, 1H), 7.34 (d, J
= 8.0 Hz, 1H), 6.93 (d, J =
8.6 Hz, 1H), 5.31 (s, 1H),
511 (dd, J = 12.9, 5.2 Hz,
1H), 4.17 (d, J = 6.7 Hz, 3H),
3.42(d, J=5.4 Hz, 2H), 2.96
—2.78 (m, 2H), 2.60 (dd, J =
34.5, 18.5 Hz, 2H), 2.37 (dd,
J =441, 58 Hz, 13H), 2.01
(d, J = 14.9 Hz, 2H), 1.76 (s,
2H), 1.41 (dd, J = 43.8, 29.4
Hz, 4H), 1.23 (s, 2H).

60

714.3

'H NMR (400 MHz, DMSO-
dg): & 11.07 (s, 1H), 9.76 (s,
1H), 8.67 (d, J =6.0 Hz, 1H),
8.60 (s, 1H), 8.52 (d, J=8.4
Hz, 1H), 8.16 (d, J = 8.4 Hz,
1H), 8.80-8.02 (m, 2H), 7.77
(t, J = 8.4 Hz, 2H), 7.50 (s,
1H), 7.37 (d, J = 8.0 Hz, 1H),
6.96 (d, J=8.8 Hz, 1H), 5.36
(m, 1H), 5.07-5.11 (m, 1H),
4.24 (br, 3H), 3.62 (br, 9H),
3.55 (s, 3H), 3.17-.3.25 (m,
6H), 2.86-2.93 (m, 1H),
2.38-2.62 (m, 4H), 1.97-2.04
(m, 1H).
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796.3

1H NMR (400 MHz,
CD:0D) § 9.35 (s, 1H), 8.89
(s, 1H), 8.55 (d, J = 5.8 Hz,
1H), 8.40 (d, J = 8.0 Hz, 1H),
8.17 — 8.22 (M, 1H), 8.05 (s,
1H), 7.81 (d, J = 8.3 Hz, 1H),
7.74(d, =5.6 Hz, 1H), 7.51
(d, J = 8.2 Hz, 1H), 7.40 (s,
1H), 7.33 (s, 1H), 5.40 (d, J
= 9.1 Hz, 2H), 5.08 - 5.16
(m, 1H), 4.95 (s, 4H), 4.59 (s,
2H), 4.18 (t, J = 6.2 Hz, 1H),
2.91 - 3.00 (m, 2H), 2.58 —
2.91 (m, 9H), 2.12 - 2.18 (m,
1H), 2.06 (s, 2H), 1.89 (s,




2H), 1.69 (s, 2H), 1.57 (s,
2H).

62

714.3

THNMR(400 MHz, MeOD):
§9.27 (s, 1H), 8.86 (d, J=2.0
Hz, 1H), 8.46 (d, J=6.0 Hz,
1H), 8.33 (d, J=8.0 Hz, 1H),
8.16 (d, J=2.4 Hz, 1H), 7.90
(s, 1H), 7.59-7.70 (m, 3H),
7.47 (d, J=6.0 Hz, 1H), 7.03-
7.09 (m, 2H), 5.06-5.12 (m,
1H), 4.42 (d, J=5.6 Hz, 2H),
4.07 (t, J=6.4 Hz, 2H), 3.99
(s, 3H), 2.89-2.96 (m, 3H),
251275 (m, 13H), 2.12-
2.24 (m, 1H), 2.01-2.03 (m,
3H), 1.82-1.84 (m, 2H),
1.52-1.63 (m, 6H).
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796.2

'H NMR (400 MHz,
CD;0D): §9.25 (s, 1H), 8.45
(s, 1H), 8.23(d, J = 7.6 Hz,
1H), 7.76 (d, J = 8.4 Hz, 1H),
7.66 (s, 1H), 7.59 (d, J = 8.0
Hz, 1H), 7.39 (d, J = 8.4 Hz,
1H), 7.35 (s, 2H), 7.26-7.28
(m, 1H), 6.06 (s, 1H), 5.72 (s,
1H), 5.06-5.08 (M, 1H), 4.30
(d, J = 6.4 Hz, 1H), 4.11-
4.15 (m, 2H), 3.90-3.94 (m,
4H), 3.70-3.74 (m, 2H),
3.03-3.06 (m, 2H), 2.82-
2.88 (m, 4H), 2.71-2.75 (m,
6H), 2.51-2.55 (m, 3H),
2.05-2.25 (m, 2H), 1.82-
1.86 (m, 2H), 1.61-1.63 (m,
2H), 1.51-1.52 (m, 2H).
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791.2

1H NMR (400 MHz,
CD:0D) 6 9.42 (s, 1H), 8.53
(d,J=2.3Hz, 1H),8.50 (d, J
= 6.1 Hz, 1H), 8.38 (d, J =
8.1 Hz, 1H), 8.13 (d, J = 8.0
Hz, 2H), 7.87 (s, 1H), 7.71—
7.78 (m, 2H), 7.68 (d, J = 8.3
Hz, 1H), 7.42 (s, 1H), 7.33
(s, 2H), 7.29 (d, J = 8.6 Hz,
1H), 6.99 (d, J = 8.6 Hz, 1H),
551 (s, 2H), 5.06-5.14 (m,
2H), 3.55 (s, 4H), 2.58-3.03
(m, 15H), 2.04 (m, 3H).
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757.5

1H NMR: (400 MHz,
DMSO-d6)

1 11.80 (s, 1H), 11.11 (s,
1H), 9.35 (s, 1H), 8.55 (d,
J=2.4Hz, 1H), 8.42 (d, J=5.6
Hz, 1H), 8.29 (d, J=8.4 Hz,
1H), 8.18 (s, 3H), 8.11 (dd,
J=2.4, 8.8 Hz, 1H), 7.83 (d,
J=8.4 Hz, 1H), 7.76 (s, 1H),
755 (d, J=8.4 Hz, 1H), 7.48
(d, J=5.6 Hz, 1H), 7.42 (d,
J=2.0 Hz, 1H), 7.35 (dd,
J=2.0, 8.4 Hz, 1H), 6.92 (d,
J=8.4 Hz, 1H), 5.30 (d, J=3.6




Hz, 1H), 511 (dd, J=56,
13.2 Hz, 1H), 4.35 (t, J=6.4
Hz, 1H), 4.17 (t, J=6.4 Hz,
2H), 2.93 - 2.84 (m, 2H),
2.77 (s, 2H), 2.63 - 2.54 (m,
3H), 2.37 (d, J=6.0 Hz, 4H),
2.22 - 1.98 (m, 4H), 1.87 -
1.74 (m, 4H), 1.53 - 1.38 (m,
6H).
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783.6

'H NMR (400 MHz, DMSO-
de): 8 13.21 (s, 1H), 11.08 (s,
2H), 9.76 (s, 1H), 8.67 (d, J
= 6.6 Hz, 1H), 8.61 (s, 1H),
8.52 (d, J=8.3Hz, 1H), 8.17
(d,J=8.3Hz, 1H),8.02 (d, J
= 7.1 Hz, 2H), 7.82 - 7.72
(m, 3H), 7.46 (s, 2H), 7.35 (s,
2H), 6.96 (d, J=8.5 Hz, 1H),
5.34 (s, 1H), 5.08 (d, J = 7.7
Hz, 2H), 4.40 (s, 2H), 3.23
(s, 4H), 3.15 (s, 4H), 3.02 (s,
4H), 2.95 — 2.83 (m, 4H),
2.59 (d, J = 15.7 Hz, 4H),
2.44 (s, 2H), 2.01 (s, 5H),
1.77 (d, J = 14.7 Hz, 2H).

820.5

'H NMR (400 MHz,
CD;0D): §9.25 (s, 1H), 8.79
(s, 1H), 8.37-8.39(d, J=8.0
Hz, 1H), 8.28-8.30 (d, J =
8.0 Hz, 2H), 7.89 (s, 1H),
7.63-7.65 (d, J = 8.0 Hz,
1H), 7.54-7.56 (m, 2H), 7.26
(s, 1H), 7.18-7.20 (m, 1H),
5.02-5.05 (m, 1H), 4.62—
4.64 (m, 2H), 4.17-4.19 (m,
2H), 3.95 (s, 3H), 3.88-3.90
(m, 2H), 3.82-3.84 (m, 2H),
3.61-3.71 (m, 13H), 2.55-
2.81 (m, 3H), 2.95-2.99 (m,
1H).
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756.6

IH NMR (400 MHz, DMSO-
d6): § 11.12 (s,LH), 9.37(s,
1H), 8.64 (s, 1H), 8.50 (d, J
= 40 HzlH), 833 (d, J
=12.0 Hz, 1H), 8.00 (s, 1H),
7.68-7.60 (m, 3H), 7.34 (d, J
= 4.0 Hz, 1H), 7.25(dd, J =
8.0 Hz, 4.0Hz, 1H), 6.94 (d,
J=80Hz, 1H), 5.32 (t, J =
4.0 Hz, 1H), 5.07 (dd, J =
12.0 Hz, 8.0Hz, 1H), 4.20-
417 (m, 1H), 3.96 (s, 3H),
4.46 (s, 6H), 2.88-2.84 (m,
1H), 259-254 (m, 7H),
2.43-2.32 (m, 6H), 2.02-
1.98 (m, 1H), 1.57-1.49 (m,
4H), 1.38-1.34 (m, 2H).
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820.5

TH NMR (400 MHz
CD:0D): 69.21 (s, 1H), 8.79
(s, 1H), 8.38 (d, J = 8.0 Hz,
2H), 7.62(d, J = 8.0 Hz, 1H),
7.46-7.49 (m, 2H), 7.26 (s,
1H), 7.15-7.19 (m, 2H), 7.07
(s, 1H), 4.95-4.99 (m, 1H),
445447 (m, 2H), 4.15-
4.18 (m, 2H), 3.77-3.82 (m,
7H), 354-362 (m, 9H),
245277 (m, 3H), 1.91-
1.95 (m, 1H), 1.12-1.16 (m,
1H).
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778.5

'H NMR (400 MHz, DMSO-
d6): 6 11.10 (s, 1H), 9.36 (s,
1H), 8.62 (s, 1H), 8.50 (s,
1H), 8.31 (d, J =8.2 Hz, 1H),
8.18 (d, J = 8.8 Hz, 1H), 7.97
(s, 1H), 7.81 (d, J = 8.3 Hz,
1H), 7.60 (d, J = 8.0 Hz, 2H),
7.43 (s, 1H), 7.35 (d, J = 7.8
Hz, 1H), 6.93 (d, J = 8.7 Hz,
1H), 5.31 (s, 1H), 5.11 (dd, J
=128, 5.1 Hz, 1H), 431 (s,
2H), 4.22 (s, 1H), 3.95 (s,
3H), 3.79 (s, 2H), 3.64-3.48
(m, 10H), 3.45 (d, J=4.9 Hz,
3H), 2.86 (d, J = 13.2 Hz,
1H), 2.45-2.40 (m, 2H),
2.37-2.30 (m, 2H), 2.02 (d, J
=6.5 Hz, 1H).
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746.5

1H NMR (400 MHz, DMSO-
de): 99.39 (s, 1H), 8.38 (d, J
=84 Hz, 1H), 830 (d, J =
2.0 Hz, 1H), 8.28 (d, J = 3.0
Hz, 1H), 8.11 (s, 1 H), 7.80
(d,J=8.4Hz, 1H), 7.72 (d,
=7.6 Hz, 1H), 7.63-7.68 (m,
2H), 7.44 (d, J = 2.0 Hz, 1H),
7.34-736 (m, 1H), 5.08-
512 (m, 1H), 4.48 (s, 2H),
431 (t, J=3.6 Hz, 2H), 3.98
(s, 3H), 3.80 (s, 3H), 3.53-
3.79 (m, 12H), 1.95-2.08 (m,
2H).

0 Q
NH
N (0]
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792.5

1H  NMR@00  MHz,
CD;0D): § 13.19 (s, 1H),
9.77 (s, 1H), 8.62-8.68 (m,
2H), 8.52 (d, J=8.0 Hz, 1H),
8.16 (s, 1H), 8.01-8.02 (m,
2H), 7.80-7.81 (m, 1H),
7.15-7.28 (m, 1H), 6.99 (d, J
=8.0 Hz, 1H), 5.15-5.23 (m,
1H), 4.43-445 (m, 2H),
3.77-3.89 (m, 4H), 3.49-
3.60 (m, 12H), 2.86-3.05 (m,
3H), 1.99-2.01 (m, 1H).
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719.4

IH NMR (400 MHz,
DMSOd-6): § 2.04-2.07 (m,
1H), 2.57-2.77 (m, 6H),
2.86-2.93 (m, 1H), 5.10-5.14
(m, 2H), 5.32 (s, 2H), 5.39-
5.48 (m, 1H), 6.97 (d, J = 8.0
Hz, 1H), 7.32-7.33 (m, 1H),
7.46-7.58 (m, 5H), 7.77 (s,
1H), 7.90 (d, J = 7.2 Hz ,1H),
814 (d, J = 7.2 Hz, 1H),
8.25('s, 1H), 8.30 (d, J = 7.6
Hz ,1H), 8.43 (s, 1H), 8.56
(s, 1H), 9.36 (s, 1H), 11.12
(s, 1H), 11.82 (s, 1H).

750.5

IH NMR (400 MHz, CDCls):
9 9.65 (s, 1H), 9.22 (s, 1H),
8.67-8.73 (M, 2H), 8.47 (d, J
= 7.6 Hz, 1H), 8.36 (d, J =
8.0 Hz, 1H), 7.97 (s, 1 H),
7.83 (s, 1H), 7.81(s, 1H),
7.59-7.71 (m, 2H), 7.04 (d, J
=0.2 Hz, 2H), 4.93-4.96 (m,
1H), 4.10 (s, 5H), 3.87 (s,
1H), 3.55-3.76 (m, 18H),
3.26 (s, 2H), 2.12-2.16 (m,
2H).

771.6

'H NMR (400MHz, DMSO-
dg)

8=11.07 (s, 1H),9.38-9.32
(m, 1H), 8.66 - 8.63 (d, J =
12 Hz 1H), 8.50 - 8.48 (m, J
= 8 Hz 1H), 8.36 (s, 2H),
8.34 - 8.29 (m, 1H), 8.21 -
8.14 (m, 1H), 7.99 - 7.94 (m,
1H), 7.61 (s, 3H), 7.28 - 7.22
(m, 1H), 7.19 - 7.12 (m, 1H),
6.96 - 6.89 (m, 1H), 5.09 -
5.00 (m, 1H), 4.36 - 4.29 (m,
2H), 3.95 (s, 5H), 3.34 (s,
4H), 2.87 (s,2H),2.99 - 2.78
(m, 1H), 2.82 - 2.73 (m, 1H),
2.04 - 1.93 (m, 1H), 1.82 -
1.65 (m, 4H), 1.61 - 1.52 (m,
2H), 1.52 - 1.41 (m, 5H),
1.28 (s, 4H), 1.22 - 1.05 (m,
4H).
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7515

'TH NMR (400 MHz
CD;0D): §9.32 (s, 1H), 8.96
(s, 1H), 8.45-8.52 (m, 2H),
837 (d, J = 8.0 Hz, 1H),
8.27-8.31(m, 1H), 7.98 (s,
1H), 7.61-7.98 (m, 4H), 6.82
(s, 1H), 6.65-6.67 (m, 1H),
5.01-5.05 (m, 1H), 4.59 (m,
1H), 4.27 (t, J = 8.4 Hz, 1H),
4.02 (s, 3H), 3.88-3.91 (m,
2H), 3.70 (s, 2H), 3.57(t, J =
6.0 Hz, 2H), 3.41(m, 1H),
3.13-3.17 (m, 2H), 2.66-2.86
(m, 11H), 2.02-2.03 (m, 3H).




7

723.5

TH NMR (400 MHz
CD:OD): & 956 (s1H),
8.54-8.56 (m, 2H), 8.45 (d, J
=84 Hz, 1H), 837 (d, J =
2.4 Hz, 1H), 8.13 (d, J = 8.0
Hz, 1H), 7.97 (d, J = 8.0 Hz,
1H), 7.88 (d, J = 8.8 Hz, 2H),
7.81(d, J=8.4 Hz, 1H), 7.79
(s, 1H), 7.76-7.78 (d, J = 8
Hz, 1H), 7.29 (s, 1H), 7.21(d,
J =80 Hz, 1H), 6.98(d, J =
8.0 Hz, 1H), 5.48-552 (m,
1H), 532534 (m, 1H),
518522 (m, 1H), 5.06-
5.10 (m, 1H), 4.25-4.28 (m,
2H), 3.21-323 (m, 3H),
278281 (m, 5H), 2.67-
2.70 (m, 2H), 2.30-2.33 (m,
2H), 2.17-219 (m, 1H),
1.97-2.07 (m, 3H).
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770.6

1H NMR (400 MHz, DMSO-
d6): 6 11.08 (s, 1H), 9.35 (s,
1H), 8.64 (t, J = 3.9 Hz, 1H),
8.49 (d, = 4.7 Hz, 1H), 8.32
(d, J=8.1 Hz, 1H), 8.19 (dd,
J=8.6,2.5 Hz, 1H), 7.98 (s,
1H), 7.68-7.48 (m, 3H), 7.31
(d, J=7.8Hz, 1H), 7.20 (¢, J
=95 Hz, 1H), 6.94 (d, J
8.6 Hz, 1H), 5.07 (dd, J
12.9,5.3 Hz, 1H), 4.33 (t, J
65 Hz, 2H), 3.95 (s, 3H),
3.65 (m, 1H), 3.51-3.41 (m,
3H), 3.36-323 (m, 5H),
2.95-2.83 (m, 1H), 2.43-
2.28 (m, 6H), 2.05-1.96 (m,
1H), 1.79-1.73 (m, 1H),
1.67-1.61 (m, 1H), 1.42 (m,
7H).

759.6

1H NMR (400 MHz, CDCl3):
§9.35(s, 1H),8.59 (d, J=5.7
Hz, 1H), 8.49 (s, 1H), 8.28
(s, 1H), 8.21 (d, J = 10.6 Hz,
1H), 8.00 (s, 1H), 7.91 (d, J
=11.0 Hz, 1H), 7.63 (d, J =
8.2 Hz, 1H), 7.57 (s, 1H),
751(d, J=9.3 Hz, 1H), 7.37
(d, 3 =5.9 Hz, 1H), 6.85 (d, J
= 8.6 Hz, 1H), 6.7 (5, 1H),
4.92 (m, 1H), 4.45 (s, 1H),
436 (t, J = 6.6 Hz, 2H),
416-4.26 (m, 2H), 3.83-
3.98 (M, 4H), 3.44 (m, 4H),
2.63-2.92 (m, 3H), 2.11 (d, J
= 6.4 Hz, 2H), 1.79-1.89 (m,
3H), 1.44-1.70 (m, 10H).
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759.6

’H NMR (400 MHz, DMSO-
de): 0 11.12 (s, 1H), 9.35 (s,
1H), 8.63 (d, J = 2.3 Hz, 1H),
850 (s, 1H), 8.31 (d, J = 8.1
Hz, 1H), 8.18 (dd, J = 8.6,
25 Hz, 1H), 7.96 (s, 1H),




7.80 (d, J=8.8 Hz, 1H), 7.60
(d, J=6.8Hz, 2H), 7.23 (d, J
= 7.2 Hz, 2H), 6.93 (d, J =
8.6 Hz, 1H), 5.10 (m, 1H),
5.02 — 4.95 (m, 1H), 4.32 (t,
J=6.6 Hz, 2H), 3.95 (s, 3H),
3.70 (t, J = 6.8 Hz, 2H), 2.99
—2.95 (m, 2H), 2.86 (d, J =
12.1 Hz, 2H), 2.64 (br, 1H),
255 (br, 2H), 2.33 (s, 2H),
2.06-1.96 (m, 3H), 1.81-
1.70 (m, 3H), 1.60-1.40 (m,
8H).

