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Industria y Comercio
SUPERINTENDENCIA

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

R

AL

No -0000

2

Fecha: 2013-10-25 14:56:24 Dep. 2020 DIR.
Tra. 11 PATENTEYI| : ACONAL

Act. 411 PRESENTACION Folios: 160

Eve: 378 FASENACIONAL|

DIRECCION DE NUEVAS CREACIONES
SOLICITUD FASE NACIONAL - PCT

X  Patente de Invencion

Patente de Modelo de Utilidad

1 (12) TIPO DE SOLICITUD X  Capitulo | Capitulo I
2 DATOS SOLICITUD INTERNACIONAL PCT (86)
Solicitud Internacional No. PCT/JP2012/061352 Fecha 27/04/2012
Publicacién Internacional No. WO02012/147916 Fecha 01/11/2012
3 |(54) TITULO DE LA INVENCION (200 caracteres o espacios maximos)
COMPUESTO DE AMIDA Y APLICACION FARMACEUTICA PARA EL MISMO
4 CLASIFICACION INTERNACIONAL (51) CIP
CO7D 249/04, A61K 31/4192, A61K 31/42, AG1P 1/00, A61P 17/04, AG1P 19/02, A61P 25/00, A61P 37/02, A61P 43/00, CO7D 261/08,
CO7D 413/06.
5 (71) SOL'C'TANTE(S) Esta persona también es inventor Para datos adicionales utilizar hoja de informacion adicional
APELLIDOS O RAZON SOCIAL NOMBRE IDENTIFICACION TIPO
JAPAN TOBACCO INC.
6 DATOS DEL SOLICITANTE
DIRECCION 2-1, Toranomon 2-chome, Minato-ku No. TELEFONO
CIUDAD Tokyo 105-8422 E-MAIL
DEPARTAMENTOQ/ESTADO NACIONALIDAD O
PAIS DE RESIDENCIA JAPON - LUGAR DE
CONSTITUCION JAPON
7 (72) |NVENTOR(ES) Para datos adicionales utilizar hoja de informacion adicional
APELLIDOS NOMBRES NACIONALIDAD
1. MAEBA TAKAKI JAPONESA
2. MAEDA KATSUYA JAPONESA
3. KOTOKU MASAYUKI JAPONESA
4, HIRATA KAZUYUKI JAPONESA
5. SEKI NORIYOSHI JAPONESA
DIRECCION DE CORREO ELECTRONICO:
8 DATOS INVENTOR(ES)
PAIS RESIDENCIA DEPARTAMENTO/ESTADO CIUDAD . DIRECCION
1. JAPON Osaka 569-1125 |c/o Central Pharmaceutical Research Insitute of
Japan Tobacco Inc., 1-1, Murasaki-cho, Takatsuki-shi
2.  JAPON Osaka §69-1125 |c/o Central Pharmaceutical Research Insitute of
Japan Tobacco Inc., 1-1, Murasaki-cho, Takatsuki-shi
3. JAPON Osaka 569-1125 |c/o Central Pharmaceutical Research Insitute of
Japan Tobacco Inc., 1-1, Murasaki-cho, Takatsuki-shi
4. JAPON Osaka 569-1125 |c/o Central Pharmaceutical Research Insitute of
Japan Tobacco Inc., 1-1, Murasaki-cho, Takatsuki-shi
5 JAPON Osaka §69-1125 |c/o Central Pharmaceutical Research Insitute of
Japan Tobacco Inc., 1-1, Murasaki-cho, Takatsuki-shi

OTRO(S) SOLICITANTE(S) Y/U OTRO(S) INVENTOR(ES)

Los demas solicitantes y/o demas inventores se indican en una hoja a continuacion

9 (74) REPRESENTANTE X APODERADO
APELLIDOS NOMBRES IDENTIFICACION
CASTELLANOS ABONDANO MARGARITA C.C. 39.779.654 T.P.70.819
DIRECCION Calle 94A No. 7A-09 No. TELEFONO 7560770
E-MAIL castellanos@castellanosyco.co
CIUDAD BOGOTA No. DE
PROTOCOLO
PAIS COLOMBIA

EN LA OFICINA




10 |(30) DECLARACIONES DE PRIORIDAD X S NO
{33) PAIS DE ORIGEN CODIGO PAIS (31) NUMERO (32) FECHA (AAA/MM/DD)
1. JAPON JP 2011-100331 2011/04/28
2. ESTADOS UNIDOS DE AMERICA us 61/482418 2011/05/04
3.
11 |DECLARACION SOBRE USO DE RECURSOS GENETICOS O BIOLOGICOS
Declaro que el objeto de la presente solicitud de patente fue obtenido a partir de recursos genéticos o biolégicos de los que
cualquiera de los paises miembros de la Comunidad Andina es pais de origen.
Si _X__ NO
NOTA: En caso afirmativo debera anexar copia del contrato de acceso de recursos genéticos o productos derivados, o certificado
o numero de registro expedido por la Autoridad competente.
12 {DECLARACION SOBRE USO DE CONOCIMIENTOS TRADICIONALES
Declaro que el objeto de la presente solicitud de patente fue obtenido a partir de conocimientos tradicionales de comunidades
indigenas, afroamericanas o locales de paises miembros de la Comunidad Andina.
Si _X_ NO
NOTA: En caso afirmativo debera anexar la licencia o autorizacién de uso de conocimiento tradicional, o certificado, 0 nimero
de registro expedido por la Autoridad competente.
13 |REDUCCION DE TASAS

Declaro que carezco de medios econémicos para presentar la solicitud de patente

S X NO

NOTA: En caso de ser persona natural y carecer de medios economicos, y por lo tanto, aplique la reduccién de tasas a que se
refiere ia resolucion vigente en tarifas, debe firmar Ja presente solicitud bajo la gravedad de juramento.