756.5

IH NMR(400 MHz, CDCls):
8 9.31 (s, 1H), 851 (s, 1H),
8.40 (s, 1H), 8.11 (d, J = 8.0
Hz, 1H), 7.82-7.83 (m, 1H),
7.60 (s, 1H), 7.37-7.45 (m,
3H), 6.84 (d, J = 8.0 Hz, 1H),
4.92-4.95 (m, 1H), 4.53 (t, J
=4.8Hz,2H), 424 (1, =48
Hz, 2H), 3.89-3.91 (m, 4H),
3.67-3.75 (m, 12H), 2.74-
2.92 (m, 3H), 2.12-2.16 (m,
1H).

82

771.6

1H NMR (400 MHz, DMSO-
de): & 11.12 (s, 1H), 9.36 (s,
1H), 8.64 (d, J = 2.2 Hz, 1H),
850 (d, J =5.7 Hz, 1H), 8.32
(d, J=8.2 Hz, 1H), 8.19 (dd,
J=8.8, 2.6 Hz, 2H), 7.98 (s,
1H), 7.83 (d, J = 8.3 Hz, 1H),
7.62(d, J=8.4 Hz, 2H), 7.43
(d,J=2.0 Hz, 1H), 7.35 (d, J
=84 Hz, 1H), 6.94 (d, J =
8.7 Hz, 1H), 5.31 (s, 1H),
512 (dd, J = 12.9, 5.3 Hz,
1H), 440 — 4.32 (m, 1H),
4.18 (t, J = 6.4 Hz, 2H), 3.96
(s, 3H), 2.88 (d, J = 13.2 Hz,
2H), 2.74 (s, 2H), 2.36 (m,
6H), 2.07 (s, 3H), 1.88 - 1.70
(m, 4H), 1.60 — 1.34 (m, 6H).

83

7515

IH NMR (400 MHz,
CD40D): § 9.58 (s,1H), 8.58
(d, J = 6.4 Hz, 1H), 8.54-
855 (d, J = 4 Hz, 1H), 8.47
(d,J=8.4Hz, 1H),8.39 (d,J
= 2.8 Hz, 1H), 8.12-8.17 (m,
2H), 7.97-8.01 (m, 2H), 7.91
(d, J = 9.2 Hz, 1H), 7.79-
7.83 (m, 2H), 7.39 (s, 1H),
7.32(d, J=8.0 Hz, 1H), 7.01
(d, J = 84 Hz, 1H), 5.50-
553 (m, 1H), 5.22-5.24 (m,
1H), 512514 (m, 1H),
418-421 (m, 2H), 3.04-
3.07 (m, 2H), 2.74-2.84 (m,
7H), 2.18-220 (m, 1H),
2.09-213 (m, 1H), 2.02-
2.06 (m, 1H), 1.85-1.95 (m,
4H), 1.55-1.65 (m, 4H).
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794.5

1H NMR(400 MHz, CDCly):
$9.34 (s, 1H), 858 (d, J =
5.6 Hz, 1H), 8.21-8.48 (m,
2H),8.20 (d, J =8.4 Hz, 1H),
7.88-7.91 (m, 1H), 7.76 (d, J
= 8.4 Hz, 1H), 7.56 (s, 1H),
751 (d, J = 8.0 Hz, 1H),
7.33-7.36 (m, 2H), 7.16-7.18
(m, 2H), 6.86 (d, J = 8.4 Hz,
1H), 6.39-651 (m, 3H),
5.52-5.54 (m, 1H), 4.94-4.96
(m, 2H), 4.07-4.10 (m, 2H),
3.91-3.97 (m, 5H), 3.22-3.24
(m, 1H), 2.69-2.76 (m, 7H),
2.14-2.16 (m, 1H), 1.82-1.86
(m, 4H), 1.54-1.57 (m, 4H).

774.6

1H NMR (400 MHz, CDCly):
0 9.32 (s, 1H), 8.58-8.59 (d,
J=4.0Hz, 2H), 8.48 (s, 1H),
8.16-8.18 (d, J = 8.0 Hz,
1H), 7.89-7.91(d, J = 8.0 Hz,
1H), 7.74-7.76 (d, J = 8.0
Hz, 1H), 7.56 (s, 1H), 7.47—
749 (d, J = 8.0 Hz, 1H),
7.32-7.33 (d, J = 4.0 Hz,
1H), 7.19 (s, 1H), 7.06-7.08
(d, J = 8.0 Hz, 1H), 6.84—
6.86 (d, J=8.0 Hz, 1H), 4.93
(m, 2H), 4.35-4.38 (m, 2H),
421 (s,1H), 3.90 (s, 3H),
3.35-3.49 (m, 7H), 2.68-
2.95 ('m,3H), 2.44-2.51 (m,
4H), 2.15 (m, 1H), 1.88 (m,
2H), 1.56-1.68 (m, 9H), 1.44
(d, J=8.0 Hz, 2H).
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736.5

1H NMR (400 MHz, CDCl3):
5 9.28 (s, 2H), 8.50 (s, 1H),
8.08 (s, 1H), 7.35—7.57 (m,
6H), 6.94—6.96 (m, 3H),
6.77 (s, 1H), 6.38 (s, 1H),
4.88—4.90 (m, 1H), 4.14 (s,
2H), 3.60—3.86 (m, 17H),
3.31—3.34 (m, 2H), 2.66—
2.86 (m, 3H), 2.03—2.05 (m,
1H).

739.5

IH NMR(400 MHz, CDCl):
89.28 (s, 1H), 8.42 (s, 1H),
8.37-8.39 (m, 2H), 8.06 (d, J
= 8.0 Hz, 1H), 7.80 (d, J =
8.0 Hz, 1H), 7.62 (s, 1H),
7.40-7.45 (m, 3H), 6.09 (s,
1H), 6.82 (d, J = 8.8 Hz, 1H),
4.94-4.99 (m, 1H), 4.54 (t, J
= 4.8 Hz, 4H), 3.86-3.91 (m,
4H), 3.66-3.75 (m, 12H),
273292 (m, 3H), 2.20-
2.22 (m, 1H).




820.5

IH NMR (400 MHz, CDCls):
§9.35(s, 1H),8.63(d, J=7.6
Hz, 1H), 8.45 (s, 1H), 8.21
(d, J = 8.0 Hz, 1H), 8.16 (s,
1H), 7.87-7.90 (m, 1H), 7.75
(d, J = 84 Hz, 1H), 7.53-
758 (m, 2H), 7.39 (s, 1H),
7.35 (s, 1H), 7.21(d, J = 8.4
Hz, 1H), 6.91(d, J = 8.8 Hz,
1H), 4.87-4.92 (m, 3H), 4.55
(t, J = 4.8 Hz, 2H), 4.24 (t,
=4.8Hz,2H),3.90 (t, J=4.4
Hz, 3H), 3.66-3.73 (m, 12
H), 2.76-2.87 (m, 3H), 2.09—
2.16 (m, 1H).

841.6

'H NMR: (400MHz, DMSO-
dg)

5:11.09 (s, 1H), 9.36 (s, 1H),
8.61 (d, J=2.4 Hz, 1H), 8.50
(d, J=5.6 Hz, 1H), 8.31 (d,
J=8.0 Hz, 1H), 8.21 (s, 1H),
8.15 (dd, J=2.8, 8.8 Hz, 1H),
7.95 (s, 1H), 7.65 - 7.57 (m,
3H), 7.29 (s, 1H), 7.23 - 7.18
(m, 1H), 6.90 (d, J=8.8 Hz,
1H), 5.04 (dd, J=5.6, 12.8
Hz, 1H), 431 (t, J=6.4 Hz,
2H), 4.14 (br s, 1H), 4.10 -
3.99 (m, 3H), 3.96 (s, 3H),
3.87(d, J=11.6 Hz, 2H), 3.74
(dd, J=5.6, 10.8 Hz, 2H),
3.02 - 2.81 (m, 4H), 1.98 -
1.86 (M, 2H), 1.85 - 1.72 (m,
4H), 1.63 - 1.15 (m, 9H).

7445

HNMR (400 MHz, CDCIs):
5 9.35 (s, 1H), 8.60 (s, 1H),
8.50 (s, 1H), 8.20 (d, J = 8.0
Hz, 2H), 7.75 (d, J = 8.0 Hz,
1H), 7.55 (s, 1H), 7.49 (d,
J=8.0 Hz, 1H), 7.32 (d, J =
10.0 Hz, 2H), 7.16 (d, J = 8.0
Hz, 1H), 6.92 (d, J=8.4 Hz,
1H), 5.10 (s, 2H), 4.98-5.00
(m, 1H), 4.21 (s, 2H), 4.07-
4.10 (m, 2H), 3.90 (s, 3H),
3.44-3.54 (m, TH), 2.76-2.87
(m, 3H), 2.18-2.23 (m, 2H),
1.88-1.92 (m, 3H), 1.72-1.75
(m, 4H).

91

798.6

1H  NMR(@00  MHz
CD:0D): § 9.33 (s, 1H),
8.51-8.53 (m, 2H), 8.33-8.34
(m, 1H), 8.09-8.11 (m, 1H),
7.84 (s, 1H), 7.59-7.62 (m,
3H), 7.30 (s, 1H), 7.17 (d, J
= 8.4 Hz, 1H), 6.90 (d, J =
8.4 Hz, 1H), 5.32-5.35 (m,
1H), 3.99 (s, 3H), 3.40-3.47
(m, 13H), 2.69-2.71 (m, 6H),
2.50-2.52 (M, 4H), 2.03-2.18
(m, 5H), 1.59-1.60 (m, 6H).




786.5

IH NMR (400 MHz, CDCls):
§9.32 (s, 1H), 8.68 (s, 1H),
858 (s, 1H), 8.35 (s, 1H),
8.18 (d, J = 8.0 Hz, 1H), 7.97
(s, 1H), 7.74 (d, J = 8.4 Hz,
1H), 7.52 (s, 1H), 7.45 (d, J
= 8.0 Hz, 1H), 7.27—7.34
(m, 2H), 7.20 (d, J = 7.6 Hz,
1H), 4.92—4.96 (m, 1H),
461 (s, 2H), 4.23 (s, 2H),
3.89—3.94 (m, 8H), 3.68—
3.78 (m, 11H), 2.72—2.90
(m, 3H), 2.01—2.12 (m, 1H).

782.5

IH NMR(400 MHz, CDCl):
5 9.35 (br, 1H), 8.94 (s, 1H),
8.59(s, 1H), 8.21 (d, J = 8.0
Hz, 1H), 8.01-8.09(m, 2H),
7.73(d, J=8.4 Hz, 1H), 7.69
(d, J = 8.0 Hz, 1H), 7.58 (s,
1H), 7.51(d, J = 8.4 Hz, 1H),
731(d, J =52 Hz, 1H),
7.24(s, 1H), 7.09(dd, J = 8.0,
2.0 Hz, 1H), 4.85-4.90 (m,
1H), 4.10(t, J = 8.0 Hz, 1H),
3.98(t, J = 6.4 Hz, 1H),
3.87(s, 3H), 351 (t, J = 6.4
Hz, 1H), 3.27-3.32 (m, 4H),
2.65-2.85(m, 3H), 2.04-2.08
(m, 1H), 1.71-1.76 (m, 4H),
1.45-152 (m, 8H), 0.75-
0.85(m, 4H).

94

761.5

'HNMR (400 MHz, DMSO-
dg): 8: 11.04(s, 1H), 9.29(s,
1H), 8.58(d, J = 2.0 Hz, 1H),
8.43(d, J = 5.6 Hz, 1H),
8.25(d, J=8.0 Hz, 1H), 8.12-
8.16(m, 2H), 7.92(s, 1H),
7.78(d, J = 7.6 Hz, 1H),
7.56(d, J = 6.0 Hz, 2H),
7.40(s, 1H), 7.33(d, J = 8.4
Hz, 2H), 7.20-7.22(m, 1H),
6.92(d, J = 4.4 Hz, 1H),
5.37(s, 1H), 5.01-5.37(m,
2H), 4.25(t, J = 6.0 Hz, 2H),
3.89(s, 3H), 2.43-2.65(m,
9H), 1.98(t, J = 6.4 Hz, 3H).

95

765.5

THNMR (400 MHz, CDCls):
§:9.32(s, 1H), 8.59(d, J= 4.8
Hz, 1H), 8.49(s, 1H), 8.20(d,
J=8.8 Hz, 1H), 8.16(s, 1H),
8.08(s, 1H), 7.94(d, J = 7.2
Hz, 1H), 7.77(d, J = 8.0 Hz,
1H), 7.56(s,1H), 7.49(d, J =
8.4 Hz, 1H), 7.32(s, 2H),
747(d, J = 8.0 Hz, 1H),
7.07(s, 1H), 6.87(d, J = 8.8
Hz, 1H), 5.52(s, 1H), 4.94-
4.97(m, 2H), 4.08(s, 2H),
3.91(s, 3H), 2.73-2.92(m,
8H), 2.13-2.15(m, 2H), 1.86-
1.88(m, 2H), 1.78-1.80(m,




2H), 1.46-1.54(m, 2H).

96

838.6

IH NMR: 400 MHz, DMSO-
d6 5 : 11.09 (s, 1H), 9.38 (s,
1H), 8.64 (d, J=2.4 Hz, 1H),
8,51 (d, J=5.6 Hz, 1H), 8.33
(d, J=8.0 Hz, 1H), 8.19 (dd,
J=2.4, 8.8 Hz, 1H), 8.14 (s,
1H), 7.99 (s, 1H), 7.72 - 7.59
(m, 3H), 7.21 (d, J=2.0 Hz,
1H), 7.12 (dd, J=2.0, 8.8 Hz,
1H), 6.94 (d, J=8.4 Hz, 1H),
5.38 - 5.26 (m, 1H), 5.06 (dd,
J=5.3, 12.9 Hz, 1H), 4.24 -
4.13 (m, 1H), 3.96 (s, 3H),
3.95 - 3.88 (m, 1H), 3.72 (d,
J=15.2 Hz, 1H), 3.68 - 3.63
(m, 1H), 3.53 (d, J=7.2 Hz,
1H), 3.31 (s, 2H), 3.07 - 2.75
(m, 4H), 2.74 - 2.54 (m, 4H),
244 - 2.29 (m, 4H), 2.06 -
1.94 (m, 1H), 1.50 (td, J=7.0,
13.8 Hz, 4H), 1.33 (s, 4H).

97

775.5

1H NMR(400 MHz, CDCL):
§ 8.42-8.48 (m, 2H), 8.17-
8.23 (m, 2H), 7.93 (d, J = 2
Hz, 1H), 7.75 (d, = 8.4 Hz,
1H), 7.51-7.58 (m, 1H), 7.34
(s, 1H), 7.26-7.28 (m, 1H),
749 (d, J = 1.6 Hz, 1H),
7.05-7.17 (m, 1H), 6.87 (d, J
= 8.4 Hz, 1H), 5.52-5.54 (m,
1H), 4.96-4.98 (m, 2H),
4.14-417 (m, 2H), 3.91 (s,
3H), 2.73-2.88 (m, 8H),
2.52-2.55 (m, 2H), 2.02-2.15
(m, 3H), 1.81-1.85 (m, 2H).

98

779.5

1H NMR(400 MHz, CDCL,):
5848 (s, 1H), 8.26 (d, J =
7.6 Hz, 1H), 8.17 (s, 1H),
7.94(d, J=8.4 Hz, 1H), 7.75
(d, J = 8.4 Hz, 1H), 7.57-
7.63 (m, 2H), 7.28-7.34 (m,
1H), 7.17-7.20 (m, 1H), 7.06
(s, 1H), 6.90 (d, J = 8.4 Hz,
1H), 5.53-555 (m, 1H),
4.97-5.01 (m, 2H), 4.06-4.16
(m, 2H), 3.98 (s, 3H), 2.71-
2.88 (m, 8H), 2.51-2.53 (m,
1H), 2.02-221 (m, 4H),
1.62-1.85 (m, 4H), 1.51-
1.56(m, 4H), 0.82-0.92(m,
2H).

99
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773.5

1H NMR (400 Hz, DMSO-
d6): & 1.40-1.56 (m, 2H),
1.62-1.75 (m, 2H), 1.83-2.09
(m, 2H), 2.34-2.50 (m, 3H),
2.58-2.73 (m, 2H), 2.83-2.93
(m, 1H), 3.01-313 (m,
2H),3.37-3.52 (m, 8H), 3.77
(s, 2H), 3.95 (s, 3H), 4.18 (s,
1H), 502513 (m, 2H),
5.29-5.37 (m, 1H), 6.94 (d, J




= 8.0 Hz, 1H), 7.21-7.29 (m,
2H), 7.59-7.65 (m, 2H), 7.80
(d, J = 7.2 Hz, 1H), 7.97 (s,
1H), 8.18 (d, J = 7.6 Hz, 1H),
8.31(d, J=7.6 Hz, 1H), 8.50
(d, J = 5.2 Hz, 1H), 8.63 (s,
1H), 9.35 (s, 1H), 11.11 (s,
1H).

100

771.6

1H NMR (400 MHz, CDCl):
8 1.65-1.67 (m, 6H), 1.74-
1.81 (m, 2H), 1.87-1.94 (m,
2H), 2.00-2.06 (m, 1H),
2.09-2.14 (m, 1H), 2.18-2.24
(m, 2H), 2.54-2.59 (m, 2H),
2.68-2.90 (m, 3H), 3.37-3.53
(m, 5H), 3.91 (t, J = 7.6 Hz,
3H), 3.98 (d, J = 8.0 Hz, 3H),
4.39 (t, J=6.4 Hz, 2H), 4.90-
4.94 (m, 1H),6.45(d, J=1.6
Hz, 1H), 6.72 (d, J = 1.6 Hz,
1H), 6.85(d, J = 8.4 Hz, 1H),
7.35 (d, J = 6 Hz, 1H), 7.50
(d, 3 = 8.0 Hz, 1H), 7.56 (s,
1H), 7.61 (d, J =8.0 Hz, 1H),
7.91 (d, J= 2.4 Hz, 1H), 8.05
(s, 1H), 8.21 (d, J = 8.0 Hz,
1H), 8.49 (d, J = 2.4 Hz, 1H),
8.60 (d, J=5.6 Hz, 1H), 9.34
(s, 1H).

101

827.5

1H NMR (400 Hz, D6-
DMSO): & 1.56-159 (m,
2H), 1.71-1.77 (m, 2H),
1.95-2.05 (m, 2H), 2.34-2.46
(m, 3H), 2.50-2.67 (m, 3H),
2.83-2.93 (m, 1H), 3.32-3.49
(m, 9H), 3.88-3.92 (m, 1H),
4.17-4.20 (m, 1H), 4.55 (t, J
=5.6 Hz, 1H), 5.05-5.13 (m,
2H), 5.46-5.49 (m, 1H),
7.25-7.28 (m, 2H), 7.52 (d, J
= 5.6 Hz, 1H), 7.63 (d, J =
8.0 Hz, 1H), 7.82 (d, J=8.0
Hz, 1H), 7.87 (s, 1H), 8.33
(d, J = 8.0 Hz, 1H), 8.39 (s,
1H), 8.45 (d, J =6.0 Hz, 1H),
8.83 (s, 1H), 9.39 (s, 1H),
11.11 (s, 1H), 11.86 (s, 1H).