Micro, pequefias y medianas empresas

renta del afio inmediatamente anterior, o en su
defecto prueba documental idénea.

plimiento con lo establecido en la ey 805 de

Copia simple de la declaracion de

Acreditacién Colciencias.
Documento de constancia de cum-

Universidades publicas o privadas

Copia acto de reconocimiento institu-
cional emitido por el Ministerio de Educacion.

Entidades sin animo de lucro

Copia de registro vigente en Camara
de Comercio.

Hoja de informacion complementaria.
Otros, especificar.

2004.
14 |AUTORIZACION DE NOTIFICACION EN LINEA Si X NO
Manifiesto que he leido y entendido perfectamente los términos y condiciones de uso de medios electronicos para las notificaciones
en linea a través de Internet de los actos administrativos proferidos por la Superintendencia de Industria y Comercio que deber ser
notificados personalmente y, en consecuencia, autorizo el servicio de notificacién a través de internet.
14 |COMPROBANTE DE PAGO O PAGO ELECTRONICO N° 13-104806, 13-104808 Fecha: Octubre 16, 2013
15 {FIRMA DEL SOLICITANTE, DEL APODERADO O DEL REPRESENTANTE LEGAL
Junto a cada firma, indicar el nombre del firmante y su calidad (si tal calidad no es obvia al leer el petitorio)
25 0CT, 203
16 |ORDEN Y RELACION DE DOCUMENTOS QUE ACOMPARNAN LA SOLICITUD

Documentacién Técnica
Solicitud Internacional en Castellano

1.

o hwN

X Descripcion

X
X Dibujos y/o figuras
X

N° de folios: 314
N° de reivindicaciones: 23
N° de folios: 48

Reivindicaciones

Resumen
Certificado de depoésito de material bioldgico si fuera

el caso.

Listado de secuencias de nucledtidos y/o aminoacidos

en forma digital si fuera el caso.

X Arte final 12 x 12

X Anexo formato digital.

CD QUE CONTIENE LOS SIGUIENTES DOCUMENTOS:
* TEXTO EN ESPANOL DESCRIPCION, REIVINDICACIONES,
RESUMEN Y DIBUJOS

* TEXTO DE LA PUBLICACION INTERNACIONAL EN INGLES

Documentacién Juridica

10.

1.

12.

13.

14

15.
16.

17.

X Poderes, si fuera el caso.

Documento que legalmente pruebe la cesion del
inventor al solicitante o a su causante.

Copia del contrato de acceso de recursos genéticos o
productos derivados, certificado 0 numero de registro, si fuera el
caso.

Copia de la licencia o autorizacion de Conocimientos
Tradicionales, certificado o nimero de registro, si fuera el caso.

Documento que acredita la existencia y representacion
legal, cuando el solicitante es persona juridica.

X Comprobante de pago de la tasa de presentacion de la
solicitud.

Comprobante de pago por reivindicacién de prioridad

Comprobante de pago de la tasa por concepto de
excedente de palabras en la publicacion.

X Comprobante de pago por reivindicacion adicional a 10.
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Industria y Comercio

SUPERINTENDENCIA

| HOJA DE INFORMACION

COMPLEMENTARIAPCT |

NUMERO DE RADICACION
1 (12) TIPO DE SOLICITUD
X  Patente de Invencion FECHA DE PRESENTACION
Patente de Modelo de Utilidad
4 |(71) SOLICITANTE(S)
APELLIDOS O RAZON SOCIAL NOMBRE IDENTIFICACION TIPO
2.
3.
4.
5 DATOS DEL SOLICITANTE
PAIS DE RESIDENCIA DEPARTAMENTO/ESTADO CIUDAD DIRECCION
2.
3.
4.
TELEFONO FAX E-MAIL NACIONALIDAD
2.
3.
4.
6 [(72) INVENTOR(ES)
APELLIDOS NOMBRE NACIONALIDAD
6.  YAMANAKA HIROSHI JAPONESA
7. SAKAI TAKAYUKI JAPONESA
8. HIRASHIMA SHINTARO JAPONESA
9. OBIKA SHINGO JAPONESA
10. SHIOZAKI MAKOTO JAPONESA
11. YOKOTA MASAHIRO JAPONESA
12.
7 DATOS INVENTOR(ES)
DIRECCION CIUDAD DEPARTAMENTO/ESTADO, PAIS RESIDENCIA
6.  clo Central Pharmaceutical Research Insitute of Osaka 569-1125 JAPON
Japan Tobacco Inc., 1-1, Murasaki-cho, Takatsuki-shi
7. clo Central Pharmaceutical Research Insitute of Osaka 569-1125 JAPON
Japan Tobacco Inc., 1-1, Murasaki-cho, Takatsuki-shi
8.  clo Central Pharmaceutical Research Insitute of Osaka 569-1125 JAPON
Japan Tobacco Inc., 1-1, Murasaki-cho, Takatsuki-shi
9. clo Central Pharmaceutical Research insitute of Osaka 569-1125 JAPON
Japan Tobacco Inc., 1-1, Murasaki-cho, Takatsuki-shi
10.  clo Central Pharmaceutical Research Insitute of Osaka 569-1125 JAPON
Japan Tobacco Inc., 1-1, Murasaki-cho, Takatsuki-shi
11.  clo Central Pharmaceutical Research Insitute of Osaka 569-1125 JAPON
Japan Tobacco Inc., 1.1, Murasaki-cho, Takatsuki-shi
12.
9 |(30) DECLARACIONES DE PRIORIDAD
(33) PAIS DE ORIGEN CODIGO PAIS (31) NUMERO (32) FECHA (AAA/MM/DD)
4.
5.
6.
7.
8.
9.
10.