102

7755

THNMR (400 MHz, DMSO-
de): 6 1.73 (d, J = 7.2 Hz,
2H), 1.91 (d, J = 7.2 Hz, 2H),
2.01-2.08 (M, 1H), 2.51-2.67
(m, 8H), 2.83-2.94 (m, 1H),
3.96 (s, 3H), 4.24 (t, J = 6.0
Hz, 2H), 5.12 (dd, J = 12.8,
5.2 Hz, 1H), 5.31-5.52 (m,
2H), 6.99 (d, J = 8.4 Hz, 1H),
6.83 (d, J=8.6 Hz, 1H), 7.36
(d, J = 8.2 Hz, 1H), 7.44 (s,
1H), 7.75-7.58 (m, 3H), 7.82
(d, J = 8.2 Hz, 1H), 7.99 (s,
1H), 8.10-8.28 (m, 2H), 8.33
(d, J = 8.2 Hz, 1H), 8.52 (s,




1H), 8.64 (d, J = 1.6 Hz, 1H),
9.40 (s, 1H),11.11 (s, 1H).

103

7745

'H NMR (400 MHz,
CDs0D): 5 9.46 (s, 1H), 8.63
(d, J= 6.8 Hz, 1H), 8.38 (s,
1H), 8.00 (d, J = 6.8 Hz, 1H),
7.96 (d, J =8.8 Hz, 1H), 7.67
(d, J=8.4Hz, 1H),7.61(d, J
= 4.8 Hz, 1H), 7.29 (s, 1H),
7.23(d, J=8.4 Hz, 1H), 6.93
(d, J = 8.8 Hz, 1H), 5.05 (m,
1H), 454 — 4.45 (m, 2H),
4.26-4.19 (m, 2H), 3.86 (m,
4H), 370-3.65 (m, 12H), 2.86
— 262 (m, 3H), 2.10 — 2.04
(m, 1H).

104

773.5

'H NMR (400 MHz, DMSO-
dé): & 1.73-1.79 (m, 4H),
1.97-1.99 (m, 2H), 2.31-2.37
(m, 2H), 2.40-2.49 (m, 2H),
2.54-2.59 (m, 1H), 2.83-2.88
(m, 1H), 3.38 (t, J = 6.4 Hz,
2H), 3.43-349 (m, 6H),
3.82-3.85 (m, 2H), 3.75 (s,
3H), 4.16-4.18 (m, 1H),
4.20-4.26 (m, 2H), 4.43-4.47
(m, 1H), 5.02-5.07 (m, 1H),
5.31-5.34 (m, 1H), 6.62-6.64
(m, 1H), 6.78-6.79 (m, 1H),
6.93 (t, J = 8.4 Hz, 1H), 7.59-
6.72 (m, 3H), 7.96 (s, 1H),
8.17-8.19 (m, 1H), 8.30 (d, J
= 8.0 Hz, 1H), 8.49 (d, J =
6.4 Hz, 1H), 8.62-8.63 (m,
1H), 9.35 (s, 1H), 11.06 (s,
1H).

105

841.5

1H NMR (400 MHz, DMSO-
d6): & 1.56-1.60 (m, 2H),
1.74(t, J = 6.4 Hz, 2H), 1.99-
2.04 (m, 2H), 2.33-2.39 (m,
3H), 2.55-2.66 (m, 3H),
2.83-2.91 (m, 1H), 3.11-3.13
(m, 2H), 3.36-3.44 (m, 6H),
3.55-3.64 (m, 2H), 3.88-3.93
(m, 1H), 3.97 (s, 3H), 4.17-
4.20 (m, 1H), 5.06-5.12 (m,
2H), 5.47-5.49 (m, 1H), 7.27
(s, 2H), 7.65 (d, J = 6.0 Hz,
1H), 7.70 (d, J = 8.4 Hz, 1H),
7.80 (d, J = 8.0 Hz, 1H), 8.10
(s, 1H), 8.35 (s, 1H), 8.50-
8.53 (m, 2H), 8.90 (s, 1H),
9.40 (s, 1H), 11.10 (s, 1H).

106

759.6

H NMR (400 MHz, DMSO-
d6): & 1.54-1.68 (m, 10H),
1.84-1.88 (m, 2H), 2.12-2.14
(m, 1H), 2.77-2.93 (m, 5H),
3.40-3.45 (m, 4H), 3.64-3.75
(m, 4H), 3.91 (s, 3H), 4.09 (t,
J = 6.4 Hz, 2H), 4.39-4.46
(m, 1H), 4.89-4.99 (m, 1H),
5.41-5.50 (m, 1H), 6.90 (d, J




= 8.4 Hz, 1H), 7.14-7.2 (m,
1H), 7.32-7.35 (M, 2H), 7.48
(d, J = 8.0 Hz, 1H), 7.55 (s,
1H), 7.76 (d, J = 8.0 Hz, 1H),
7.92-8.00 (M, 1H), 8.21 (d, J
=8.0 Hz, 1H), 843 (d, J =
2.0 Hz, 1H), 859 (d, J = 5.6
Hz, 1H), 9.33 (s, 1H).

107

771.6

1HNMR (400 MHz, CDCl5):
§ 1.61-1.65 (m, 2H), 1.72-
1.77 (m, 4H), 1.90-1.93 (m,
2H), 1.99-2.04 (m, 1H),
2.14-2.22 (m, 3H), 2.44-2.49
(m, 2H), 2.78-3.01 (m, 6H),
3.44-3.49 (m, 4H), 3.92 (s,
3H), 3.99-4.05 (m, 2H), 4.14
(t, J=6.2 Hz, 2H), 4.94-4.98
(m, 1H), 5.17-5.20 (m, 1H),
6.81 (d, J = 8.4 Hz, 1H),
7.19-7.21 (m, 1H), 7.33-7.37
(m, 2H), 7.49 (d, J = 8.4 Hz,
1H), 7.56 (s, 1H), 7.78 (d, J
= 8.4 Hz, 1H), 7.90-7.93 (m,
1H), 8.21 (d, J = 8.4 Hz, 1H),
8.35 (br, 1H), 8.45-8.46 (m,
1H), 8.59 (d, J = 5.6 Hz, 1H),
9.34(s, 1H).

108

795.5

'H NMR (400 MHz,
DMSOd-6): & 1.43-1.44 (m,
4H), 1.70-1.74 (m, 4H),
1.98-2.04 (m, 1H), 2.44-2.47
(m, 1H), 2.56-2.60 (m, 1H),
2.65 (t, J=6.0 Hz, 4H), 2.83-
2.92 (m, 1H), 3.95 (s, 3H),
4.10 (t, J = 6.0 Hz, 2H), 4.22
(t, J=6.4 Hz, 2H), 5.07-5.11
(m, 1H), 5.30-5.35 ( m, 1H),
5.39-5.45 (m ,1H), 6.34-6.37
(m, 2H), 6.98 (d, J = 8.4 Hz
,1H), 7.24-7.26 (m, 1H), 7.33
(d, J=2.0 Hz, 1H), 7.59-7.65
(m, 3H), 7.72 (d, J = 8.0 Hz
,H), 7.97 (s, 1H), 8.17-8.21
(m, 1H), 8.31 (d, J = 8.0 Hz,
1H), 8.50 (d, J = 6.0 Hz, 1H),
8.65 (d, J=2.0 Hz, 1H), 9.36
(s, 1H), 11.10 (s, 1H).

109
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795.5

1H NMR (400 MHz,
DMSOd-6): § 1.47 (s, 4H),
1.72-1.78 (m, 4H), 2.02-2.05
(m, 2H), 2.33 (s, 1H), 2.63-
2.66 (m, 4H), 2.88-2.89 (m,
1H), 3.41-3.49 (m, 2H), 3.96
(s 2H), 4.18-4.23 (m ,3H),
504-5.12 (m, 2H), 5.42
(br,LH), 6.19 (s ,1H), 6.55-
6.56 (m,1H), 6.98 (d, J = 8.4
Hz ,1H), 7.34(d, J = 72
Hz,1H), 7.41 (s, 1H), 6.63(s,
2H), 7.81-7.83 (m, 1H),
7.95-7.97 (m, 2H), 8.21 (d, J
=84 Hz 1H), 832 (d, J =




7.2 Hz, 1H), 850 (d, J = 4.0
Hz, 1H), 8.64 (s, 1H), 9.36
(s, 1H), 11.11 (s, 1H).
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779.5

"H NMR (400 MHz,DMSO-
de): 8 1.36 (d, J = 7.6 Hz,
2H), 1.45 (d, J= 6.8 Hz, 2H),
1.52-1.61 (m, 2H), 1.70-1.80
(m, 2H), 1.98-2.02 (m, 3H),
2.54-2.70 (m, 6H), 2.89 (t, J]
=16.6 Hz, 1H), 3.96 (s, 3H),
4.16 (d,J=5.0 Hz, 2H), 5.12
(dd, J = 12.8, 4.4 Hz, 1H),
5.36-5.43 (m, 2H), 6.77 (d, J]
=84 Hz, 1H), 6.99 (d, J =
8.0 Hz, 1H),7.34 (d, J = 8.8
Hz, 1H), 7.42 (s, 1H),7.60-
7.64 (m, 3H), 7.83 (d, J=8.0
Hz, 1H), 7.97 (dd, J = 14.0,
6.4 Hz, 2H), 8.33 (d, /= 8.4
Hz, 1H), 8.21 (d, /= 8.0 Hz,
1H), 8.50 (d, J=4.8 Hz, 1H),
8.65 (s, 1H), 9.37 (s, 1H),
11.11 (s, 1H).

111

788.5

IHNMR (400 MHz, DMSO-
d6): & 1.98-2.02 (m, 1H),
2.54-2.73 (M, 6H), 2.83-2.92
(m, 1H), 3.95-3.97 (m, 5H),
4.31-4.34 (m, 2H), 4.50 (s,
2H), 4.67-472 (m, 1H),
5.04-5.13 (m, 2H), 5.42-5.48
(m, 1H), 6.67-6.69 (m, 1H),
6.82 (s, 1H), 6.69-7.01 (m,
1H), 7.33-7.36 (m, 1H),
7.53-7.55 (m, 1H), 7.63-7.67
(m, 3H), 8.01 (s, 1H), 8.21-
8.26 (m, 2H), 8.33-8.37 (m,
1H), 8.51-855 (m, 1H),
8.65-8.66 (m, 1H), 9.39 (s,
1H), 11.07 (s, 1H).

112

788.5

IHNMR (400 MHz, CDCls):
§: 11.09(s, 1H), 9.25(s, 1H),
850(s, 1H), 859(s, 1H),
8.07(d, J = 84 Hz, 1H),
7.79(d, J = 8.4 Hz, 1H), 7.69-
7.73(m, 2H), 7.75(d, J = 8.4
Hz, 1H), 7.42(s, 1H), 7.34(d,
J =84 Hz, 1H), 7.02(d, J =
8.4 Hz, 1H), 5.08-5.13(m,
1H), 4.46(d, J = 4.4 Hz, 2H),
4.30-4.34(m, 2H), 3.95(s,
3H), 3.79(s, 4H), 3.60(s,
4H), 356(s, 4H), 3.53(s,
4H), 2.85-2.88(m, 1H),
2.61(s, 2H).

113

786.5
[788.5]

THNMR (400 MHz, DMSO-
de): 8 11.11 (s, 1H), 9.35 (s,
1H), 8.50 (s, 1H), 8.38 (s,
1H), 8.29 (d, J = 8.0 Hz, 1H),
7.87 (s, 1H), 7.75 (d, J = 8.0
Hz, 1H), 7.62 (d, J = 5.6 Hz,
1H), 7.52 (d, J = 8.0 Hz, 1H),
7.34(d, J = 8.4 Hz, 2H), 7.27




(d, J = 104 Hz, 1H), 5.13-
5.08 (m, 1H), 4.34-4.32 (m,
2H), 4.23-4.21 (m, 2H), 3.91
(s, 3H), 3.77-3.71 (m, 4H),
3.54-3.46 (m, 12 H), 2.91-
2.87 (m, 1H), 2.61-257 (m,
3H).

114

760.5

IH NMR (400 MHz, CDCls):
§ 1.52-159 (m, 2H), 1.63-
1.67 (m, 5H), 1.83-1.90 (m,
1H), 2.11-216 (m, 2H),
2.43-2.54 (M, 4H), 2.71-2.92
(m, 4H), 3.39-3.49 (m, 6H),
3.95 (s, 3H), 4.08 (t, J = 6.4
Hz, 2H), 4.23-4.29 (m, 1H),
494 (dd, J = 5212.0Hz,
1H), 6.83 (d, J = 8.4 Hz, 1H),
7.7 (dd, J = 2.0, 8.0Hz, 1H),
7.32(d, J=1.6 Hz, 1H), 7.44
(d, J = 6.0 Hz, 1H), 7.54 (d, J
= 8.0 Hz, 1H), 7.60 (s, 1H),
7.75(d, J=8.4 Hz, 1H), 7.91
(dd, J = 2.4, 8.8 Hz, 1H),
8.14 (m, 1H),8.21 (d, J =8.0
Hz, 1H), 8.48 (d, J = 2.4 Hz,
1H), 8.58 (d, J = 5.2 Hz, 1H),
9.34 (s, 1H).

115

759.6

1H NMR (400 MHz, DMSO-
d6): & 1.34-1.38 (m, 2H),
1.40-1.58 (m, 8H), 1.74-1.77
(m, 2H), 2.01-2.04 (m, 1H),
2.54-2.61 (m, 1H), 2.84-2.93
(m, 1H), 3.32-3.42 (m, 7H),
3.77-3.81 (m ,2H), 3.96 (s
3H), 4.15 (t, J = 6.4Hz, 2H),
4.21 (t, 3 =8.8 Hz, 2H), 4.40-
4.45 (m, 1H), 5.10 (dd, J =
12.8Hz, 1H), 6.52(d, J = 8.8
Hz, 1H), 7.32 (dd, J = 8.0Hz
1H),7.39 (s, 1H), 7.58 (d, J
= 8.0 Hz, 1H), 7.65 (d, J =
6.0 Hz,1H), 7.80 (d, J = 8.4
Hz,lH), 7.91(s, 1H), 8.01
(dd, J = 8.4 Hz, 1H), 8.29 (d,
J=80Hz, 1H), 850 (d, J =
56 Hz, 1H), 8.58 (s, 1H),
9.36 (s, 1H), 11.10 (s, 1H).
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771.6

THNMR (400 MHz, CDCly):
& 1.39-1.42 (m, 2H), 1.47-
1.52 (m, 2H), 1.64-1.70 (m,
2H), 1.77-1.82 (m, 2H),
2.01-2.07 (m, 1H), 2.21-2.26
(m, 2H), 2.54-2.64 (m, 3H),
2.75-2.90 (m, 5H), 3.42-3.45
(m, 3H), 3.61-3.71 (m, 4H),
3.95 (s, 3H), 435 (t, J = 6.2
Hz, 2H), 4.78-4.82 (m, 1H),
5.09-5.13 (m, 1H), 6.94 (d, J
= 8.4 Hz, 1H), 7.20-7.25 (m,
2H), 7.60-7.63 (m, 2H), 7.79
(d, 3 = 8.0 Hz, 1H), 7.97 (s,
1H), 8.18-8.20 (m, 1H), 8.31




(d, J=8.0 Hz, 1H), 8.48 (d, J
= 52 Hz, 1H), 8.65(s, 1H),
9.34(s, 1H), 11.11(s, 1H).
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733.4

H NMR (400
MHz,CDs0OD):6 1.92-1.94
(m, 1H), 2.02-2.10 (m, 2H),
2.62-2.65 (m, 5H), 3.90 (s,
3H), 4.97-5.02 (m, 2H), 5.10
(s, 2H), 5.37 (t, J = 6 Hz,
1H), 6.85 (d, J = 8.4 Hz, 1H),
7.20-7.22 (m, 1H), 7.34-7.41
(m, 2H), 7.45 (d, J = 2.0 Hz,
1H), 7.50-7.56 (m, 2H),
7.75-7.77 (m, 2H), 8.02-8.06
(m, 2H), 8.21 (d, J = 8.0 Hz,
1H), 8.37 (d, J = 6.0 Hz, 1H),
8.42 (d, J=2.4 Hz, 1H), 9.18
(s, 1H).

118

856.5

1H NMR (400 MHz, DMSO-
d6): & 1.98-2.03 (m, 1H),
2.09-2.15 (m, 1H), 2.20-2.24
(m, 1H), 2.70-2.87 (m, 5H),
4.01-4.04 (M, 4H), 4.29-4.34
(m, 1H), 4.46 (s, 2H), 4.75-
4.79 (m, 1H), 4.89-4.95 (m,
1H), 5.00-5.06 (m, 1H),
5.33-5.40 (m, 2H), 5.65-5.70
(m, 1H), 6.53-6.55 (m, 1H),
6.79 (s, 1H), 7.08-7.11 (m,
1H), 7.40 (d, J = 8.0 Hz, 1H),
7.56-7.65 (m, 4H), 7.95 (s,
1H), 8.19-8.30 (m, 3H),
8.60-8.64 (m, 2H), 9.38 (s,
1H).

119

990.7

'H NMR (400 MHz, DMSO-
dg): 6 0.93 (s, 9H), 1.35 (¢, J
= 6.8 Hz, 3H), 1.77-1.78 (s,
1H), 2.02-2.04 (m, 1H), 2.44
(s, 3H), 3.53-3.64 (m, 14H),
3.80-3.85 (m, 2H), 3.95 (s,
2H), 4.28 (s, 1H), 4.44 (d, J =
8.2 Hz, 1H), 4.54 (d, J = 9.6
Hz, 1H), 4.58-4.63 (m, 2H),
4.90 (s, 1H), 5.12 (s, 1H),
7.26-7.50 (m, 5H), 7.54 (d, J
= 5.8 Hz, 1H), 7.66 (d, J =
8.2 Hz, 1H), 7.90 (s, 1H),
8.35 (d, J = 8.0 Hz, 1H),
8.42-8.45 (m, 3H), 8.85 (s,
1H), 8.97 (s, 1H), 9.41 (s,
1H), 11.92 (s, 1H).
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790.5

'H NMR (400 MHz, DMSO-
d6): 0.95 (s, 9H), 1.37-1.47
(m, 3H), 1.75-1.81 (m, 1H),
2.03-2.08 (m, 1H), 2.44 (s,
3H), 3.16-3.17 (m, 4H), 3.29
(s, 2H), 3.54-3.63 (m, 2H),
3.89 (s, 2H), 4.06 (s, 3H),
4.26-4.31 (m, 1H), 4.44-4.51
(m, 3H), 4.56-4.61 (m, 1H),
4.90-4.96 (m, 1H), 5.10-5.17




(m, 1H), 7.06-7.10 (m, 1H),
7.36-7.38 (M, 2H), 7.42-7.48
(m, 3H), 7.53-7.56 (m, 1H),
757-7.61 (m, 1H), 7.80 (s,
1H), 8.10-8.14 (m, 1H), 8.32
(s, 1H), 8.44-8.46 (m, 2H),
8.58 (d, J=2.0 Hz, 1H), 8.97
(s, 1H), 9.40 (s, 1H), 11.90-
11.98 (m, 1H).

121

966.7

IH NMR (400 MHz,
DMSOd-6): & 0.93 (s, 9H),
1.36-1.47 (m, 3H), 1.73-1.80
(m, 1H), 1.96-2.09 (m, 2H),
3.23-3.60 (m, 16H), 3.79 (t, J
= 3.6 Hz, 2H), 3.96 (s, 2H),
4.28 (s, 1H), 4.42-4.46 (m,
3H), 4.54 (d, J = 9.6 Hz, 1H),
4.90 (t, J=7.6 Hz, 1H), 5.12
(s, 1H), 6.97 (d, J = 8.4 Hz,
1H), 7.35-7.43 (m, S5H),
7.65-7.69 (m, 2H), 7.87 (s,
1H), 8.12-8.15 (m, 1H),
8.37-8.43 (m, 2H), 8.51 (d, J
=56 Hz, 1H), 8.59 (d, J =
1.6 Hz, 1H), 8.97 (s, 1H),
951 (s, 1H), 12.28 (s, 1H).

122

1010.7

1H NMR (400 MHz,
DMSOd-6): & 0.93 (s, 9H),
136 (d, J = 7.2 Hz, 3H),
1.73-1.80 (m, 1H), 2.01-2.05
(m, 1H), 2.4 (s, 1H), 3.51-
3.60 (M, 20H), 3.78 (t, J =
4.4 Hz, 2H), 3.95 (s, 2H),
4.06-4.10 (m, 1H), 4.27 (s,
1H), 4.42-4.46 (M, 3H), 4.54
(d, J=9.6 Hz, 1H), 4.90 (t, J
=72 Hz 1H), 512 (d, J =
3.6 Hz, 1H), 6.97 (d, J = 8.8
Hz, 1H), 7.35-7.38 (m, 3H),
7.41-7.43 (m, 2H), 7.48 (d, J
=5.6 Hz, 1H), 7.56 (d, 1 =8.0
Hz, 1H), 7.77 (s, 1H), 8.10-
8.13 (M, 1H), 8.30 (d, J=8.0
Hz, 1H), 8.42 (d, J = 6.0 Hz,
2H), 8.56 (d, J = 2.4 Hz, 1H),
8.97 (s, 1H), 9.35 (s, 1H),
11.79 (s, 1H).

123

839.6

'HNMR (400 MHz, DMSO-
dg): & 11.11(s, 1H),
9.39(s,1H), 8.91(s,1H),
8.51(s,1H), 8.36(d, J = 8.0
Hz, 1H), 8.19(s, 1H),
8.10(s,1H), 7.83(d, J = 84
Hz, 1H), 7.71(d, J = 8.4 Hz,
1H), 7.64(d, J = 5.2 Hz, 1H),
7.43(s, 1H), 7.34(d, J = 8.0
Hz, 1H), 5.42-5.47(m, 1H),
5.00-5.14(m, 1H), 4.36(s,
1H), 4.18(t, J = 6.4 Hz, 2H),
4.24(t, J = 4.8 Hz, 2H),
3.98(s, 3H), 2.80-2.91(m,
1H), 2.74-2.76(m, 2H), 2.40-




2.46(m, 4H), 2.32(t, J = 6.4
Hz, 2H), 2.05-2.07(m, 4H),
1.76-1.82(m, 4H), 1.44-
1.48(m, 4H).

124

774.5

1H NMR(400 MHz, CDCl5):
§8.49 (s, 1H), 8.22 (m, J =
7.6 Hz, 1H), 8.17 (s, 1H),
7.94 (d, J = 2 Hz, 1H), 7.76
(d, J = 8.4 Hz, 1H), 7.59 (s,
1H), 7.52 (d, = 7.6 Hz, 1H),
734 (d, J = 1.2 Hz, 1H),
7.30-7.27 (m, 4H), 7.20-7.18
(m, 1H), 6.87 (d, J = 8.8 Hz,
1H), 6.74 (d, J = 8.4 Hz, 2H),
5.52-5.54 (m, 1H), 4.97-4.94
(m, 2H), 4.16 (t, J = 6.0 Hz,
2H), 3.92 (s, 3H), 2.88-2.69
(m, 8H), 2.50 (t, J = 6.8 Hz,
2H), 2.16-2.13 (m, 2H),
1.82-1.78 (m, 2H).

125

841.5

'H NMR (400 MHz, DMSO-
d6): & 1.85-1.90 (m, 4H),
2.08-2.19 (m, 2H), 2.20-2.26
(m, 2H), 2.44-2.57 (m, 4H),
2.70-2.90 (m, 3H), 3.45-3.49
(m, 2H), 3.53-3.56 (m, 6H),
3.88-3.91 (M, 2H), 4.22-4.29
(m, 3H), 4.47-4.48 (m, 1H),
4.90-4.94 (m,1H), 5.53-5.55
(m, 1H), 6.51 (d, J = 8.0 Hz,
1H), 6.77 (s, 1H), 7.47 (d, J
=17.2 Hz, 2H), 7.58 (s, 1H),
7.60 (d, J=8.4 Hz, 1H), 8.16
(s, 1H), 8.23-8.28 (m, 2H),
8.60 (s, 2H), 9.41 (s, 1H).
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796.6

'H NMR (400 MHz, DMSO-
dé): & 1.42-1.51 (m, 4H),
1.75-1.79 (m, 2H), 2.03-2.06
(m, 1H), 2.54 (s, 3H), 2.58-
2.68 (m, 5H), 2.81-2.94 (m,
2H), 3.11-3.17 (m, 2H),
3.61-3.71 (m, 3H), 3.98-4.11
(m, 6H), 4.15 (s, 3H), 4.17-
4.23 (m, 3H), 5.10-5.14 (m,
1H), 5.25-5.31 (m, 1H), 7.03
(d, J=8.4Hz, 1H), 7.33-7.42
(m, 2H), 7.84-7.89 (m, 1H),
8.22-8.32 (m, 3H), 8.55 (d, J
= 8.0 Hz, 1H), 8.71 (s, 1H),
8.78 (d, J = 6.4 Hz, 1H), 9.78
(s, 1H), 10.05 (brs, 1H),
10.51 (brs, 1H), 11.11 (s,
1H).

127

683.5

H NMR (400 MHz, DMSO-
d6): & 1.11-1.23 (m, 4H),
1.82-1.99 (m, 4H), 2.30-2.39
(m, 3H), 2.60 (br, 4H), 2.86-
2.94 (m, 3H), 3.17 (s, 2H),
3.98 (s, 3H), 4.10 (br, 1H),
421 (d, J = 168 Hz, 1H),
4.32-4.41(m, 3H), 5.05 (dd, J
= 13.2 Hz ,1H), 6.96 (d, J =




9.2 Hz ,1H), 706-7.08 (m,
2H), 7.53 (d, J=8.4 Hz, 1H),
7.62(d, J=8.0 Hz, 1H), 7.69
(d, J = 6.0 Hz,1H),7.95 (s,
1H), 8.02 (dd, J = 9.2 Hz,
1H), 8.30 (dd, J = 8.4 Hz
1H), 8.51 (d, J = 5.6 Hz, 1H),
8.64 (s, 1H), 9.38 (s, 1H),
10.95 (s, 1H).

128

697.6

'H NMR (400 MHz, DMSO-
dé) & 1.16-1.23 (m, 3H),
1.40-1.50 (m, 2H), 1.61 (br,
1H), 1.76-1.78 (m, 2H),
1.94-1.96 (m, 1H), 2.38-2.41
(s, 3H), 2.51-2.56 (m, 4H),
2.82-2.90 (m, 3H), 3.29-3.33
(m, 4H), 3.95 (s, 3H), 4.18-
4.22 (m, 1H), 4.30-4.39 (m,
3H), 5.02-5.08 (m, 1H), 6.95
(d, J=8.8 Hz, 1H), 7.05-7.06
(m, 2H), 7.50-7.69 (m, 3H),
7.91 (s, 1H), 8.00 (dd, J =
8.8,2.2 Hz, 1H), 8.28 (d, J =
8.0 Hz, 1H), 8.48 (d, J =5.8
Hz, 1H), 8.62 (d, J = 2.0 Hz,
1H), 9.33 (s, 1H), 10.95 (s,
1H).

129

818.5

IHNMR (400 MHz, CDCly):
8 9.25 (s, 1H), 8.48 (s, 1H),
8.39 (s, 1H), 8.09 (d, J=8.0
Hz, 1H), 7.82 (d, J=8.0 Hz,
1H), 7.72 (d, J=8.4 Hz, 1H),
7.46 (s, 1H), 7.36-7.41 (m,
2H), 7.19-7.24 (m, 2H), 6.82
(d, J=8.8 Hz, 1H), 4.86-4.91
(m, 1H), 4.58-4.63 (m, 1H),
4.45-4.48 (m, 2H), 3.78-3.82
(m, 5H), 3.55-3.80 (m, 9H),
3.39-3.50 (m, 3H), 2.69-2.82
(m, 6H), 1.96-2.05 (m, 2H),
1.81-1.89 (m, 2H).

130

854.6

IH NMR (400 MHz, DMSO-
d6): & 1.74-1.80 (m, 4H),
1.85-1.92 (m, 2H), 1.97-2.02
(m, 2H), 2.02-2.15 (m, 2H),
2.54-2.58 (m, 2H), 2.67-2.91
(m, 4H), 3.41-3.50 (m, 8H),
3.81-3.88 (m, 2H), 3.98 (s,
3H), 4.25 (t, J = 7.8 Hz, 2H),
4.44-4.49 (m, 1H), 5.05 (dd,
J =52, 12.8 Hz, 1H), 5.33-
5.40 (m, 1H), 6.66 (dd, J =
1.6, 8.4 Hz, 1H), 6.80 (d, J =
1.2 Hz, 1H), 7.63-7.72 (m, 3
H), 8.10 (s, 1H), 8.36 (d, J =
8.4Hz, 1H), 8.51 (d, J = 4.8
Hz, 2H), 8.92 (s, 1H), 9.39
(s, 1H), 11.06 (s, 1H).




131

796.5

1H NMR (400 MHz,
DMSOd-6): § 1.99-2.05 (m,
1H), 2.55-2.67 (m, 3H),
2.84-2.93 (m, 1H), 3.51-3.60
(m, 16H), 3.77 (d, J = 3.6 Hz
AH), 4.02 (s, 3H), 4.28 (m,
2H), 4.45 (t, J = 3.6 Hz .2H),
5.09-5.13 (m, 1H), 6.98 (d, J
= 8.4 Hz ,1H), 7.32-7.35 (m
AH), 741 (d, J = 08 Hz
J1H), 7.70(d, J = 8.0 Hz,1H),
7.78-7.82 (m, 2H), 8.06 (s,
1H), 8.20-8.23 (m ,1H), 8.38
(d, J=8.4Hz, 1H), 858 (d, J
=6.4Hz, 1H),8.66 (d,J=1.6
Hz, 1H), 8.66 (s, 1H), 9.48
(s, 1H), 11.12 (s, 1H).

132

840.6

THNMR (400 MHz, DMSO-
d6): & 2.01-2.05 (m, 1H),
2.56-2.67 (M, 2H), 2.84-2.89
(m, 1H), 3.49-3.59 (M, 20H),
3.75-3.79 (m, 4H), 3.96 (s,
3H), 4.27-429 (m, 2H),
4.43-4.45 (m, 2H), 5.09-5.13
(m, 1H), 6.96-6.99 (m, 1H),
7.32-7.35 (m, 1H), 7.41-7.42
(m, 1H), 7.62-7.65 (m, 2H),
7.79-7.81 (m, 1H), 7.99 (s,
1H), 8.19-821 (m, 1H),
8.31-8.34 (m, 1H), 8.50-8.51
(m, 1H), 8.64-8.65 (m, 1H),
9.37 (s, 1H), 11.11 (s, 1H).

133

757.6

1H NMR (400 Hz, D6-
DMSO): § 1.24-1.35 (m,
7H),1.46-1.57 (m, 8H), 1.72-
1.82 (m, 2H), 1.98-2.01 (m,
3H), 2.57-274 (m, 3H),
2.81-2.99 (M, 2H), 3.57-3.59
(m, 2H), 3.98 (s, 3H), 4.06-
4.08 (m, 2H), 4.33 (s, 2H),
5.03-5.06 (M, 1H), 6.54-6.66
(m, 1H), 6.69 (s, 1H), 6.93-
6.95 (m, 1H), 7.57-7.71 (m,
3H), 8.02 (s, 1H), 8.19-8.21
(m, 1H), 8.34-8.36 (m, 1H),
8.53-8.58 (m, 1H), 8.66 (s,
1H), 9.41 (s, 1H), 11.08 (s,
1H).
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776.5

THNMR (400 MHz, DMSO-
de): & 1.74-1.78 (m, 2H),
1.92-1.95 (m, 2H), 2.03-2.07
(m, 1H), 254262 (m,
4H),2.68-2.71 (m, 4H), 2.85-
2.93 (m, 1H), 3.96 (s, 3H),
4.23-4.27 (m, 2H), 5.09-5.14
(m, 1H), 5.45-5.48 (m, 1H),
5.55-5.58 (m, 1H), 7.01 (d, J
= 8.8 Hz, 1H), 7.24-7.26 (m,
1H), 7.36-7.38 (m, 1H), 7.45
(m, 1H), 7.62-7.68 (m, 3H),
7.82(d, J=8.0 Hz, 1H), 7.99
(s,1H), 8.21-8.24 (m, 1H),




8.33 (d, J = 8.0 Hz, 1H),
8.49-8.51(m, 1H), 8.64-8.65
(m, 1H), 9.37(s, 1H), 11.12
(s, 1H).
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783.6

'H NMR (400 MHz, DMSO-
d): 1.60-1.80 (m, 6H), 1.92-
2.07 (m, 5H), 2.16-2.26 (m,
3H), 2.34-2.40 (m, 2H),
2.55-2.67 (m, 4H), 2.84-2.93
(m, 1H), 3.26-3.31 (m, 4H),
3.78-3.82 (m, 1H), 3.96 (s,
3H), 4.18 (t, J = 6.0 Hz, 2H),
5.05-5.27 (m, 2H), 6.90-6.94
(m, 1H), 7.33-7.35 (m, 1H),
7.42 (s, 1H), 7.60-7.63 (m,
2H), 7.83 (d, J = 8.4 Hz, 1H),
7.98 (s, 1H), 8.17-8.20 (m,
1H), 8.32 (d, J =8.0 Hz, 1H),
8.51 (d, J =6.0 Hz, 1H), 8.62
(s, 1H), 9.36 (s, 1H), 11.12
(s, 1H).

136

797.5

1HNMR (400 MHz, DMSO-
de): & 1.61-1.65 (m, 2H),
1.77-1.80 (m, 2H), 1.99-2.08
(m, 4H), 2.14-2.20 (m, 2H),
2.44-2.46 (M, 3H), 2.55-2.61
(m, 4H), 2.72-2.76 (m, 1H),
2.85-2.93 (m, 1H), 3.79-3.84
(m, 3H), 3.96 (s, 3H), 4.04-
4.09 (m, 2H), 4.17-4.20 (m,
2H), 5.10-5.14 (m, 2H), 6.93
(d, J=8.4Hz, 1H), 7.34-7.42
(m, 2H), 7.61-7.65 (m, 2H),
7.83(d, J=8.0 Hz, 1H), 7.99
(s, 1H), 8.18-8.20 (m, 1H),
8.32(d, J=8.4 Hz, 1H), 8.50
(d,J=6.0Hz, 1H), 8.62 (d, J
= 0.8 Hz, 1H), 9.37 (s, 1H),
11.12 (s, 1H).
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'H NMR (400 MHz, DMSO-
d6): & 1.58-1.63 (m, 2H),
1.72-1.77 (m, 2H), 2.03-2.11
(m, 3H), 2.33-2.47 (m, 8H),
2.54-2.62 (m, 2H), 2.78-2.90
(m, 3H), 3.41-3.48 (m, 3H),
3.75-3.79 (m, 1H), 3.80-3.87
(m, 1H), 4.02 (s, 3H), 4.06 (s,
1H), 4.13-4.18 (m, 3H),
5.10-5.14 (m, 1H), 5.25-5.28
(M, 1H), 6.96-7.00 (m, 1H),
7.33-7.42 (m, 2H), 7.70 (d, J
=8.4 Hz, 1H), 7.80-7.84 (m,
2H), 8.06 (s, 1H), 8.23-8.26
(m, 1H), 8.39 (d, J = 8.0 Hz,
1H), 8.57-8.67 (m, 2H), 9.49
(s, 1H), 11.12 (s, 1H).




138

788.5

H NMR (400 MHz, DMSO-
d6): & 2.01-2.04 (m, 1H),
2.56-2.67 (m, 2H), 2.83-2.93
(m, 1H), 3.52-3.59 (m, 12H),
3.78 (s, 4H), 4.29 (s, 2H),
4.45(s,2H),5.11(d, J=12.8
Hz, 1H), 6.98 (d, J = 8.8 Hz
AH), 7.34 (d, J = 8.4 Hz
AH), 7.43 (s, 1H), 7.76-
7.83(m, 3H), 8.14-8.18 (m,
2H), 8.36-850 (m, 2H),
8.61-8.65(m, 2H), 9.49 (s,
1H), 11.11 (s, 1H).
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N=

770.5

'H NMR (400 MHz,
DMSO0d-6): § 2.00-2.03 (m,
1H), 2.59-2.74 (m, 2H), 2.87
(t, J = 11.6 Hz, 1H), 3.52-
3.60 (M, 12H), 3.80 (d, J =
19.2 Hz, 4H), 4.03 (s, 3H),
428 (s, 2H), 4.54 (s, 2H),
5.11 (d, J = 12.8 Hz, 1H),
7.33(d, J=7.6 Hz, 1H), 7.42
(s, 1H), 7.78 (m, 2H), 7.86
(d, J = 4.0 Hz ,1H), 8.13 (s,
1H), 8.27 (d, J = 11.2 Hz,
1H), 8.41 (d,J=7.6 Hz, 1H),
8.52 (s, 1H), 8.61 (d, J = 4.8
Hz, 1H), 9.53 (s, 1H), 11.11
(s, 1H).
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766.5

1H NMR (400 MHz, DMSO-
d6): & 1.99-2.05 (m, 1H),
2.26 (s, 3H), 2.52-2.60 (m,
2H), 2.89 (s, 1H), 3.48-3.65
(m, 12H), 3.74-3.83 (m, 4H),
4.04 (s, 3H), 4.24-4.31 (m,
2H), 4.44-450 (m, 2H),
5.08-5.13 (m, 1H), 7.32-7.34
(m, 1H), 7.41 (d, J = 2.0 Hz,
1H), 7.72 (d, = 8.4 Hz, 1H),
7.79(d, J=8.4 Hz, 1H), 7.87
(d, J = 6.0 Hz, 1H), 8.04-
8.10 (m, 2H), 8.40 (d, J=8.0
Hz, 1H), 8.49 (d, J = 2.4 Hz,
1H), 8.61 (d, J = 6.4 Hz, 1H),
9.52 (s, 1H), 11.11 (s, 1H).
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776.5

1H NMR (400 Hz, DMSO-
d6): § 1.72-1.78 (m, 2H),
1.91-2.10 (m, 4H), 2.54-2.57
(m, 2H), 2.67-2.72 (m, 3H),
3.30 (s, 3H), 3.97 (s, 3H),
4.25(t,1=6.4 Hz, 2H), 5.11-
5.18 (m, 2H), 5.41-5.48 (m,
1H), 7.01 (d, J = 8.8 Hz, 1H),
7.36 (dd, J = 8.8, 2.0 Hz,
1H), 7.46 (d, J = 2.0 Hz, 1H),
7.63-7.67 (m, 2H), 7.82 (d, J
= 8.0 Hz, 1H), 8.01 (s, 1H),
8.23 (dd, J = 8.8, 2.4 Hz,
1H),8.35 (d, J = 8.0 Hz, 1H),
8.44 (s, 2H), 8.52 (d, J =5.6
Hz, 1H), 8.65 (d, J = 2.4 Hz,
1H), 9.39 (s, 1H), 11.12 (s,