P3058 - SOLICITUD DE PATENTE




SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

NIT : 800.176.089-2

-/ -
£17
Industria y Comercio
SUPERINTENDENCIA Bogota D.C., Octubre 16 de 2013 - 15:20:30

RECIBIDO DE : CASTELLANOS Y Y CO

NI 800.174.641

TIPO PAGO BANCQO

*** Soporte del Pago ***

CUENTA No. PAGQO

FECHA PAGO VR PAGOQO

CONSIGNACION BANCO DE BOGOTA

062754387 542730031

15/10/2013 3.735.000.00

*** Conceptos Pagados ***

CANT__RENTISTICO CONCEPTO

Vr.UNDITARIQ _ Vr. CONCEPTO

150005-01-01 SOLICITUDES
INVENCION

Resgonsable: <\ m
* kR % de ok k-

, Octubre 16 de 2013 - 15:20:32

1 TRAMITES DE SOL. DE PATENTE DE

‘Recibo de Caja A MExpediente No.

500.000.00 500.000.00
$500.000.00

SON: **QUINIENTOS MIL PESOS MONEDA CORRIENTE***

WA

90-
Fecha: 2013-10-25 14:56:24
Tra. 11 PATENTRIVI Dep. 2020 DIR.NUEVASCR

Eve: 378 F
Act. 411 PRESENTACION Folios: 1(/;08ENAC'ONAU

Sede Centro: Carrera 13 No. 27 - 00 Pisos 3,4,5 y 10 Bogota, D.C.- Colombia
Web: www.sic.gov.co e-mai: info@sic.gov.co Conmutador: (571) $870000 Fax: (571) 5870284 Linea: 018000-910165 Call Center: (571) 6513240




SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
NIT : 800.176.089-2

-/
(1 RECIBO DE CAJA
No. 13 - 104808
Industria y Comercio
SUPERINTENDENCIA Bogota D.C., Octubre 16 de 2013 - 15:20:30

RECIBIDO DE : CASTELLANOS Y Y CO - NI 800.174.641

*** Soporte del Pago ***
TIPO PAGO BANCO CUENTA No PAGO FECHA PAGQO

VR PAGO

CONSIGNACION BANCO DE BOGOTA 062754387 542730031 15/10/2013 3.735.000.00

*** Conceptos Pagados ***
CANT__RENTISTICO

CONCEPTO Vr UNDITARIO  Vr CONCEPTO
13 50005-01-01 SOLICITUDES 1607 REIVINDICACION PATENTE UNITARIA 30.000.00 390.000.00
ADICIONAL ATAS 10 INIC $390.000.00

SON: **TRESCIENTOS NOVENTA MIL PESOS MONEDA CORRIENTE***

Responsable: m
.Rembo de mdo al Expediente No.

T

Fecha: 2013—10 25 14 56 24 Dep 2020 DIR NUEVASCR
Tra. 11 PATENTEIYII Eve: 378 FASENACIONALI
Act. 411 PRESENTACION Folios: 160

Sede Centro: Carrera 13 No. 27 - 00 Pisos 3,4,5 y 10 Bogota, D.C.- Colombia

Web: www.sic.gov.co e-mai: info@sic.gov.co Conmutador: (571) 5870000 Fax: (571) 5870284 Linea: 018000-910165 Call Center: (571) 6513240
, Octubre 16 de 2013 - 15:20:32 :

I\



TNl

-

S ae—t

. H}\"ﬂ

-~ -

FODER

POWER OF ATTORNEY

Ef fos) suscrito (5)____JAPAN TOBACCO INC.

Ja
1 {we) the undersigned pan Tobacco Inc.

2-1, Toranomon 2-chome, Minato-

2-1, Toranomon 2-chome, Minato-ku, -

domidtiado (s) env
ku, Tokyo 105-8422 - JAPON

Tokyo 105-8422 Japan

nombra(n) por el presente a XIMENA CASTELLANOS A. y/o‘

MARGARITA CASTELLANOS A. abogadas con oficinas en la Carrera 9 No. 93-
09, Bogota - Colombia para

hereby grant(s) Power of Attorney to XIMENA CASTELLANOS A. and/or
MARGARITA CASTELLANGS A. attorneys residing at Carrera 9 No. 93-09
Bogota - COLOMBIA 10

_ y para obtener fa proteécién de mi (nuestra) propiedad industrial y con este

fin autorizamos a dichos apoderados para que nos representen ante
cualesquiera autoridades o personas de los ordenes administrativo,

contencioso-administrativo y judicial en todo lo refacionado con los siguientes

actos y gestiones:

'a) Obtencién de patentes de invendién , modelos y dibujos industriales;
registro de marcas de fabrica, de servicio, colectivas o defensivas y de .

denominaciones de origen; depdsito de nombres y ensefias comerciales; su
renovacion prorroga, inscripddn de traspaso y cambio de nombre o domicilio,

 cancelacion voluntaria y el registro de licencias de uso de esos derechos;

b) Para la obtencion de Registros Sanitarios; €) Acciones de oposicion,
observacion, cancelacion, nulidad, medidas cautelares y en general los juicios
civiles, penales, administrativos o contencioso-administrativos que
promovamos o0 se nos promuevan, pudiendo en todos ios actos y gestiones
arriba determinados sustituir éste mandato, transigir, desistir, recibir, cancelar,
renunciar, aceptar notificaciones y nombrar apoderados judiciales y
extrajudiciales.