1H).
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856.5

IH NMR (400 MHz,
CD:OD): § 1.90-1.94 (m,
2H), 1.99-2.04 (m, 1H),
2.34-2.40 (m, 1H), 2.65-2.70
(m, 4H), 3.46-3.50 (m, 1H),
3.55-3.61 (m, 2H), 3.86-3.90
(m, 1H), 3.96 (s, 3H), 4.89
(m, 2H), 4.95-5.01 (m, 2H),
5.24 (t, J = 4.6Hz, 1H), 5.53-
559 (m, 1H), 7.12-7.24 (m,
3H), 7.42 (d, = 5.2 Hz, 1H),
7.60 (d, J = 8.0Hz, 1H), 7.70-
7.72 (m, 2H), 7.88 (s, 1H),
8.06 (d, J = 2.8 Hz, 1H),
8.28-8.30 (M, 2H), 8.42 (d, J
= 6.4 Hz, 1H), 867 (d, J =
2.0 Hz, 1H), 9.29 (s, 1H).
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820.5

'H NMR (400 MHz, DMSO-
dé): & 2.01-2.06 (m, 1H),
2.54-2.68 (m, 2H), 2.84-2.93
(m, 1H), 3.40-3.44 (m, 6H),
3.47-3.51 (m, 4H), 3.56-3.58
(m, 2H), 3.70 (br, 2H), 3.78-
3.81 (m, 2H), 3.94 (s, 3H),
4.21 (br, 2H), 452 (t, J= 4.0
Hz, 2H),5.11 (d, J = 12.8 Hz,
1H), 7.26 (d, J =8.4 Hz ,1H),
7.34 (s,1H), 7.64 (t, J = 6.8
Hz ,2H), 7.69 (d, J = 6.0 Hz,
1H), 7.74 (d, J = 8.4 Hz, 1H),
8.01 (s, 1H), 8.17 (d, J = 7.6
Hz, 1H), 8.34 (d, J = 8.4 Hz,
1H), 8.53 (d, J =5.6 Hz, 1H),
9.40 (s, 1H), 11.12 (s, 1H).
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7755

'H NMR (400 MHz, DMSO-
dé): & 1.68-1.75 (m, 2H),
1.88-1.95 (m, 2H), 2.03-2.08
(m, 1H), 2.16-2.23 (m, 2H),
2.52-2.65 (m, 3H), 2.85-2.93
(m, 1H), 3.08-3.14 (m, 2H),
3.31 (m, 1H), 3.96 (s, 3H),
4.24 (t,J=6.4 Hz, 2H), 4.94-
5.05 (m, 2H), 5.12 (dd, J =
5.2, 12.8 Hz, 1H), 6.81 (d, J
= 8.8 Hz, 1H), 6.97 (d, J
8.8 Hz, 1H), 7.36 (dd, J
2.0,8.4 Hz, 1H), 7.44 (d, J =
2.0 Hz, 1H), 7.61-7.70 (m,
3H), 7.82 (d, J = 8.0 Hz, 1H
), 7.99 (s, 1H), 8.19-8.21 (m,
2H), 8.32 (d, J=8.0 Hz, 1H),
8.51 (m, 1H), 8.65 (d, J=2.0
Hz, 1H), 9.38 (m, 1H),11.12
(s, 1H).
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779.5

’H NMR (400 MHz, DMSO-
d6): & 1.32-1.38 (m, 2H),
1.42-1.47 (m, 2H), 1.53-1.61
(m, 2H), 1.71-1.78 (m, 2H),
2.01-2.07 (m, 1H), 2.15-2.22
(m, 2H), 2.53-2.61 (m, 4H),
2.84-2.94 (m, 1H), 3.08-3.15




(m, 2H), 4.14-4.17 (m, 5H),
4.91-5.06 (m, 2H), 5.12 (dd,
J = 5.6, 12.8 Hz, 1H), 6.78
(d,J=8.4Hz, 1H), 7.01 (d, J
=8.4 Hz, 1H), 7.33 (dd, J =
2.0,8.4 Hz, 1H),7.41 (d,J =
2.0 Hz, 1H), 7.61 (dd, J =
2.0, 8.4 Hz, 1H), 7.81-7.88
(m, 2H), 8.00 (d, J = 2.0 Hz,
1H), 8.20-8.28 (m, 3H), 8.56
(d, J=8.4 Hz, 1H), 8.71-8.76
(m, 2H), 9.80 (s, 1H),11.12
(s, 1H).
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IH NMR (400 MHz, DMSO-
d6): & 1.67-1.75 (m, 2H),
1.87-197 (m, 2H), 2.03-
2.07(m, 1H), 2.20-2.23(m,
2H), 2.53-2.67 (m, 4H),
2.85-2.94 (m, 1H), 3.98 (s,
3H), 4.23 (t, J = 6.0 Hz, 2H),
4.42-4.49 (M, 4H), 5.10-5.14
(m, 1H), 6.80 (d, J = 8.4 Hz,
1H), 6.96 (d, J = 5.2 Hz, 1H),
7.34-7.36 (M, 1H), 7.40 (d, J
= 2.0 Hz, 1H), 7.63-7.69 (m,
3H), 7.82 (d, J =8.4 Hz, 1H),
8.00 (s, 1H), 8.19-8.21 (m,
2H), 8.34 (d, J=8.0 Hz, 1H),
8.51(d, J=6.0 Hz, 1H), 8.64
(d, J = 2.4 Hz, 1H), 9.40 (s,
1H), 11.12 (s, 1H).
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778.5

IHNMR (400 MHz, CDCl3):
5:9.32(s, 1H), 8.58(d, J=5.6
Hz, 1H), 8.49(s, 1H), 8.21(d,
J=8.0 Hz, 1H), 8.01(s, 1H),
7.92(d, J = 7.6 Hz, 1H),
7.77(d, J = 8.0 Hz, 1H),
7.56(s, 1H), 7.50(d, J = 8.0
Hz, 1H), 7.32(s, 2H), 7.17(d,
J =88 Hz, 1H), 7.08(d, J =
8.4 Hz, 2H), 6.86(d, J = 8.4
Hz, 1H), 6.75(d, J = 7.6 Hz,
2H), 5.49(s, 1H), 4.94(s,
2H), 4.07(t, J = 6.4 Hz, 2H),
3.91(s, 3H), 2.68-2.88(m,
8H), 2.57(t, J = 6.8 Hz, 2H),
2.01(s, 2H), 1.83(t, J = 6.8
Hz, 3H), 1.62-1.65(m, 2H).
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827.5

IH NMR (400 MHz, DMSO-
d6): & 1.73-1.79 (m, 4H),
1.95-2.01 (m, 2H), 1.99-2.04
(m, 2H), 2.33-2.39 (m, 2H),
2.44-2.46 (M, 2H), 2.54-2.67
(m, 1H), 2.82-2.91 (m, 1H),
3.37-3.49 (m, 8H), 3.81-3.84
(m, 2H), 4.17-4.25(m, 3H),
4.43-4.48 (m, 1H), 5.01-5.06
(m, 1H), 5.45-5.50 (m, 1H),
6.61-6.64 (m, 1H), 6.77 (d, J
=48 Hz, 1H), 7.60 (d, J =
8.4 Hz, 1H),7.73 (d, J = 6.8
Hz, 1H), 7.97 (s, 1H), 8.471-




8.43(m, 2H), 854 (d, J=64
Hz, 1H), 8.85 (d, J =4.8 Hz,
1H), 9.55 (s, 1H), 11.06 (s,
1H), 12.44 (s, 1H).
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780.5

"HNMR (400 MHz, DMSO-
dg): 51.36-1.49 (m, 4H),
1.66-1.77 (m, 4H), 2.02-2.06
(m, 1H), 2.54-2.68 (m, 6H),
2.81-2.94 (m, 3H), 3.16-3.17
(m, 1H), 3.99 (s, 3H), 4.15-
4.18 (m, 2H), 5.09-5.14(m,
1H), 5.44-5.53(m, 1H), 7.02
(d,J=8.8Hz, 1H), 7.16-7.18
(m, 1H), 7.33-7.35 (m, 1H),
7.45 (m, 1H), 7.54-7.56 (m,
1H), 7.65-7.67 (m, 1H),
7.72-7.73 (m, 1H), 7.81-7.83
(d, J = 8.0 Hz,1H), 8.03
(s,1H), 8.22-8.24(m, 1H),
8.35-8.37 (d, J=8.0 Hz, 1H),
8.52-8.57(m, 1H), 8.64-8.65
(m, 1H), 9.42(s, 1H), 11.11
(s, 1H).

150

804.5

'H NMR:

DMSO-de) 3:
0: 10.95 (s, 1H), 9.14 (br s,
1H), 8.15 (s, 1H), 7.52 (d, J=
9.0 Hz, 1H), 7.18 - 7.04 (m,
5H), 6.83 (d, J = 6.7 Hz, 2H),
6.65 (d, J = 8.5 Hz, 1H), 6.61
(s, 1H), 6.54 - 6.47 (m, 3H),
6.26 (d, J=8.5Hz, 2H), 5.05
(dd, J = 5.0, 13.3 Hz, 1H),
438 - 426 (m, 1H), 4.24 -
411 (m, 1H), 3.78 (br t,
J=6.5 Hz, 4H), 3.54 - 3.31
(m, 3H), 3.03 - 2.83 (m, 8H),
2.62 - 252 (m, 3H), 2.47 -
2.31 (m, 1H), 2.21 - 2.04 (m,
3H), 2.01 - 1.87 (m, 3H),
1.71 (br d, J=10.7 Hz, 2H).

(400 MHz,

151

780.5

1H NMR (400 Hz, DMSO-
d6): 81.21-1.26 (m, 1H),
1.33-1.48 (m, 4H), 1.69-1.73
(m, 4H), 1.01-2.07 (m, 1H),
2.57-2.68 (M, 5H), 2.79-2.93
(m, 3H), 4.02 (s, 3H), 4.16 t,
J = 6.4 Hz, 2H), 5.09-5.13
(m, 2H), 5.41-5.48 (m, 1H),
7.01(d, J=8.8 Hz, 1H), 7.35
(dd, J = 8.4, 1.6 Hz, 1H),
7.46 (d, J=0.8 Hz, 1H), 7.69
(d, J=8.0 Hz, 1H), 7.79-7.83
(m, 2H), 8.07 (s, 1H), 8.23
(dd, J = 84, 1.2 Hz, 1H),
8.37-8.45 (m, 3H), 8.58 (d, J
= 6.0 Hz, 1H), 8.67 (s, 1H),
9.49 (s, 1H), 11.11 (s, 1H),.




152

788.5

IH NMR (400 MHz, DMSO-
d6): & 2.01-2.06 (m, 1H),
2.53-2.73 (M, 6H), 2.84-2.92
(m, 1H), 3.59 (s, 2H), 3.81 t,
J=6.8 Hz, 2H), 3.96 (s, 3H),
5.07-5.14 (m, 3H), 5.42-5.47
(m, 1H), 6.99 (d, J = 8.4 Hz,
1H), 7.28-7.33 (M, 3H), 7.48
(d, = 8.4Hz, 1H), 7.62-7.65
(m, 2H), 7.84 (d, J = 8.0 Hz,
1H), 7.99 (s, 1H), 8.20-8.24
(m, 2H), 8.33 (d, J = 8.0 Hz,
1H), 8.51 (m, 1H), 8.65 (d, J
= 2.4 Hz, 1H), 9.38 (m, 1H),
11.11 (s, 1H).
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839.6

1IH NMR (400 MHz,
DMSO-d6): & 1.38-1.41 (m,
2H), 1.54-1.59 (m, 4H),
1.92-1.96 (m, 3H), 2.23-2.45
(m, 5H), 2.82-3.02 (m, 2H),
3.34 (t, J=6.0 Hz, 2H), 3.56-
3.62 (m, 1H), 3.67-3.79 (m,
3H), 4.04-4.05 (m, 1H),
4.14-4.21 (m, 6H), 5.01-5.06
(m, 1H), 5.29-5.35 (m, 1H),
6.61 (d, J=8.0 Hz, 1H), 6.74
(s, 1H), 6.96 (d, J = 8.4 Hz,
1H), 7.61 (d, J = 8.0 Hz, 1H),
7.86 (d, J = 8.0 Hz, 1H),
8.21-8.25 (m, 3H), 8.53 (d, J
=8.4Hz,1H),8.68(d, J=1.6
Hz, 1H), 8.77 (d, ) = 6.8 Hz,
1H), 9.77 (s, 1H), 11.07 (s,
1H).

154

839.6

THNMR (400 MHz, DMSO-
d6): 5 1.26 (s, 4H), 1.36-1.37
(m, 2H), 1.49-1.54 (m, 2H),
1.97-2.00 (m, 1H), 2.29-2.42
(m, 4H), 2.53-2.59 (m, 2H),
2.83-2.91 (m, 1H), 3.17-3.23
(m, 3H), 3.65-3.71 (m, 1H),
3.78-3.89 (m, 2H), 3.96 (s,
3H), 3.98-4.02 (m, 1H),
4.11-4.22 (m, 3H), 4.33-4.36
(m, 1H), 5.04-5.08 (m, 1H),
5.28-5.34 (m, 1H), 6.68-6.70
(m, 1H), 6.83-6.84 (m, 1H),
6.93-6.95 (M, 1H), 7.61-7.66
(m, 3H), 7.98 (s, 1H), 8.17-
8.20 (m, 1H), 8.31-8.33 (m,
1H), 8.49-851 (m, 1H),
8.63-8.64 (m, 1H), 9.36 (s,
1H), 11.07 (s, 1H).
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794.5

1H NMR (400 MHz
DMSO-d6): & 2.33-2.50
(m,6H), 2.54-2.60 (m, 1H),
2.83-2.93 (m, 1H), 3.68 (t, J
= 4.4 Hz, 2H), 3.96 (s, 3H),
4.01(d, =36 Hz, 2H), 4.15
(t, J = 40 Hz, 2H), 4.28-
433(m, 1H), 4.45-4.49
(m,2H), 4.04 (s, 1H), 5.06 (d,




J =52 Hz,1H), 5.31-5.36 (m
AH), 543548 (m1H),
6.71(dd, J = 2.0 Hz,1H),6.88
(t, 3= 9.2 Hz,2H), 6.95 (d, J
=8.8 Hz,1H), 7.50 (d, J = 3.2
Hz, 1H), 7.61-7.65 (m, 1H),
7.91(d, J = 2.8 Hz,1H), 7.99
(s,1H), 8.18-8.20 (m ,1H),
8.33(d, J=8.0 Hz ,1H), 8.50
(d, J=6.0 Hz, 1H), 8.65 (d, J
= 2.4 Hz,1H), 9.37 (s, 1H),
11.08 (s, 1H).
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792.5

1H NMR (400 MHz
DMSO-d6): § 1.93-2.01 (m,
3H), 2.54-2.70 (m, 6H), 2.85
(t, =72 Hz, 2H), 3.45 (t, J
= 6 Hz, 2H), 3.79-3.81 (m,
2H), 4.15 (s, 3H), 4.22-4.26
(m, 2H), 4.43-4.45 (m, 1H),
5.03-5.10 (M, 3H), 5.43-5.46
(m, 1H), 6.67 (d, J = 8.4 Hz,
1H), 6.81 (s, 1H), 7.04 (d, J =
8.4 Hz, 1H), 7.46-7.56 (m,
2H), 7.65(d, J = 8.4 Hz, 1H),
788 (d, J = 84 Hz, 1H),
8.21-8.30 (m, 4H), 8.55 (d, J
= 8 Hz,1H), 8.71-8.79 (m,
2H), 9.77 (s, 1H), 11.07 (s,
1H).
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797.5

1HNMR (400 MHz, DMSO-
dé): & 1.61-1.66 (m, 2H),
1.75-1.82 (m, 2H), 1.99-2.06
(M, 4H), 2.29-2.33 (m, 2H),
2.43-2.45 (m, 3H), 2.55-
2.61(m, 3H), 2.56-2.93 (m,
1H), 3.06-3.09 (m, 1H), 3.31
(s, 1H), 3.80-3.88 (m, 3H),
3.96 (s, 3H), 4.00-4.06 (m,
2H), 4.18 (t, J = 7.4 Hz, 2H),
5.10-5.14 (m, 1H), 5.28-5.33
(m, 1H), 6.93 (d, J = 8.8 Hz,
1H), 7.33-7.36 (m, 1H), 7.42
(d,J=1.6 Hz, 1H), 7.61-7.64
(m, 2H), 7.83 (d, J = 8.4 Hz,
1H), 7.98 (s, 1H), 8.18-8.20
(m, 1H), 8.32 (d, J = 8.0 Hz,
1H), 8.50 (d, J=5.6 Hz, 1H),
8.63 (d, J=2.0 Hz, 1H), 9.37
(s, 1H), 11.12 (s, 1H)
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823.5

1H NMR (400 MHz
DMSO-d6): § 1.45-1.47 (m
2H), 1.89-1.92 (m, 2H),
1.97-2.07 (m, 3H), 2.40-2.44
(m, 4H), 2.55-2.67 (m, 1H),
2.84-2.94 (m, 1H), 3.16-3.25
(m, 2H), 3.56-3.64 (m, 1H),
4.05 (s, 3H), 4.10-4.13 (m,
2H),4.42-4.45 (m, 1H), 4.51-
458 (m, 3H), 5.10-5.15 (m,
1H), 5.31-5.35 (m, 1H),6.78
(s, 1H), 6.97 (d, J = 8.8 Hz,
1H), 7.40-7.42 (M, 1H), 7.51




(s, 1H), 7.85-7.89 (m, 2H),
8.10 (s, 1H), 8.21-8.24 (m,
1H), 8.35 (d, J = 1.6 Hz, 1H),
8.42 (d, J=8.4 Hz, 1H), 8.62
(d, = 6.0 Hz, 1H), 8.67 (d, J
= 2.4 Hz, 1H), 9.54 (s, 1H),
11.12 (s, 1H).

159

788.5

1IH NMR (400 MHz,
DMSO-d6): 5 1.99-2.03 (m,
2H), 2.21-2.24 (m, 2H),
2.54-2.67 (m, 2H), 2.83-2.92
(m, 1H), 3.16-3.27 (m, 2H),
3.95-3.98 (m, 4H), 3.30-3.34
(m, 2H), 4.49 (s, 2H), 4.66-
4.72 (m, 2H), 5.01-5.08 (m,
2H), 6.68 (d, J=8.4 Hz, 1H),
6.82 (s, 1H), 6.98 (d, J = 8.4
Hz, 1H), 7.37 (dd, J = 8.4 Hz,
1H), 7.54 (d, J = 8.8 Hz, 1H),
7.62-7.67 (m, 3H), 7.99 (s,
1H),8.21 (d, J = 8.4 Hz, 1H),
8.26 (d, J = 2.8 Hz,1H), 8.33
(d, J=8.4 Hz, 1H), 8.50 (d, J
=5.6 Hz, 1H),8.65(d,J=2.0
Hz, 1H), 9.37 (s, 1H), 11.07
(s, 1H).
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792.5

1IH NMR (400 MHz,
DMSO0-d6): § 1.88-1.95 (m,
2H), 1.97-2.03 (m, 2H),
2.16-2.23 (m, 2H), 2.54-2.60
(m, 1H), 2.67-2.76 (m, 2H),
2.83-2.92 (m, 1H), 3.14-3.21
(m, 2H), 3.43 (t, J = 6.4 Hz,
2H), 3.84 (d, J = 8.8 Hz, 2H),
3.97 (s, 3H), 4.23-4.27 (m,
2H), 4.43-4.48 (m, 1H),
4.56-4.63 (m, 1H), 5.00-5.08
(m, 2H), 6.66 (d, J = 8.0 Hz,
1H), 6.81 (s, 1H), 6.98 (d, J =
8.8 Hz, 1H), 7.20 (d, J = 8.8
Hz, 1H), 7.24-7.27 (m, 1H),
7.62-7.66 (m, 3H), 8.00 (s,
1H), 8.16 (d, J = 2.8 Hz, 1H),
8.21 (d, = 8.4 Hz, 1H), 8.33
(d,J=8.0Hz, 1H),8.51 (d,J
=5.6Hz, 1H),8.65(d,J=2.4
Hz, 1H), 9.38 (s, 1H), 11.07
(s, 1H).
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789.5

1H NMR (400 MHz,
DMSO-d6): & 2.30-2.36 (m,
2H), 2.40-2.46 (m, 3H),
2.54-2.58 (m, 2H), 2.82-2.91
(m, 1H), 3.44-3.47 (m, 2H),
3.54-357 (m, 10H), 3.85 (d,
J=9.2Hz, 2H), 3.95 (s, 3H),
4.20-4.25 (m, 3H), 4.48-4.50
(m, 1H), 5.04 (t, J = 12.8 Hz,
1H), 5.28-5.33 (M, 1H), 6.62
(d,3=8.4 Hz, 1H), 6.77 (d, J
=2.0Hz, 1H),6.93(d, J=838
Hz, 1H), 7.60-7.62 (m, 3H),
7.97 (s, 1H), 8.17-8.20 (m,




1H), 8.49 (d, J = 6.0 Hz,1H),
8.63(d, J=2.4 Hz, 1H), 9.36
(s, 1H), 11.07 (s, 1H).

162

801.6

1IH NMR (400 MHz,
DMSO-d6): § 1.56 (s, 8H),
1.98-2.01 (m, 1H), 2.34-2.46
(m, 6H), 2.59-2.67 (m, 2H),
2.83-2.92 (m, 1H), 3.38-3.42
(m, 6H), 3.83 (d, J = 5.6 Hz,
2H), 3.96 (s, 3H), 4.18-4.25
(m, 3H), 4.44 (s, 1H), 5.03-
5.07 (m, 1H), 5.29-5.33 (m,
1H), 6.63 (d, J=7.6 Hz, 1H),
6.78 (s, 1H), 6.93 (d, J = 8.8
Hz, 1H), 7.61-7.63 (m, 3H),
7.98 (s, 1H), 8.18 (d, J = 8.4
Hz, 1H), 8.31 (d, J = 8.0 Hz,
1H), 8.49 (d, J = 5.6 Hz, 1H),
8.64 (s, 1H), 9.36 (s, 1H),
11.07 (s, 1H).

163

745.5

1IH NMR (400 MHz,
DMSO-d6): & 1.94-2.00 (m,
1H), 2.31-2.48 (m, 4H), 3.97
(s, 3H), 2.57 (s, 2H), 2.81-
2.89 (m, 1H), 3.47-3.49 (m,
2H), 3.54-3.64 (m, 6H),
3.84-3.89 (m, 2H), 4.21-4.29
(m, 3H), 4.52 (s, 1H), 5.02-
5.06 (m, 1H), 5.29-5.35 (s,
1H), 6.63-6.66 (m, 1H), 6.79
(d,J=2.0Hz, 1H),6.93 (d,J
= 8.8 Hz, 1H), 7.59-7.66 (m,
2H), 7.69 (d, J = 6.0 Hz, 1H),
7.99 (s, 1H), 8.17-8.20 (m,
1H), 8.34 (d, J = 8.0 Hz, 1H),
8.53 (d, J=6.0 Hz, 1H), 8.62
(d, J = 2.4 Hz, 1H), 9.40 (s,
1H), 11.07 (s, 1H).
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785.5

1H NMR (400 MHz, CDCl):
§ 1.52-1.57 (m, 3H), 1.61-
1.65 (m, 2H), 1.70-1.74 (m,
2H), 1.98-2.01 (m, 2H),
2.13-2.17 (m, 1H), 2.34-2.41
(m, 2H), 2.47-2.50 (m, 2H),
2.78-2.88 (m, 2H), 3.20-3.28
(m, 2H), 3.54-3.72 (m, 3H),
4.00-4.10 (M, 3H), 4.39-4.44
(m, 1H), 4.95 (dd, J = 5.2,
12.0 Hz, 1H), 5.31-5.42 (m,
4H), 6.82 (d,  =8.4 Hz, 1H),
7.17 (d, J =8.8Hz, 1H), 7.31-
7.34 (m, 2H), 7.48-7.51 (m,
2H), 7.68 (s, 1H), 7.77 (d, J
=88 Hz, 1H), 7.87 (d, J =
7.2 Hz, 1H), 8.11 (d, J = 8.0
Hz, 1H), 8.32 (s, 1H), 8.41-
8.45 (m, 2H), 9.23 (s, 1H).
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785.5

1HNMR (400 MHz, DMSO-
d6): § 1.35-1.38 (m, 2H),
1.47-1.57 (m, 4H), 1.74-1.81
(m, 4H), 1.99-2.07 (m, 2H),
2.32-2.39 (m, 2H), 2.57 (s,




1H), 2.62-267 (m, 2H),
2.82-2.91 (m, 1H), 3.12-3.18
(m, 3H), 3.41-3.51 (m, 4H),
3.85-3.89 (m, 1H), 4.17-4.20
(m, 2H), 5.09-5.14 (m, 1H),
5.18-5.22 (m, 1H), 6.92 (d, J
= 8.4 Hz, 1H), 7.33-7.36 (m,
1H), 7.42 (d, J = 1.6 Hz, 1H),
747 (d, =56 Hz, 1H), 7.54
(d, J = 8.4 Hz, 1H), 7.76 (s,
1H), 7.82 (d, J = 8.4 Hz, 1H),
8.10-8.12 (m, 1H), 8.29 (d, J
=8.0Hz, 1H),8.42(d,J=6.0
Hz, 1H), 8.54 (d, J = 2.4 Hz,
1H), 9.35 (s, 1H), 11.11 (s,
1H), 11.81 (s, 1H).

166

N/\ NH

785.5

1H NMR (400 MHz,
DMSO-d6): & 1.31-1.37 (m,
2H), 1.48-1.50 (m, 2H),
1.55-1.57 (m, 2H), 1.76-1.79
(m, 4H), 2.03-2.06 (m, 1H),
2.18-2.27 (m, 2H), 2.55-2.70
(m, 3H), 2.85-2.92 (m, 1H),
3.06-3.17 (m, 4H), 3.42-3.48
(m, 3H), 3.57-3.60 (m, 1H),
3.79-3.83 (m, 1H), 4.17 (t, J
=5.2 Hz, 2H), 5.11-5.15 (m,
2H), 6.91 (d, J = 8.8 Hz, 1H),
7.33-7.36 (m, 1H), 7.42 (s,
1H), 7.48 (d, J = 5.6 Hz, 1H),
7.55(d, J=8.4 Hz, 1H), 7.77
(s, 1H), 7.82 (d, J = 8.0 Hz,
1H), 8.09-8.12 (m, 1H), 8.29
(d,J=8.0Hz, 1H),8.42(d, J
=5.6Hz, 1H),8.53(d,J=2.0
Hz, 1H), 9.35 (s, 1H), 11.10
(s, 1H), 11.86 (s, 1H).

167

776.5

1HNMR (400 MHz, DMSO-
d6):  1.99-2.03 m, 2H 2.23-
2.27 (m, 2H), 2.56-2.60 (m,
2H), 2.81-2.94 (m, 1H),
3.92-3.94 (m, 1H), 3.96 (s,
3H), 4.24-432 (m, 4H),
4.48-452 (M, 4H), 4.65-4.72
(m, 1H), 5.03-5.08 (m, 1H),
6.65-6.67 (m, 1H), 6.80-6.81
(m, 1H), 6.97 (t, J = 8.0 Hz,
1H), 7.45-7.46 (m, 1H),
7.53-7.55 (m, 1H), 7.61-7.66
(m, 3H), 7.97 (s, 3H), 8.16-
8.21 (m, 1H), 8.31-8.34 (m,
2H), 8.49-850 (m, 1H),
8.63-8.64 (m, 1H), 9.36 (s,
1H), 11.07 (s, 1H).

168

780.5

THNMR (400 MHz, DMSO-
d6): 51.86-1.93 (m, 2H),
1.91-2.04 (m, 2H), 2.19-2.27
(m, 2H), 2.69-2.77 (m, 2H),
2.81-2.94 (m, 2H), 3.39-3.46
(m, 2H), 3.81-3.84 (m, 2H),
3.96 (s, 3H), 4.14-4.28 (m,
4H), 4.41-454 (m, 3H),




5.02-5.10 (m, 1H), 6.65-6.67
(m, 1H), 6.80-6.81 (m, 1H),
6.97 (t, J=8.0 Hz, 1H), 7.18-
7.20 (m, 1H), 7.32-7.34 (m,
1H), 7.59-7.66 (m, 3H), 7.98
(s, 1H), 8.16-8.21 (m, 2H),
8.31-8.34 (m, 1H), 8.49-8.50
(m, 1H), 8.63-8.64 (m, 1H),
9.36 (s, 1H), 11.07 (s, 1H).
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815.6

1IH NMR (400 MHz,
DMSO-d6): & 1.79-1.84 (m,
2H), 1.94-2.01 (m, 1H),
2.37-2.40 (m 2H), 2.43-2.49
(m, 4H), 2.52-2.62 (m, 2H),
2.82-2.91 (m, 1H), 3.48-3.56
(m, 6H), 3.60 (s, 2H), 3.81-
3.84 (m, 2H), 3.96 (s, 2H),
4.17-4.30 (m, 3H), 4.35 (s,
3H), 4.43-4.49 (m, 1H),
5.00-5.09 (m, 1H), 5.31-5.39
(m, 1H), 6.56-6.66 (m, 1H),
6.76 (s, 1H), 6.94 (d, J=8.4
Hz, 1H), 7.52-7.67 (m, 2H),
7.67-7.85 (m, 1H), 7.99 (s,
1H), 8.13-8.52 (m, 3H), 8.64
(d,J=1.6 Hz, 1H), 9.28-9.62
(m, 1H), 11.07 (s, 1H).
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773.5

1H NMR (400 MHz,
DMSO-d6): § 1.71-1.77 (m,
4H), 1.94-1.97 (m, 3H),
2.54-2.58 (m, 1H), 2.86-2.88
(m, 3H), 3.16 (d, J = 3.6 Hz,
1H), 3.38-3.46 (m, 8H), 3.75
(d,J=6.8 Hz, 1H), 3.80-3.84
(M, 2H), 4.03 (s, 3H), 4.19-
4.23 (m, 2H), 4.41-4.42 (m,
1H), 4.83-4.90 (m, 1H),
5.01-5.06(m, 1H), 6.61-6.63
(m, 1H), 6.76 (d, J = 0.8 Hz,
1H), 6.95 (d, J = 8.4 Hz, 1H),
7.60(d,J=8.4Hz, 1H),7.71
(d, J=8.4Hz, 1H), 7.88 (d, J
= 6.0 Hz, 1H), 8.08 (s, 1H),
8.20-8.22 (m, 1H), 8.41 (d, J
=8.0Hz, 1H),8.61(d,J=6.4
Hz, 1H), 8.66 (d, J = 2.4 Hz,
1H), 9.55 (s, 1H), 11.06 (s,
1H).
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IH NMR: (400MHz, DMSO-
ds)

§=11.11 (s, 1H), § = 9.35
(s, 1H) & = 8.64 (s, 1H),8.49
~8.48(d, J=4 Hz 1H), 8.33
-831(d, J=8Hz1H), 5 =
8.17 (s, 1H), § = 7.97 (s, 1H)
7.85-7.83(d, J =8 Hz 1H),
7.62-7.61(d, J =4 Hz 2H),
7.43 (s, 1H), 6.94-6.92 (d, J
=8 Hz 1H), 5.31 - 5.29 (m,
1H), 5.12 — 5.10 (m, 1H),
434 (s, 5H), 4.25-4.23 (d, J

= 8 Hz 1H), 3.95 ( s, 3H),




2.77 (m, 2H), 2.73 (m, 4H),
2.53-2.52 (M, 1H), 2.39-2.38
(m, 4H), 1.91 - 1.90 (m, 4H),
1.75 (m, 2H), 1.43 (m, 2H),
1.41 (m, 2H).

172

761.5

IH NMR (400 MHz, DMSO-
d6): & 1.68-1.77 (m, 2H),
1.89-1.96 (m, 2H), 2.02-2.08
(m, 1H), 2.53-2.69 (m, 8H),
2.85-2.94 (m, 1H), 4.25 (t, J
= 6.2 Hz, 2H), 5.05-5.14 (m,
2H), 5.41-5.47 (m, 1H), 7.01
(d, J=8.4 Hz, 1H), 7.26-7.45
(m, 4H), 7.80-7.84 (m, 2H),
7.99-8.03 (M, 2H), 8.18-8.21
(m, 2H), 8.51-8.68 (m, 3H),
9.77 (s, 1H), 11.11 (s, 1H),
13.17 (s, 1H).

173

763.5

IH NMR (400 MHz, DMSO-
d6): & 2.02-2.08 (m, 1H),
2.52-2.76 (M, 6H), 2.85-2.93
(m, 1H), 3.89-3.95 (m, 2H),
4.37-4.42 (m, 2H), 4.49 (s,
2H), 5.06-5.14 (m, 2H),
5.40-5.47 (m, 1H), 6.99 (d, J
=8.4 Hz, 1H), 7.30-7.33 (m,
1H), 7.38-7.40 (m, 1H),
7.46-7.48 (m, 2H), 7.62-7.64
(m, 2H), 7.82-7.84 (m, 2H),
8.14-8.17 (m, 1H), 8.24 (d, J
= 2.8 Hz, 1H), 8.36-8.38 (m,
1H), 8.49 (d, J = 6 Hz, 1H),
8.58 (d, J=2.0 Hz, 1H), 9.47
(s, 1H), 11.11 (s, 1H), 12.14-
12.28 (m, 1H).
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e

ND

784.5

1H NMR (400 MHz,
DMSO-d6): 8 1.60 (s, 6H),
1.62-1.69 (m, 2H), 1.77-1.82
(m, 2H), 2.01-2.06 (m, 1H),
2.30-2.44 (M, 4H), 2.54-2.67
(m, 2H), 2.84-2.93 (m, 1H),
3.31 (br, 2H), 3.38 (s, 2H),
3.45 (t, ) = 6.4 Hz, 2H), 3.96
(s, 3H), 4.20 (t, J = 6.4 Hz
3H), 5.11 (dd, J = 12.8 Hz
,1H), 5.28-5.34 (m, 1H), 6.94
(d, J=8.8 Hz ,1H), 7.35 (dd,
J =84 Hz 1H), 7.42(s, 1H),
7.61-7.64 (m, 2H), 7.83 (d, J
= 8.4Hz ,1H), 7.99 (s, 1H),
8.19 (dd, J = 8.4 Hz ,1H),
8.32(d, J=8.0 Hz ,1H), 8.50
(d, J=5.6 Hz ,1H), 8.64 (d, J
= 2.4 Hz ,1H), 9.37 (5, 1H),
11.11 (s, 1H).
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797.5

1H NMR (400 Hz, D6-
DMSO): §1.44-1.58 (m, 5H),
1.75-1.79 (m, 2H), 1.92 (s,
6H), 2.01-2.05 (m, 2H),
2.50-2.61 (m, 2H), 2.83-2.94
(m, 1H), 3.40 (t, J = 6.4 Hz,
2H), 3.86-3.89 (m, 1H), 3.96




(s, 3H), 417 (t, J = 6.4 Hz,
2H),4.22-4.25 (m, 1H), 4.29-
4.34 (m, 1H), 4.67-4.72 (m,
1H), 5.08-5.13 (m, 1H),
5.41-5.43 (m, 1H), 7.03 (d, J
= 8.8 Hz, 1H), 7.34 (dd, J =
16, 84 Hz, 1H), 7.42 (s,
1H), 7.62 (d, J = 6.4 Hz, 2H),
7.82(d, J=8.4 Hz, 1H), 7.99
(s, 1H), 8.24 (dd, J= 2.4, 8.8
Hz, 1H), 8.33 (d, J = 8.4 Hz,
1H), 8.50 (d, J = 5.6 Hz, 1H),
8.65 (d, J = 2.0 Hz 1H), 9.36
(s, 1H), 11.10 (s, 1H).

176

809.5

1H NMR (400 MHz,
DMSO-d6): & 1.71-1.81 (m,
4H), 1.97-201 (m, 1H),
2.33-2.37 (m, 2H), 2.40-2.46
(m, 2H), 2.54-2.58 (m, 2H),
2.82-2.91 (m, 1H), 3.38 (t, J
= 6.4 Hz, 2H), 3.43-3.49 (m,
6H), 3.81-3.84 (m, 2H), 3.94
(s, 3H), 4.16-4.25 (m, 3H),
4.43-4.48 (m, 1H), 5.01-5.06
(m, 1H), 5.30-5.36 (m, 1H),
6.61-6.64 (m, 1H), 6.77 (d, J
=1.6Hz, 1H),6.98(d, J=8.4
Hz, 1H), 7.60 (d, J = 8.4 Hz,
1H), 7.69-7.72 (m, 2H), 8.05
(d, J = 8.8 Hz, 1H), 8.49 (s,
1H), 8.58 (d, J = 6.0 Hz, 1H),
9.24 (s, 1H), 11.06 (s, 1H).

177

759.6

1IH NMR (400 MHz,
DMSO-d6): § 1.71-1.80 (m,
4H), 1.90-1.93 (m, 1H),
2.28-2.37 (m, 3H), 2.40-2.44
(m, 2H), 2.56-2.57 (m, 1H),
2.83-2.92 (m, 1H), 3.37 (t, J
= 6.0 Hz, 2H), 3.43-3.48 (m,
6H), 3.67-3.70 (m, 2H), 3.95
(s, 3H), 4.11-4.19 (m, 4H),
4.23-4.27 (m, 1H), 4.42-4.44
(m, 1H), 4.99-5.03 (m, 1H),
5.31-5.34 (m, 1H), 6.46-6.49
(m, 2H), 6.94 (d, J = 8.8 Hz,
1H), 7.47 (d, J = 8.4 Hz, 1H),
7.60-7.63 (m, 2H), 7.97 (s,
1H), 8.17-8.20 (m, 1H), 8.32
(d, J=8.0 Hz, 1H), 8.50 (d, J
=6.0Hz, 1H),8.64 (d,J=2.0
Hz, 1H), 9.37(s, 1H), 10.92
(s, 1H).

178

771.6

1HNMR (400 MHz, DMSO-
d6): 5 1.32 (s, 4H), 1.50-1.52
(m, 4H), 2.00-2.04 (m, 1H),
2.31-2.44 (m, 5H), 2.55-2.60
(m, 1H), 2.83-2.90 (m, 1H),
2.95-3.02 (m, 1H), 3.28-3.31
(m, 2H), 3.42-3.45 (m, 2H),
3.57-3.59 (M, 2H), 3.73-3.77
(m, 2H), 4.06-4.10 (m, 2H),
4.14-4.20 (M, 4H), 5.02-5.07




(m, 1H), 5.32-5.34 (m, 1H),
6.61-6.63 (m, 1H), 6.76 (s,
1H), 6.96-6.99 (m, 1H),
7.59-7.61 (m, 1H), 7.85-7.87
(m, 1H), 8.20-8.26 (m, 3H),
8.52-8.55 (m, 1H), 8.70 (br,
1H), 8.76-8.78 (m, 1H), 9.77
(s, 1H), 11.06 (s, 1H).