Dado y firmado hoy___/ - de Junio de 2004

and to obtain the protection of my (our) industrial property, for which purpose
we authorize the said atorneys to represent us before any authorities or-

" persons, spedially those, administrative contentious and judicial, in all matters

conceming the following :

a) Obtention of patents, models and designs; regxscranon of trademarks,
service, collective and defensive marks, and of destgnanons of origin; the
deposit of commercial names and ensigns; its renewal , extension, recordal -
of assignments, change of name or domicile, voluntary cancellation; and the V
registration of licenses of use of the above rigths; b) For de obtention of
Sanitary Registrations; ¢} Actions of opposition, cancellation, nullity,
infringement, granting of licenses; and in general the civil, criminal and -
administratve suits related to those rigths; actions and suits instituted by us
or against us; and that in all the above matters they may substitute this
Power of Attorney, compromise, desist, cancel, receive, renounce, accept

. notifications and appoint attomeys in fact, in or out of Court.

June 7, 2004

Given and signed this

in__Tokyo - JAPAN

en Tokyo, JAPON

Teruo DAITO

J apan Tobacco Inc.

\ééz/wo @ﬁj\

Por

(Notary should execute on other side)
(Consutar legalization necessary)

Teruo DAITO, Patent Attorney

General Manager
{Notary should execute on other SIdE)P atent Information Dept

(Consular legalization necessary) .

ALVARO CASTELLANOS M.&LCIA.

ABOGADOS COLOMBIA .

Carrera 9 No. 93-09 - P.0. Box 6349 - Bogotd, Colombia.
- Tels: (571) 610 7420 /60 / 80 - Fax. (571) 610 0706 - e-mail acasteli@impsatnerco
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APOSTILLE

(Convention de La Haye du 5 octobre 1961)

Country: JAPAN

This public document
has been signed by Katsuyuki YAMAGUCHI
acting in the capacity of Notary Public of the Osaka
Legal Affairs Bureau
bears the seal/stamp of Katsuyuki YAMAGUCHI, Notary Public

Certified

at Osaka S JUN T4 000

by the Ministry of Foreign Affairs

02041

TORE
Seal/stamp: T 10. Signature:
Tsutomy HIGUCHT

For the Minister for Foreign Affairs
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Registerd Nol 0 0(2004)
NOTARIAL CERTIFICATE
This is to certify that Teruo DAITO signed the attached document
" in my very presence on this 31st day of March 2004.
/{ Katsuyuki Yamaguchi
T Notary, attached to
g“oﬁ“'f FFAl Osaka Legal affairs Bureau
; NOTA?Y i 15-18,1-chome, Akutagawa-cho,
15-18,(Midori Akutagawa Bidg.) 1-chome Takatsuki-shi,Osaka,Japan.

(Akutagawa cho, Takatsuki-shi, Osaka Japan
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CERTIFICATE

I, KATSUHIKO HONDA, President and Chief Executive Officer of
JAPAN TOBACCO INC. a Japanese corporation located at 2-1,
TORANOMON 2-CHOME, MINATO-KU, TOKYO 105-8422, JAPAN,
hereby declare that I am authorized to sign and execute documents relating
to intellectual property rights on behalf of the said corporation, and hereby
certify that, as of March 31, 2004, Mr. TERUO DAITO was Director of ’
Patent Information Dept. of Central Pharmaceutical Research Institute of
the said corporation, was my proxy, and was authorized to sign and execute
documents relating to intellectual property rights on behalf of the said
corporation. Said documents include, but are not limited to, applications,
powers of attorney, assignments, authorizations of agents, petitions and the
like in connection with patent and utility model filed in foreign countries
with the name of the said corporation.

Dated this 7/ day of Ly , 2004,
JAPAN TOBACCO INC.

KATSUHIKO HONDA \
President and Chief Executive Officer



APOSTILLE

(Convention de La Haye du 5 octobre 1961)

Country: JAPAN

This public document

has been signed by Katsuyuki YAMAGUCHI
acting in the capacity of Notary Public of the Osaka
Legal Affairs Bureau
bears the seal/stamp of Katsuyuki YAMAGUCHI, Notary Public
Certified

at Osaka 6. JUN 1 4, 2004
by the Ministry of Foreign Affairs

02042

“re <%

No

Seal/stamp: 10. Signature:

vl = -
% <
\./\7’)/’\.'“
VA N /i

Tsutomu HIGUCHI

For the Minister for Foreign Affairs
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. 1 va-cho, Takatsuki-shi, Osaka Japan

Registration Book No.168 (2004)

NOTARIAL CERTIFICATE

This is to certify that :
1) Teruo Daito was Director of Patent Information Dept. of
Central Pharmaceutical Reseearch Institute of JAPAN
TOBACCO INC. ,a Japanese corporation of being legally
constituted and in existance in accordance with the laws of
Japan ,located at 2-1, Toranomon2-chome, Minato-ku, Tokyo
105-8422 Japan ,as of March 31,2004 and was authorized to
sign and execute documents relating to intellectual property
rights on behalf of the said corporation.

2)said Teruo Daito signed the attaced document in my
presence on 31st day of March,2004.

IN TESTIMONY WHEREOF,I have hereto subscribed my
name and affixed my seal of office.