179

7775

'H NMR (400 MHz, DMSO-
d6): § 2.02-2.08 (m, 1H),
2.55-2.73 (m, 6H), 2.84-2.91
(m, 1H), 3.89-3.93 (m, 2H),
3.97 (s, 3H), 4.36-4.42 (m,
2H), 4.49 (s, 2H), 5.05-5.15
(m, 2H), 5.44 (s, 1H), 7.00
(d, J = 8.8 Hz, 1H), 7.30-
7.33 (m, 1H), 7.37-7.40 (m,
1H), 7.45-7.49 (m, 2H),
7.63-7.67 (m, 2H), 7.83 (d, J
= 8.4 Hz, 1H), 8.00 (s, 1H),
8.20-8.25 (m, 2H), 8.34 (d, J
= 8.4 Hz, 1H), 8.52 (d, J =
6.0 Hz, 1H), 8.65 (d, J = 2.0
Hz, 1H), 9.39 (s, 1H), 11.11
(s, 1H).

180

705.4

IHNMR (400 MHz, DMSO-
d6): & 1.97-2.00 (m, 1H),
2.33-2.44 (M, 2H), 2.55-2.67
(m, 4H), 2.86-2.96 (m, 1H),
429 (d, J = 17.2 Hz, 1H),
442 (d, J = 16.8Hz, 1H),
5.06-5.10 (m, 2H), 5.18 (s,
2H), 5.42-5.45 (m, 1H), 6.99
(d,J=8.4Hz, 1H), 7.17 (d, J
=8.0 Hz, 1H), 7.29-7.33 (m,
2H), 7.50 (d, J = 8.4 Hz, 1H),
7.68(d, J=8.0 Hz, 2H), 7.74
(d, J = 5.6 Hz, 1H), 7.89 (s,
1H), 8.16 (d, J = 7.6 Hz, 1H),
8.24 (s, 1H), 8.41 (d, J= 7.6
Hz, 1H), 8.53-8.59 (m, 2H),
956 (s, 1H), 10.97 (s, 1H),
12.54 (br, 1H).
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771.6

THNMR (400 MHz, DMSO-
d6): & 1.34-1.41 (m, 2H),
1.48-1.57 (m, 4H),1.84-1.89
(m, 2H), 1.95-1.99 (m, 1H),
2.31-2.46 (M, 5H), 2.54-2.58
(m, 2H), 2.79-2.92 (m, 2H),
3.35-3.42 (M, 4H), 3.68-3.71
(m, 2H), 3.95 (s, 3H), 4.11-
419 (m, 3H),5.01-5.05 (m,
1H), 5.29-5.35 (m, 1H), 6.59
(d, J = 8.0 Hz, 1H), 6.73 (s,
1H), 6.93 (d, J = 8.0 Hz, 1H),
7.59-7.62 (m, 3H), 7.96 (s,
1H), 8.16-8.19 (m, 1H),
8.30-8.32 (d, 1= 8.0 Hz, 1H),
8.49 (d, J = 8.0 Hz, 1H),
8.61-8.62 (m, 1H), 9.35 (s,
1H), 11.06 (s, 1H).
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759.5

1H NMR (400 MHz,
DMSO-d6): & 1.73-1.79 (m,
4H), 1.97-2.00 (m, 1H),
2.33-2.45 (m, 5H), 2.54-2.58
(m, 1H), 2.82-2.90 (m, 1H),
3.37 (t, J=6.4 Hz, 2H), 3.43-
3.49 (m, 6H), 3.81-3.84 (m,
2H), 4.16-420 (m, 1H),
4.22-4.26 (M, 2H), 4.43-4.47
(m, 1H), 5.02-5.06 (m, 1H),
5.31-5.34 (m, 1H), 6.63 (d, J
= 8.4 Hz, 1H), 6.78 (s, 1H),
6.93 (d, J = 8.4 Hz, 1H),
7.60-7.65 (m, 2H), 7.72 (d, J
= 6.0 Hz, 1H), 7.86 (s, 1H),
8.11-8.14 (m, 1H), 8.39 (d, J
=8.4Hz, 1H),8.53(d,J=6.0
Hz, 1H), 8.57(d, J = 2.0 Hz,
1H), 9.53 (s, 1H), 11.06 (s,
1H), 12.42 (s, 1H).

183

719.4

1H NMR (400 MHz, DMSO-
d6): & 2.03-2.07 (m, 1H),
2.18-2.24 (m, 2H), 2.54-2.62
(m, 1H), 2.84-2.94 (m, 1H),
3.17-3.20 (m, 3H), 4.67 (t, J
=6.4Hz, 1H),5.01 (t, J=6.8
Hz, 1H), 5.11-5.15 (m, 1H),
5.32 (s, 2H), 6.97(d, J = 8.4
Hz, 1H), 7.33-7.36 (m, 1H),
7.45-7.52 (m, 2H), 7.58 (d, J
=16 Hz, 1H), 7.68 (d, J =
8.0 Hz, 1H), 7.74 (d, J = 5.6
Hz, 1H),7.89 (s, 1H), 7.91 (s,
1H), 8.14-8.16 (M, 1H), 8.25
(d, 3= 2.8 Hz, 1H), 8.41 (d, J
= 8.4 Hz, 1H), 8.54-8.55 (m,
1H), 8.58 (d, J = 2.4 Hz, 1H),
956 (s, 1H), 11.12 (s, 1H),
12.49 (s, 1H).

184

795.6

1H NMR (400 Hz, D6-
DMSO): §1.30-1.50 (m, 8H),
1.72-1.79 (m, 2H), 1.84 (s,
6H), 1.97-2.06 (m, 2H),
2.56-2.67 (M, 2H), 2.84-2.93
(m, 1H), 3.85-3.88 (m, 1H),
3.99 (s, 3H), 4.13-4.18 (m,
3H),4.21-4.24 (m, 1H), 4.29-
4.33 (m, 1H), 4.67-4.71 (m,
1H), 5.09-513 (m, 1H),
5.41-5.45 (m, 1H), 7.06 (d, J
=8.8Hz, 1H),7.34(d,J=8.0
Hz, 1H), 7.41 (s, 1H), 7.66
(d, J=8.4 Hz, 1H), 7.62 (d, J
=5.6Hz, 1H),7.82(d,J=8.4
Hz, 1H), 8.04 (s, 1H), 8.23-
8.29 (m, 1H), 8.37 (d, J=8.0
Hz, 1H), 8.55 (d, J = 5.6 Hz,
1H), 8.66 (s, 1H), 9.44 (s,
1H), 11.11 (s, 1H),.




185

836.5

1H NMR (400 MHz,
DMSO-d6): 5 0.67 (d, J=6.8
Hz, 3H), 0.83-0.88 (m, 3H),
1.97-2.02 (m, 2H), 2.31-2.33
(m, 1H), 2.46 (s, 3H), 3.51 (s,
1H), 3.66-3.72 (m, 2H),
4.22-4.26 (M, 2H), 4.34-4.42
(m, 4H), 4.49-451 (m, 2H),
468 (d, J = 10.0 Hz, 1H),
5.05(d, J= 4.4 Hz, 1H), 5.32
(t, J=4.8 Hz, 1H), 6.58 (d, J
=9.6Hz, 1H),6.99 (d,J=7.2
Hz, 1H), 7.06 (s, 1H), 7.31
(d, J=8.0 Hz, 1H), 7.47-7.53
(m, 2H), 7.58-7.63 (m, 4H),
7.69 (d, J=6.8 Hz, 1H), 7.77
(s, 1H), 7.96-7.99 (m, 1H),
8.31-8.33 (m, 2H), 8.40 (m,
1H), 8.48 (d, J = 6.0Hz, 1H),
8.98 (s, 1H), 9.45 (s, 1H).

186

880.6

1H NMR (400 MHz,
DMSO0-d6): 50.72 (d, J=6.8
Hz, 3H), 0.96 (d, J = 6.4 Hz,
3H), 1.89-1.96 (m, 1H),
2.02-2.08 (m, 1H), 2.28-2.34
(m, 1H), 2.47 (s, 3H), 3.68-
3.70 (m, 1H), 3.75-3.80 (m,
1H), 3.88-3.92 (m, 4H),
4.20-4.39 (m, 5H), 4.40-4.58
(m, 5H), 4.71 (d, J = 10.8 Hz,
1H), 5.10 (d, J = 3.6 Hz, 1H),
6.95 (d, J =8.8 Hz, 1H), 7.02
(d, J = 7.6 Hz, 1H), 7.07 (s,
1H), 7.34 (d, J = 8.0 Hz, 1H),
7.46-7.53 (m, 1H), 7.56-7.67
(m, 4H), 7.70 (d, J = 7.6 Hz,
1H), 7.84 (s, 1H), 8.11-8.14
(M, 1H), 8.36-8.40 (m, 2H),
8.50 (d, J=6.0 Hz, 1H), 8.58
(d, J = 2.4 Hz, 1H), 8.98 (s,
1H), 9.48 (s, 1H), 12.16-
12.29 (m, 1H).

187

OH

924.6

1H NMR (400 MHz,
DMS0-d6): 50.71 (d, J=6.8
Hz, 3H), 0.95 (d, J = 6.8 Hz,
3H), 1.89-2.07 (m, 3H),
2.26-2.39 (m, 2H), 2.46 (s,
3H), 3.64-370 (m, 5H),
3.75-3.83 (m, 5H), 4.18-4.23
(m, 2H), 4.27-4.36 (m, 3H),
4.39-4.46 (M, 4H), 4.52-4.57
(m, 1H), 4.69-4.72(m, 1H),
5.08 (d, J=4.0 Hz, 1H), 6.95
(d, J=8.0 Hz, 1H),7.01 (d, J
= 8.0 Hz, 1H), 7.05(s, 1H),
734 (d, J = 8.0 Hz, 1H),
7.47-7.51 (m, 1H), 7.55-7.60
(m, 4H), 7.70 (d, J = 8.0 Hz,
1H), 7.80 (s, 1H), 8.09-8.11
(m, 1H), 8.31-8.34 (m, 1H),
8.36-8.39 (m, 1H), 8.45 (d, J
= 4.8 Hz, 1H), 8.55 (m, 1H),




8.98 (s, 1H), 9.41 (s, 1H).

188

762.5

’H NMR (400 MHz, DMSO-
d6): & 2.02-2.08 (m, 1H),
2.51-2.78 (m, 6H), 2.85-2.94
(m, 1H), 3.86-3.92 (m, 2H),
4.38-4.40 (m, 2H), 4.45 (s,
2H), 4.98-503 (m, 1H),
5.09-5.15 (m, 1H), 5.40-5.45
(m, 1H), 6.88 (d, J = 8.8 Hz,
2H), 6.99 (d, J = 8.4 Hz, 1H),
7.36-7.40 (m, 3H), 7.47 (d, J
=2.0 Hz, 1H), 7.61-7.67 (m,
2H), 7.82-7.85 (m, 2H),
8.14-8.17 (m, 1H), 8.37 (d, J
=80 Hz, 1H), 850 (d, J =
6.0 Hz, 1H), 8.58 (d, J = 2.4
Hz, 1H), 9.48 (s, 1H), 11.12
(s, 1H), 12.22 (br, 1H).
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IH NMR (400 MHz, DMSO-
d6): & 2.03-2.08 (m, 1H),
2.54-2.70 (m, 6H), 2.84 -2.92
(m, 1H), 4.98-5.03 (m, 1H),
5.10-5.16 (m, 1H), 5.27 (s,
2H), 5.39-5.45 (m, 1H), 6.89
(d, J = 8.8 Hz, 2H), 6.99 (d,
J=88Hz, 1H),7.40 (d,J =
8.8 Hz, 2H), 7.45-7.47 (m,
1H), 7.57 (d, 3 = 2.0 Hz, 1H),
7.65-7.70 (m, 2H), 7.86-7.91
(m, 2H), 8.14-8.17 (m, 1H),
8.39 (d, J=8.0 Hz, 1H), 8.52
(d, J = 6.4 Hz, 1H), 8.58 (d,
J=2.4Hz, 1H), 9.52 (s, 1H),
11.12 (s, 1H), 12.37 (s, 1H).

190

773.5

1H NMR (400 MHz
DMSO-d6): § 1.84-1.89 (m,
2H), 1.95-2.03 (m, 3H),
2.31-2.39 (M, 4H), 2.81-2.88
(m, 2H), 3.45-3.55 (m, 12H),
3.68 (M, 2H), 4.10 (s, 3H),
4.24 (m, 1H), 5.00-5.04 (m,
1H), 5.03 (s, 1H), 6.55-6.58
(m, 1H), 6.70 (s, 1H), 6.94-
6.97 (m, 1H), 7.56-7.57 (m,
1H), 7.80-7.82 (m, 1H),
8.11-8.23 (m, 3H), 8.48-8.51
(m, 1H), 8.67-8.73 (m, 2H),
9.69 (s, 1H), 11.06 (s, 1H).
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773.5

THNMR (400 MHz, DMSO-
d6): & 1.72-1.78 (m, 2H),
1.95-2.01 (m, 1H), 2.31-2.46
(m,4H), 2.54-2.67 (m, 2H),
2.82-2.91 (m, 1H), 2.95-3.02
(m, 1H), 3.44-3.52 (m, 8H),
3.58-3.60 (m, 2H), 3.73-3.76
(m, 2H), 3.97 (s, 3H), 4.07 (t,
J = 80 Hz, 2H), 4.20-4.25
(m, 1H), 5.02-5.06 (m, 1H),
5.29-5.35 (m, 1H), 6.59-6.61
(m, 1H), 6.74-6.75 (m, 1H),
6.93-6.95 (d, = 8.0 Hz, 1H),
7.58-7.68 (m, 3H), 7.99 (s,




1H), 8.17-8.20 (m, 1H), 8.33
(d, J=8.0 Hz, 1H), 852 (d, J
= 8.0 Hz, 1H), 8.63-8.64 (m,
1H), 9.39 (s, 1H), 11.07 (s,
1H).

192

759.5

1HNMR (400 MHz, DMSO-
dé): & 1.95-1.99 (m, 1H),
2.08 (s, 1H), 2.31-2.37 (m,
2H), 2.41-246 (m, 3H),
2.54-2.58 (m, 1H), 2.83-2.89
(m, 1H), 2.96-3.01 (m, 1H),
3.44-3.46 (m, 1H), 3.53-3.57
(m, 6H), 3.64-3.66 (m, 2H),
3.74-3.78 (m, 2H), 3.95 (s,
3H), 4.08 (t, J = 8.4 Hz, 2H),
4.21-4.23 (m, 1H), 5.01-5.06
(m, 1H), 5.30-5.33 (m, 1H),
6.60 (d, J=9.6 Hz, 1H), 6.75
(s, 1H), 6.93 (d, J = 8.4 Hz,
1H), 7.58-7.64 (m, 3H), 7.97
(s, 2H), 8.17-8.20 (m, 1H),
8.31(d, J=8.0 Hz, 1H), 8.49
(d,J=5.6 Hz, 1H), 8.62-8.63
(m, 1H), 9.36 (s, 1H), 11.06
(s, 1H);

193

798.5

1H NMR: (400 MHz,
DMSO-d6)

8: 11.07 (br s, 1H), 9.36 (s,
1H), 8.66 - 858 (m, 1H),
8.49 (d, J=5.8 Hz, 1H), 8.32
(d, J=8.2 Hz, 1H), 8.23 (s,
2H), 8.18 (dd, J=2.5, 8.7 Hz,
1H), 7.97 (s, 1H), 7.66 - 7.58
(m, 3H), 6.92 (d, J=8.7 Hz,
1H), 6.81 (br d, J=2.3 Hz,
1H), 6.69 - 6.63 (m, 1H),
5.16 - 5.08 (m, 1H), 5.08 -
5.02 (M, 1H), 4.47 (brs, 1H),
4.30 - 4.22 (m, 3H), 4.19 (s,
1H), 3.99 (s, 1H), 3.95 (s,
3H), 3.95 - 3.89 (m, 4H),
3.86 (br s, 3H), 3.49 - 3.48
(m, 2H), 2.92 - 2.81 (m, 1H),
2.74 (br d, J=6.5 Hz, 2H),
2.58 (brs, 1H), 2.54 (s, 2H),
2.30 - 2.26 (m, 1H), 1.98 (br
d, J=4.9 Hz, 1H), 1.85 - 1.74
(m, 2H).

194

7745

1HNMR (400 MHz, DMSO-
d6): § 1.93-211 (m, 2H),
2.54-2.74 (m, 5H), 2.54-2.93
(m, 1H), 3.95-3.98 (m, 2H),
4.31-4.34 (m, 2H), 4.49 (s,
3H), 4.67-473 (m, 1H),
5.04-5.14 (m, 2H), 5.41-5.47
(m, 1H), 6.67-6.69 (m, 1H),
6.82-6.83 (m, 1H), 6.99 (d, J
= 8.0 Hz, 1H), 7.33-7.36 (m,
1H), 7.53-7.55 (m, 1H),
7.65-7.72 (m, 3H), 7.88 (s,
3H), 8.15-8.18 (m, 1H),
8.25-8.26 (m, 1H), 8.40 (d, J




= 8.0 Hz, 1H), 8.52-8.54 (m,
1H), 8.58-8.59 (m, 1H), 9.54
(s, 1H), 11.07 (s, 1H).

195

786.5

1H NMR (400 MHz,
DMSO-d6): § 2.01-2.04 (m,
1H), 2.50-2.60 (m, 2H),
2.83-2.92 (M, 1H), 3.52-3.59
(m, 12H), 3.77-3.79 (m, 4H),
4.27-4.28 (M, 5H), 4.43-4.46
(m, 2H), 5.08-5.13 (m, 1H),
6.96 (d, J = 8.4 Hz, 1H),
7.32-7.34 (m, 1H), 7.41 (s,
1H), 7.67 (d, J = 8.0 Hz, 1H),
7.79(d, )= 8.4 Hz, 1H), 8.03
(s, 1H), 8.19-8.22 (m, 1H),
8.35(d, J=8.0 Hz, 1H), 8.44
(s, 1H), 8.64-8.65 (m, 1H),
9.22 (s, 1H), 11.10 (s, 1H).
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1H NMR (400 MHz,
DMSO-d6): §0.71 (d, J=6.8
Hz, 3H), 0.95 (d, J = 6.8 Hz,
3H), 1.89-2.07 (m, 3H),
2.27-2.35 (m, 2H), 2.46 (s,
3H), 357-358 (m, 5H),
3.63-3.68 (M, 4H), 3.76-3.81
(m, 5H), 4.17-4.19 (m, 2H),
4.27-4.34 (M, 3H), 4.39-4.46
(m, 4H), 4.52-457 (m, 1H),
4.69-4.72 (m, 1H), 5.09 (m,
1H), 6.95 (d, J = 8.8 Hz,
1H),7.01 (d, J = 8.8 Hz, 1H),
7.04 (s, 1H), 7.34 (d, J = 8.0
Hz, 1H), 7.47-7.51 (m, 1H),
7.60-7.64 (m, 4H), 7.70 (d, J
= 8.0 Hz, 1H), 7.83 (s, 1H),
8.09-8.14 (m, 1H), 8.34-8.38
(m, 2H), 8.49 (d, J = 4.8Hz,
1H), 8.55-8.56 (m, 1H), 8.97
(s, 1H), 9.47 (s, 1H).

197

819.5

1H NMR: (400 MHz
CDCI3)

5:9.37 (s, 1H), 8.61 (d, J =
6.0 Hz, 1H), 8.51 (d, J = 2.4
Hz, 1H), 8.24 (d, J = 8.0 Hz,
1H), 7.95 - 7.93 (m, 1H),
7.64 (d, J=8.0 Hz, 1H), 7.59
(s, 1H), 7.54 (d, J = 8.0 Hz,
1H), 7.4 (d, J = 6.0 Hz, 1H),
6.87 (d, J=8.0 Hz, 1H), 6.76
(d, J = 2.4 Hz, 1H), 6.50 -
6.48 (m, 1H), 5.44 - 5.41 (m,
1H), 4.96 (dd, J = 5.2, 12.4
Hz, 1H), 4.31 - 4.27 (m, 1H),
4.07 - 4.02 (m, 5H), 3.94 (s,
3H), 3.59 (t, J = 12.4 Hz,
2H), 3.47 (t, J = 6.4 Hz, 2H),
2.92 - 2.78 (m, 3H), 2.65 -
2.48(m, 6H), 2.32 - 2.27 (m,
2H), 2.19 - 1.99 (m, 4H),
1.86 - 1.79 (m, 1H).