On the 8th day of June,2004
at the Office of Notary Katsuyuki Yamaguchi

[k s

Wﬂm‘m‘m‘ = N Katsuyuki Yamaguch1

T0:4 <A LEGAL AFFAIRS BUREAU Notary,attached to

Osaka Legal affairs Bureau,
15-18,1-chome,Akutagawacho,
Takatsuki-shi,  Osaka,Japan.

NOTARY

15~ 3 "Midori Akutagawa Bldg.)1-chome
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CERTIFICATE
This is to certify that the annexed Notarial Certificate has
been executed by Notary,duly authorized and practising in Osaka,

Japan, and that the Official seal appearing on the same is genuine.

1Late 04. 6.14

Director of the Osake Legal Affairs Bureau

o
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CERTIFICATE
This is to certify that the annexed Notarial Certificate has
been executed by Notary,duly authorized and practising in Osaka,

Japan, and that the Official seal appearing on the same is genuine.
pate 04, 6.14

Director of the Osake Legal Affairs Bureau




de un documento escrito en INGLES, el cual para su identificacién lleva
el sello de la Traductora e Intérprete Oficial, Res. 2755/68 y 01144 /97
de Minjusticia, al igual que la presente.--=-=----====mmmmmmmmmmm o
(Anexo a un documento de poder otorgado por Japan Tobacco Inc.)
Registro No. 100 (2004)
CERTIFICADO NOTARIAL

La presente es para certificar que Teruo DAITO firm6 el documento
adjunto en mi propia presencia hoy dia 31 de marzo de 2004.

(fdo) ilegible

Katsuyuki Yamaguchi

Notario adjunto a la Oficina de Asuntos Legales de

Osaka — 15-18, 1-chome, Akutagawa-cho,

Takatsuki-shi, Osaka, Japon
(Sello) Oficina de Asuntos Legales de Osaka
NOTARIO - 15-18 (Midori Akutagawa Bldg) 1-chome

Akutagawa-cho, Takatsuki-shi, Osaka, Japon

APOSTILLA
(Convencién e La Haya del 5 de Octubre de 1961)
1. Pais: JAPON ' :
Este documento publico
2. ha sido firmado por Katsuyuki YAMAGUCHI
3. actuando en su caracter de Director de la Oficina de Asuntos legales

de Osaka




4. lleva el sello de Katsuyuki YAMAGUCHI, Notario Publico
Certificado
5. en Osaka 6. el 14 de Junio 2004
7. por €l Ministerio de Relaciones Exteriores
8. No. 02041
9. Sello: : 10: Firma
(fdo) ilegible
Tsutomu HIGUCHI
Por el Ministro de Relaciones Exteriores.

(Sello del Ministerio de Relaciones Exteriores de Japon)

CERTIFICADO
Yo, KATSUHIKO HONDA, Presidente y Funcionario jefe Ejecutivo de
JAPAN TOBACCO INC., una sociedad japonesa situada en 2-1,
TORANOMON 2-CHOME, MINATO-KU, TOKYO 105-8422, JAPQN,
declaro por medio del presente que estoy autorizado para firmar y
otorgar documentos relacionados con derechos de propiedad intelectual
en nombre de dicha sociedad, y por medio del presente certifico que, a
Marzo 31 de 2004, el sefior TERUO DAITO era el Director del
Departamento de Informaciéon de Patentes del Instituto Central de
Investigaciones Farmacéuticas de dicha sociedad, era mi apoderado y
estaba autorizad para firmar y otorgar documentos relacionados con
derechos de propiedad intelectual en nombre de dicha sociedad. Dichos
documentos incluyen, pero no se limitan a, solicitudes, poderes,

cesiones, autorizaciones de agentes, peticiones y similar en relacién con
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patentes y modelos de utilidad presentados én paises extranjeros con el
nombre de dicha sociedad.

Dado hoy dia 7 de Junio de 2004

JAPAN TOBACCO INC.

KATSUHIKO HONDA

Presidente y Funcionario Jefe Ejecutivo

Libro de Registro No. 168 (2004)
CERTIFICADO NOTARIAL
La presente es para certificar que:

1) Teruo Daito era el Director del departamento de Informaciéon de
Patentes del Instituto Central de Investigaciones Farmacéuticas
de JAPAN TOBACCO INC., una sociedad japonesa que estan
legalmente constituida y existe de acuerdo con las leyes del
Japon, situada en 2-1, Toranomon 2-chome, Minato-ku, Tokio
105-8422 Japdn, a Marzo 31 de 2004, y estaba autorizado para
firmar y otorgar documentos relacionados con derechos de
propiedad intelectual en nombre de dicha sociedad.

2) Dicho Tereuo Daito firmé el documento adjunto en mi propia
presencia el dia 31 de Marzo de 2004.

EN TESTIMONIO DE LO CUAL, he suscrito aqui mi nombre y he

fijado mi sello de oficio.

El dia 8 de Junio de 2004

En la Oficina del Notario Katsuyuki Yamaguchi

(fdo) ilegible

\D



Katsuyuki Yamaguchi
Notario adjunto a la Oficina de Asuntos Legales
De Osaka, 15-18, 1-chome, Akutagawacho
Takatsuki-shi, Osaka, Japén

(Sello) Oficina de Asuntos Legales de Osaka

NOTARIO - 15-18 (Midori. Akutagawa Bldg) 1-chome

Akutagawa-cho, Takatsuki-shi, Osaka, Japon

CERTIFICADO 1558
La presente es para certificar que la firma que aparece anteriormente ha sido
impuesta por Notario, debidamente autorizado y en ejercicio en Osaka, Japén y
que el sello oficial que aparece en el mismo es auténtico.
Fecha: 04.6.14 |
Director de la Oficina de Asuntos Legales de Osaka
CERTIFICADO 1559
La presente es para certificar que la firma que aparece anteriormente ha sido
impuesta por Notario, debidamente autorizado y en ejercicio en Osaka, Japon y
que el sello oficial que aparece en el mismo es auténtico.
Fecha: 04.6.14
Director de la Oficina de Asuntos Legales de Osaka
APOSTILLA
(Convencién e La Haya del 5 de Octubre de 1961)
5. Pais: JAPON
Este documento publico

6. ha sido firmado por Katsuyuki YAMAGUCHI

5/ 08 Y 0144797 - HINJUSTICIA
REP. DE fOLOMSBIA

péb. o[/



7. actuando en su caracter de Director de la Oficina de Asuntos legales
de Osaka
8. lleva el sello de Katsuyuki YAMAGUCHI, Notario Publico
Certificado
5. en Osaka 6. el 14 de Junio 2004
7. por el Ministerio de Relaciones Exteriores
8. No. 02042
9. Sello: 10: Firma
(fdo) ilegible
Tsutomu HIGUCHI
Por el Ministro (;le Relaciones Exteriores.

(Sello del Ministerio de Relaciones Exteriores de Japdn)

Es traduccién fiel y completa, a la cual me remito,

Bogota, Junio 22, 2004. : )

. DORA DUQUE DE BERNAL
TRADUCTORA E INTEQPRETE OFICIAL
RES. 02755/68 Y 01144797 - MINJUSTICIA
RET. DE COLOMBIA
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COMPUESTO DE AMIDA Y APLICACION FARMACEUTICA PARA EL

MISMO

CAMPO TECNICO

La presente invencién se refiere a compuestos de amida y su
uso medicinal.

En particular, la presente invencion se refiere a compuestos que
pueden inhibir el receptor huérfano relacionado con retinoide gamma (RORYy),
y de este modo se puede inhibir la diferenciacion y activacién de las células
auxiliares T 17 (Th17) y se puede inhibir la produccion de interleucina-17 (IL—
17).

Especificamente, la presente invencion se refiere a compuestos
para prevenir o tratar una enfermedad relacionada con las células Th17, por
ejemplo, enfermedad autoinmune tales como artritis reumatoide, psoriasis,
enfermedad inflamatoria del intestino tales como enfermedad de Crohn vy
colitis ulcerosa, esclerosis mdultiple, lupus eritematoso sistémico (SLE),
espondilitis anquilosante, uveitis, polimialgia reumatica y diabetes tipo |;
enfermedad alérgica tal como asma; ojo seco; fibrosis tales como fibrosis
pulmonar y cirrosis biliar primaria; y enfermedad metabdlica tal como diabetes,

y uso medicinal de los mismos.
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TECNICA ANTECEDENTE

RORy es un receptor nuclear que es importante para la
diferenciacion y activacion de las células Th17. ROR también es conocido
como una variante de empalme de RORy. RORy y RORyt difieren solo en sus
dominios N-terminales y comparten el mismo dominio de union al ligando y
dominio de unién al ADN. Se informa que RORy se expresa en otros tejidos
ademas de las células Th17. Por inhibiciéon de R®Rse puede inhibir la
diferenciacion y activacion de las células Th17. La IL-17 producida en las
células Th17 se involucra en la induccion de una variedad de quimiocinas,
citocinas, metaloproteasas y otros mediadores inflamatorios y la migracién de
neutréfilos, en consecuencia, la inhibicién de IL-17 puede llevar a la inhibicion
de tal induccién y migracion. RORYy en los tejidos adiposos se relaciona con la
regulacion de la adipogénesis y por inhibicién de ROR, se puede mejorar la
resistencia a la insulina.

Se sabe que las células Th17 estan involucradas en la
enf_ermedad autoinmune tales como artritis reumatoide, psoriasis, enfermedad
inflamatoria del intestino tales como enfermedad de Crohn vy colitis ulcerosa,
esclerosis mditiple, lupus eritematoso sistémico, espondilitis anquilosante,
uveitis, polimialgia reumatica y diabetes tipo |; enfermedad alérgica; ojo seco;
y fibrosis tales como fibrosis pulmonar y cirrosis biliar primaria.

En cuanto a la artritis reumatoide, por ejemplo, se informa que la

administracion del anticuerpo anti~lL-17 puede mejorar el edema y la
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NOVEDAD DE LA INVENCION

REIVINDICACIONES

1.- Un compuesto de formula [I-W]:

) RY! R%2
R
| d2 d3
GS.. e~ O.._N—Y R
R—G@G? : v R R

\\be G< yne

Rb ( n°Y1'c n ¢ O\RC
[I-W] 0

en donde:

e
G- -G*

__Ga i
\‘Gb’Gc\
/ es N :

R%es (1) grupo alquilo Cs_1» que puede estar sustituido con 1 a 5

sustituyentes iguales o diferentes seleccionados del grupo A, o

u +Y?*
@) \ en donde

Y¢ es (i) enlace sencillo o (i) grupo alquileno Ci_s, la porcion
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ciclica U es (i) grupo cicloalquilo Cs 7 que puede estar sustituido con 1 a 5
sustituyentes iguales o diferentes seleccionados del grupo A, (i) grupo
cicloalquilo Cs_1y espirociclico que puede estar sustituido con 1 a 5
sustituyentes iguales o diferentes seleccionados del grupo A o (iii) grupo arilo
Ce-10 que puede estar sustituido con 1 a 5 sustifuyentes iguales o diferentes
seleccionados del grupo A; R® es un grupo seleccionado de los siguientes (1)
a (3): (1) grupo alquilo Ci_3 que puede estar sustituido con 1 a 5 sustituyentes
iguales o diferentes seleccionados del grubo A, (2) grupo alquenilo C,_3 que
puede estar sustituido con 1 a 5 sustituyentes iguales o diferentes
seleccionados del grupo A, (3) grupo cicloalquilo Cs; que puede estar
sustituido con 1 a 5 sustituyentes iguales o diferentes seleccionados del grupo
A; R® es (1) atomo de hidrégeno o (2) grupo alquilo Ci; Y® es un grupo
seleccionado de los siguientes (1) a (7): (1) enlace sencillo, (2) grupo alquileno
Ci6 que puede estar sustituido con 1 a 5 sustituyentes iguales o diferentes
seleccionados del grupo A, (3) -NR®'-, en donde R®' es atomo de hidrogeno
o grupo alquilo Cy, (4) —=O—, (5) grupo cicloalquileno Cz_4o que puede estar
sustituido con 1 a 5 sustituyentes iguales o diferentes seleccionados del grupo
A, (6) grupo arileno Ce_1p que puede estar sustituido con 1 a 5 sustituyentes
iguales o diferentes seleccionados del grupo A, (7) grupo heteroaromatico
monociclico que puede estar sustituido con 1 a 5 sustituyentes iguales o
diferentes seleccionados del grupo A en donde el anillo heteroaromatico
monociclico consiste de 4tomos de carbono y 1 a 4 heteroatomos iguales o

diferentes seleccionados de atomo de nitrdgeno, atomo de oxigeno y atomo

14
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de azufre, y es de 3 a 7 miembros; Y% es (1) enlace sencillo o (2) grupo
alquileno C4¢ que puede estar sustituido con 1 a 5 sustituyentes iguales o
diferentes seleccionados del grupo A; o en forma alternativa, tanto Y® como
Y% pueden ser metino y pueden estar enlazados entre si de forma directa, o
por medio de grupo alquileno Ci_4 forman anillo de cicloalquilo Cs7; Y* es (1)
enlace sencillo o (2) grupo alquileno Cy_g; R*', R%, R® R y R% son un grupo
igual o diferente seleccionado de los siguientes (1) a (7): (1) atomo de
hidrégeno, (2) atomo de halégéno, (3) grupo alquilo Ci_s que puede estar
sustituido con 1 a 5 sustituyentes iguales o diferentes seleccionados del grupo
A, (4) —-OR™" en donde R¥° es atomo de hidrégeno o grupo alquilo Cy_s que
puede estar sustituido con 1 a 5 sustituyentes iguales o diferentes

seleccionados del grupo A, (5) —COOR®", en donde R'' es atomo de

~hidrégeno o grupo alquilo Cis, (6) grupo cicloalquilo Cs_; que puede estar

sustituido con 1 a 5 sustituyentes iguales o diferentes seleccionados del grupo
A, (7) grupo ciano, o en forma alternativa, R*" y R* 0 R® y R® se pueden
tomar juntos para formar un anillo de arilo Cg_1o fusionado con el anillo de
benceno al que estan todos unidos, en donde el anillo de arilo Cg_19 puede
estar sustituido con 1 a 4 sustituyentes iguales o diferentes seleccionados del
grupo A; R®es (1) atomo de hidrégeno o (2) grupo alquilo Cy_s, 0 en forma
alternativa, R°y R" 0 R°y R% se pueden tomar juntos para formar alquileno
Ci_s; n° es un nlimero entero seleccionado de 0 6 1 a 4, n*® es un numero
entero seleccionado de 0 6 1 a 3, n® es un nimero entero seleccionado de 0 6

1 a3, el grupo A es (a) grupo alquilo Cy_, (b) atomo de halégeno y (c)-OR™,
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en donde R es atomo de hidrégeno o grupo alquilo Ci_, 0 una de sus sales

farmacéuticamente aceptables.

2.- El compuesto de férmula [I-W] de conformidad con la

reivindicacion 1:

e

,Ge o N oy R
Ra G\a\ b éc d1 ynd
R Garone o
(W] o
G .g¢
terizad —G° : /=N Va
caracterizado porque “Gb*GC\ ,,.,N\f//k — \\$/!ﬁ\
/ | 7 !
es

R®es (1) grupo alquilo Cs_1» que puede estar sustituido con 1 a 5 sustituyentes

iguales o diferentes seleccionados del grupo A o (2) @*Y: en donde

AN
Y# es (i) enlace sencillo o (ii) grupo alquileno Cy, la porcion ciclica U es (i)

grupo cicloalquilo Cs_7 que puede estar sustituido con 1 a 5 sustituyentes
iguales o diferentes seleccionados del grupo A o (ii) grupo cicloalquilo Cs_y1
espirociclico que puede estar sustituido con 1 a 5 sustituyentes iguales o
diferentes seleccionados del grupo A; R® es un grupo seleccionado de los