198

815.5

1IHNMR (400 MHz,
CD30D): & 1.46-1.55 (m,
2H), 1.84-1.94 (m, 2H),
2.03-2.07 (m, 1H), 2.35-2.46
(m, 4H), 2.58-2.62 (m, 1H),
2.85-2.94 (m, 3H), 3.50-3.56
(m, 3H), 3.99 (M, 3H), 4.38-
4.44 (m, 1H), 5.11-5.16 (m,
1H), 5.28 (s, 2H), 5.31-5.34
(m, 1H), 6.80-6.82 (m, 1H),
6.95-7.01 (m, 3H), 7.18-7.22
(m, 1H), 7.45-7.48 (m, 1H),
7.57-7.58 (m, 1H), 7.66-7.68
(m, 1H), 7.75-7.81 (m,
1H),7.89-7.91 (m, 1H), 8.03
(s, 1H), 8.19-8.22 (m, 1H),
8.36-8.66 (m, 3H), 9.42 (br,
1H), 11.12 (s, 1H).

199

811.6

1H NMR (400 MHz
CDCI3): § 1.71-1.98 (m,
6H), 2.06-2.15 (m, B8H),
2.46-2.57 (m, 2H), 2.57-2.88
(m, 4H), 2.96-3.10 (m, 2H),
3.43-356 (m, 3H), 3.94 (s,
3H), 4.05-420 (m, 2H),
4.91-5.01 (m, 1H), 5.05-5.26
(m, 1H), 5.31-5.42 (m, 1H),
6.82-6.94 (M, 1H), 7.14-7.23
(m, 1H), 7.31-7.45 (m, 2H),
7.48-7.65 (m, 2H), 7.73-7.81
(m, 1H), 7.89-7.99 (m, 1H),
8.19-8.28 (m, 1H), 8.38-8.67
(m, 3H), 9.32-9.42 (m, 1H).
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711.6

1H NMR (400 MHz
DMSO-d6): § 1.23 (s, 4H),
1.50-1.54 (m, 4H), 1.97-2.03
(m, 2H), 2.33-2.37 (m, 2H),
2.40-2.46 (M, 2H), 2.54-2.67
(m, 2H), 2.83-2.92 (m, 2H),
3.31 (t, J =6.4 Hz, 2H), 3.41
(t, J = 6.4 Hz, 2H), 3.82-3.85
(m, 2H), 4.14 (s, 3H), 4.16-
4.26 (m, 3H), 4.43-4.48 (m,
1H), 5.03-5.07 (m, 1H),
5.32-5.35 (M, 1H), 6.63-6.66
(m, 1H), 6.78 (s, 1H), 6.98
(d, J=8.8 Hz, 1H), 7.62 (d, J
=8.4Hz, 1H),7.87(d,1=8.4
Hz, 1H), 8.20-8.26 (m, 3H),
8,53 (d, J=8.4 Hz, 1H), 8.70
(d, J=2.0 Hz, 1H), 8.76 (d, J
= 6.8 Hz, 1H), 9.76 (s, 1H),
11.07 (s, LH).




1H NMR (400 MHz,
DMSO-d6): §0.72 (d, J=6.4
Hz, 3H), 0.95 (d, J = 6.4 Hz,
3H), 1.89-1.95 (m, 1H),2.03-
2.08 (m, 1H), 2.16-2.35 (m,

N= 2H), 2.46 (s, 3H), 3.52-3.58
\_¢ (m, 10H), 3.62-3.70 (m, 4H),
X
N | o S\ 3.77-3.78 (m, 5H), 4.14-4.21
N OO O O =~

(m, 2H), 4.27-4.34 (m, 3H),

C 10127 |438-447 (m 4K, 452-457

201 O _NH
o (m, 1H), 4.70-4.72(m, 1H),
ENJSQ 5.09-5.10 (m, 1H), 6.95-7.04
HO' N o (m, 3H), 7.34 (d, J = 8.0 Hz,
1H), 7.47-7.51 (m, 1H),
7.58-7.62 (m, 2H), 7.65-7.73
(m, 3H), 7.87 (s, 1H), 8.11-
8.14 (m, 1H), 8.36-8.40 (m,
2H), 8.53 (d, J = 6.4Hz, 1H),
8.56-8.58 (m, 1H), 8.97 (5,

1H), 9.54 (s, 1H).

1H NMR (400 MHz
DMSO-d6): § 1.66-1.82 (m,
3H), 1.95-2.00 (m, 1H),
2.28-2.47 (m, 6H), 2.54-2.60
(m, 1H), 2.81-2.91 (m, 4H),
2.97-3.11 (m, 2H), 3.34-3.38
0 0 (m, 1H), 3.66-3.69 (m, 2H),

/GE?N‘KL_N)H:O 3.78-3.86 (m, 2H), 3.96 (5,

= o N )
202 \ IN \D"’O/\/\NJ\/O\/C/ o) B 8006 3H), 4.07-4.11 (m, 2H),
| 4.19-4.23 (m, 3H), 5.00-5.07

AW (m, 1H), 5.29-5.35 (m, 1H),
=/ 6.58-6.64 (M, 1H), 6.73-6.78
(m, 1H), 6.91-6.96 (m, 1H),
7.57-7.67 (m, 3H), 7.95-8.00
(m, 1H), 8.15-8.21 (m, 1H),
8.29-8.35 (m, 1H), 8.48-8.54
(m, 1H), 8.60-8.66 (m, 1H),
9.38 (s, 1H), 11.05 (s, 1H).

1H NMR: (400MHz, DMSO-
d6): &: 11.13 (s, 1H), 9.37 (s,
1H), 8.96 (d, J = 2.5 Hz, 1H),
8.81(d, =25 Hz, 1H), 8.51
(d, J=5.8 Hz, 1H), 8.35 (d, J
= 8.2 Hz, 1H), 8.25 (s, 1H),
8.10 (d, J = 0.9 Hz, 1H), 7.79
(d, J = 83 Hz, 1H), 7.74 -
7.67 (M, 1H), 7.63 (d, J=5.6
- A 7775 |Hz 1H), 7.41(d, )= 2.1 Hz,
N—zL_):O 1H),7.33(dd, J=2.3,8.3 Hz,
o 1H), 5.19 - 5.04 (m, 1H),
4.60 (dd, J=3.9, 5.4 Hz, 2H),
4.32 - 4.22 (m, 2H), 3.96 (s,
3H), 3.86 - 3.81 (m, 2H),
3.79 - 3.74 (m, 2H), 3.65 -
3.52 (m, 12H), 2.92 - 2.82
(m, 1H), 2.63 - 2.54 (m, 2H),
2.07 - 1.97 (m, 1H)

203




204

755.4

1H NMR (400 MHz,
CDCI3): § 1.98-2.03 (m,
2H), 2.18-222 (m, 2H),
2.69-2.77 (M, 4H), 5.33-5.36
(m, 1H), 5.48-5.52 (m, 1H),
6.86 (d, J=8.4 Hz, 1H), 7.05
(dd, J=2.4, 8.4Hz, 1H), 7.22
(d, J = 4.8 Hz, 1H), 7.32 (dd,
J=2.0, 8.4Hz, 1H), 7.37 (d,
J=7.2Hz, 2H), 7.49 (d, J =
1.6 Hz, 1H), 7.80 (d, J = 8.4
Hz, 1H), 7.87 (d, J = 8.8 Hz,
1H), 8.20 (d, J = 2.8 Hz, 1H),
8.35 (s, 1H), 8.57 (d, J = 6.0
Hz, 1H), 9.38 (s, 1H).
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819.6

1HNMR (400  MHz,
CD30D): § 1.44-158 (m,
2H), 1.84-1.91 (m, 2H),
2.04-2.07 (m, 3H), 2.34-2.44
(m, 4H), 2.62-2.93 (m, 7H),
3.46-3.49 (m, 2H), 3.99 (m,
3H), 4.14-417 (m, 2H),
4.39-4.42 (m, 1H), 5.11-5.15
(m, 1H), 5.32-5.34 (m, 1H),
6.63-6.64 (M, 1H), 6.75-6.78
(m, 2H), 6.95-6.97 (m, 1H),
7.09-7.13 (m, 1H), 7.36-7.38
(m, 1H), 7.43 (s, 1H), 7.66-
7.73 (m, 2H), 7.83-7.85 (m,
1H), 8.02 (s, 1H), 8.20-8.22
(m, 1H), 8.36-8.38 (m, 1H),
8.53-8.55 (m, 1H), 8.66 (s,
1H), 9.43 (s, 1H), 11.12 (s,
1H).

206

803.6

1HNMR (400 MHz, DMSO-
d6): & 1.97-2.00 (m, 1H),
2.32-2.37 (m, 2H), 2.42-2.46
(m,2H), 2.54-2.58 (m, 2H),
2.82-2.91 (m, 1H), 2.95-3.01
(m, 1H), 3.44-3.46 (m, 2H),
3.53-3.56 (m, 10H), 3.62-
3.64 (m, 2H), 3.72-3.75 (m,
2H), 4.02 (s, 3H), 4.06 (t,J =
8.0 Hz, 2H), 4.20-4.24 (m,
1H), 5.02-5.06 (m, 1H),
5.29-5.34 (m, 1H), 6.58-6.60
(m, 1H), 6.73-6.75 (m, 1H),
6.95 (d, J=8.0 Hz, 1H), 7.58
(d,J=8.0Hz, 1H),7.69 (d,J
= 8.0 Hz, 1H), 7.82-7.84 (m,
1H), 8.06 (s, 1H), 8.19-8.22
(m, 1H), 8.39 (d, J = 8.0 Hz,
1H), 8.58-859 (m, 1H),
8.65-8.66 (m, 1H), 9.49 (s,
1H), 11.07(s, 1H).
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739.5

1H NMR (400 MHz,
DMSO-d6): &: 11.13 (s, 1H),
957 (d, J=7.2 Hz, 1H), 9.13
(d, 3= 2.4 Hz, 1H), 8.63 (dd,
J=25,8.8 Hz, 1H), 8.31 (d,
J=82Hz, 1H), 7.87 - 7.77
(m, 3H), 7.59 - 7.48 (m, 1H),




7.45-7.39 (m, 2H), 7.35 (dd,
J=23,83Hz, 1H), 7.05 (d,
J=8.8Hz, 1H),5.11 (dd, =
5.3,12.8 Hz, 1H), 453 - 4.48
(m, 2H), 4.32 - 4.27 (m, 2H),
3.81 - 3.76 (m, 4H), 3.62 -
3.58 (m, 4H), 3.55 (dd, J =
28, 55 Hz, 4H), 352 (s,
4H), 2.94 - 2.84 (m, 1H),
2.65 - 2.54 (m, 2H), 2.09 -
2.00 (m, 1H).
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763.5

1H NMR (400 MHz,
DMSO-d6): § 1.99-2.06 (m,
1H), 2.52-2.61 (m, 2H),
2.83-2.92 (M, 1H), 3.52-3.63
(m, 12H), 3.76-3.84 (m, 4H),
3.97 (s, 3H), 4.19-4.23 (m,
2H), 4.26-4.32 (m, 2H),
4.45- 50 (m, 1H), 5.08-5.13
(m, 1H), 6.52 (d, J = 8.8 Hz,
1H), 7.33-7.35 (m, 1H), 7.43
(d, J=2.0 Hz, 1H), 7.60 (d, J
=8.0Hz, 1H),7.71(d,1=6.0
Hz, 1H), 7.80 (d, J = 8.4 Hz,
1H), 7.92 (s, 1H), 8.00-8.03
(m, 1H), 8.31 (d, J = 8.4 Hz,
1H), 8.52 (d, J = 6.0 Hz, 1H),
8.58 (d, J=2.0 Hz, 1H), 9.40
(s, 1H), 11.11 (s, 1H).
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1H NMR (400 MHz,
CDCI3): §1.70 (s, 6H), 2.12-
2.18 (m, 1H), 2.48-2.59 (m,
4H), 2.76-2.84 (m, 2H),
2.86-2.93 (m, 1H), 3.39 (s,
2H), 3.52 (s, 2H), 3.67-3.69
(m, 2H), 3.72-3.75 (m, 2H),
3.91-3.94 (m, 2H), 4.12 (s,
3H), 4.28-4.36 (m, 4H),
4.93-4.99 (m, 1H), 6.99 (d, J
= 8.8 Hz, 1H), 7.19-7.24 (m,
1H), 7.37 (d, J = 2.0 Hz, 1H),
7.70-7.82 (m, 4H), 8.16-8.19
(m, 2H), 8.40 (d, J = 8. Hz,
1H), 8.70-8.72 (m, 2H), 9.61
(s, 1H).
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757.6

1IH NMR (400 MHz,
DMSO-d6): 4: 15.03 (br s,
1H), 11.18 - 10.95 (m, 2H),
9.55 (s, 1H), 8.64 (br d, J=6.5
Hz, 1H), 8.30 (br d, J=8.3
Hz, 1H), 8.09 (br d, J=6.9
Hz, 1H), 7.81 (br d, J=8.5
Hz, 1H), 7.48 - 7.23 (m, 4H),
5.11 (br dd, J=5.0, 12.7 Hz,
1H), 4.30 (br s, 2H), 4.11 (br
d, J=13.1 Hz, 2H), 4.02 (s,
3H), 3.78 (br s, 2H), 3.70 -
3.48 (m, 18H), 3.19 (br s,
3H), 2.96 - 2.82 (m, 1H),
2.62 - 2.55 (m, 3H), 2.04 (br
s, 3H).




211

784.6

1IH NMR (400 MHz,
CDCI3): 5:9.33 (s, 1H), 8.59
(d, J=5.6 Hz, 1H), 8.47 (d, J
=2.1Hz,1H),8.21(d,J=8.2
Hz, 1H), 7.92 (dd, J=2.3,8.3
Hz, 1H), 7.65 (d, J = 8.2 Hz,
1H), 7.55 (s, 1H), 7.49 (d, J =
8.0 Hz, 1H), 7.34 (d, J = 6.0
Hz, 1H), 6.86 - 6.77 (m, 2H),
6.55 (br d, J = 6.8 Hz, 1H),
5.17 (quin, J = 6.9 Hz, 1H),
4.93 (dd, J = 5.1, 12.0 Hz,
1H), 4.49 (br s, 1H), 4.25 (br
t,J=7.5Hz, 2H), 3.96 - 3.84
(m, 5H), 357 - 3.35 (m,
10H), 2.93 - 2.66 (m, 7H),
2.39 - 2.27 (m, 2H), 2.16 -
2.08 (m, 1H), 1.93 - 1.82 (m,
2H).

212

769.5

1H NMR (400 MHz,
CDCI3): §:9.39 (s, 1H), 8.61
(d, J=6.0 Hz, 1H), 8.52 - 8.43
(m, 2H), 8.32 - 8.04 (m, 2H),
7.93 (dd, J=2.6, 8.6 Hz, 1H),
7.63 (d, J=8.3 Hz, 1H), 7.59
(s, 1H), 7.53 (dd, J=1.4, 8.1
Hz, 1H), 7.42 (d, J=6.0 Hz,
1H), 6.85 (d, J=8.5 Hz, 1H),
6.78 (d, J=2.0 Hz, 1H), 6.52
(dd, J=2.1, 8.3 Hz, 1H), 5.46
- 535 (m, 1H), 4.93 (dd,
J=5.2, 12.4 Hz, 1H), 4.61 -
4.43 (m, 2H), 4.29 - 4.27 (m,
2H), 427 - 421 (m, 2H),
4.20 - 4.16 (M, 2H), 4.00 -
3.89 (m, 5H), 3.78 - 3.63 (m,
4H), 2.92 - 2.67 (m, 3H),
2.64 - 2.55 (m, 2H), 2.51 (td,
J=35, 7.0 Hz, 2H), 2.16 -
2.08 (m, 1H).

213

785.5

1H NMR (400 MHz,
CDCI3): 5:9.38 (s, 1H), 8.59
(d,J=5.9 Hz, 1H), 8.48 (d, J
=2.3Hz,2H),8.22(d, J=8.0
Hz, 1H), 7.92 (dd, J=2.6,8.5
Hz, 1H), 7.61 - 7.55 (m, 2H),
7.49(dd, J=1.3,8.1 Hz, 1H),
7.40 (d, J=6.0 Hz, 1H), 6.85
(d, J=8.5Hz, 1H), 6.72 (d, J
= 2.0 Hz, 1H), 6.45 (dd, J =
2.1, 8.3 Hz, 1H), 5.47 - 5.35
(m, 1H), 492 (dd, J = 5.3,
12.2 Hz, 1H), 4.39 - 4.27 (m,
1H), 4.07 - 3.95 (m, 5H),
3.93 (s, 3H), 3.72 - 3.64 (m,
4H), 357 (ddd, J = 3.7, 5.8,
11.9 Hz, 4H), 2.91 - 2.76 (m,
3H), 2.59 (ddd, J = 4.0, 6.9,
13.4 Hz, 4H), 2.52 - 2.43 (m,
2H), 2.32 - 223 (m, 2H),
2.16 - 2.07 (m, 1H).
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13. El compuesto de conformidad con cualquiera de las reivindicaciones 1 a 12, en donde el
compuesto tiene una estructura quimica seleccionada de las Férmulas Cl hasta CV:
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Formula CI
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Formula CIII
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Formula CIV
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Formula CV

en donde:

R es 1-2 sustituyentes independientemente seleccionados de H, alquilo de Ciss,
halégeno, haloalquilo de C1.6 0 ciano;

R1%2 se selecciona de H, alquilo de Ci.6, 0 haloalquilo de Cis;

R es 1-2 sustituyentes independientemente seleccionados de H, alquilo de Ciss,
halégeno, haloalquilo de C1.6 0 ciano;

R1%4 es 1-2 sustituyentes independientemente seleccionados de H, alquilo de Ciss,
haldgeno, haloalquilo de C1-6 0 ciano;

R% es 1-2 sustituyentes independientemente seleccionados de H, alquilo de Ciss,
halégeno, haloalquilo de C1.6 0 ciano;

R106’ R107, R109’ RllO, Rlll, R112' R113' R114, RllG, R117, RlZO, R121, R126, R127, R122 y R123
se seleccionan cada uno independientemente de H, alquilo de Cis, halégeno o
haloalquilo de Ci.;



R1% es 1-2 sustituyentes independientemente seleccionados de H, halégeno, ciano o
metoxi;

RS es H;

R8 y RM9 se seleccionan independientemente de H o haldgeno, o R*® y R° tomados
juntos con el atomo de carbono al que se unen representan un anillo cicloalquilo o
heterocicloalquilo de 3—6 miembros, tal como ciclopropano o un oxetano;

R124y R1% se seleccionan independientemente de H o haldgeno, o R*?*y R'?® tomados
juntos con el atomo de carbono al que se unen representan un anillo cicloalquilo o
heterocicloalquilo de 3—6 miembros, tal como ciclopropano o un oxetano;

G es un fenilo o un anillo heteroarilo de 5 0 6 miembros; y

Zes CHz 0 C=0.

14. Una composicion que comprende un compuesto bifuncional de conformidad con cualquiera

de las reivindicaciones 1 a 13, y un vehiculo aceptable farmacéuticamente.