siguientes (1) a (3): (1) grupo alquilo C4_3 que puede estar sustituido con 1 a 5
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sustituyentes iguales o diferentes seleccionados del grupo A, (2) grupo
alquenilo C,_3 que puede estar sustituido con 1 a 5 sustituyentes iguales o
diferentes seleccionados del grupo A, (3) grupo cicloalquilo Cs_; que puede
estar sustituido con 1 a 5 sustituyentes iguales o diferentes seleccionados del
grupo A; R® es (1) atomo de hidrégeno o (2) grupo alquilo Ci-; Y° es un grupo
seleccionado de los siguientes (1) a (7): (1) enlace sencillo, (2) grupo alquileno
Ci-s que puede estar sustituido con 1 a 5 sustituyenfes iguales o diferentes
seleccionados del grupo A, (3) -NR®'—, en donde R®' es atomo de hidrégeno
0 grupo alquilo Gy, (4) -O—, (5) grupo cicloalquileno Ca_jo que puede estar
sustituido con 1 a 5 sustituyentes iguales o diferentes seleccionados del grupo
A, (6) grupo arileno Ce_1o que puede estar sustituido con 1 a 5 sustituyentes
iguales o diferentes seleccionados del grupo A, (7) grupo heteroaromatico
monociclico que puede estar sustituido con 1 a 5 sustituyentes iguales o
diferentes seleccionados del grupo A, en donde el anillo heteroaromatico
monociclico consiste de atomos de carbono y 1 a 4 heteroatomos iguales o
diferentes seleccionados de atomo de nitrégeno, atomo de oxigeno y atomo
de azufre, y es de 3 a 7 miembros; Y*' es (1) enlace sencillo o (2) grupo
alquileno Cy_¢ que puede estar sustituido con 1 a 5 sustituyentes iguales o
diferentes seleccionados del grupo A; Y% es (1) enlace sencillo o (2) grupo
alquileno Gy RY, R®, R®, R*™ y R® son un grupo igual o diferente
seleccionado de los siguientes (1) a (4): (1) atomo de hidroégeno, (2) atomo de
halégéno, (3) grupo alquilo Ci¢ que puede estar sustituido con 1 a 5

sustituyentes iguales o diferentes seleccionados del grupo A, (4) —OR®', en

%
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donde R"® es &tomo de hidrégeno o grupo alquilo Cis que puede estar
sustituido con 1 a 5 sustituyentes iguales o diferentes seleccionados del grupo
A, o en forma alternativa, R” y R® o R* y R® se pueden tomar juntos para
formar un anillo de arilo Cs-1o fusionado con el anillo de benceno al que estan
todos unidos, en donde el anillo de arilo Cs_10 puede estar sustituido con 1 a 4
sustituyentes iguales o diferentes seleccionados del grupo A; n®' es un
nimero entero seleccionado de 0 6 1 a 3, n® es un ndmero entero
seleccionado de 0 6 1 a 3, n® es un nimero entero seleccionado de 0 6 1 a 3,
Res étomo de hidrégeno, el grupo A es (a) grupo alquilo Cy_g, (b) 4tomo de
halégeno y (c) ~OR™', en donde R*' es atomo de hidrégeno o grupo alquilo
Ci-, 0 Una de sus sales farmacéuticamente aceptables.

3.- El compuesto de formula [ll] de conformidad con la

reivindicacion 1:

[
caracterizado ademas porque cada simbolo es como se defini6 en la
reivindicacion 1, o una de sus sales farmacéuticamente aceptables.
4.- ElI compuesto de formula [lll] de conformidad con la

reivindicaciéon 3:
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R R
H a3
0wy © N@R
R—w\j
|

Rdﬁ Rdd

Y\H/O\RC
o]

[y

Rb

caracterizado ademas porque cada simbolo es como se definid en
reivindicacion 1, o una de sus sales farmacéuticamente aceptables.
5.- El compuesto de férmula [IV] de conformidad con

10  reivindicacion 4:

R R
H
0—y OsN R®
R \ | RY R
Rb Yc\[_ro\Rc
15

[l

caracterizado ademéas porque R?*' es grupo alquilo Cy_¢ y los otros simbolos

son como se definieron en la reivindicacion 1, o una de sus sales

farmacéuticamente aceptables.

20 6.- El compuesto de férmula [V] de conformidad con

reivindicacion 1:

la
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Rd1 Rd2

N=N ]
a
R=N P Y&y ne R% RY4

d3

caracterizado ademas porque cada simbolo es como se defini6 en la
reivindicacion 1, o una de sus sales farmacéuticamente aceptables.

7.- El compuesto de conformidad con cualquiera de las
reivindicaciones 1 a 6, caracterizado ademas porque: R® es grupo cicloalquilo
Cs 7 que puede estar sustituido con 1 a 5 sustituyentes iguales o diferentes
seleccionados del grupo A, o una de sus sales farmacéuticamente aceptables.

8.- ElI compuesto de conformidad con cualquiera de las
reivindicaciones 1 a 7, caracterizado ademas porque: R° es grupo ciclopropilo,
0 una de sus sales farmacéuticamente aceptables.

9.- El compuesto de conformidad con cualquiera de las
reivindicaciones 1 a 8, caracterizado ademas porque: la porcidn ciclica U es
grupo cicloalquilo Cs_; que puede estar sustituido con 1 a 5 sustituyentes
iguales o diferentes seleccionados del grupo A, o una de sus sales
farmacéuticamente aceptables.

10.- El compuesto de conformidad con cualquiera de las
reivihdicaciones 1 a9, caracterizado ademas porque: la porcion ciclica U es

grupo ciclobutilo que puede estar sustituido con 1 a 5 sustituyentes iguales o
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diferentes seleccionados del grupo A, o una de sus sales farmacéuticamente

aceptables.

11.- El compuesto de conformidad con la reivindicacién 1 6 2,

caracterizado ademas porque se selecciona del grupo que consiste de las

siguientes férmulas o una de sus sales farmacéuticamente aceptables:

: CH o. R I°
O‘R\l © H\©\ Ho—~_ S\V 1
\ =
oH, cH
OH ]\(OH
© o
CH
H CH3 CH, o fe) “ :
H,C 0=y O N H,C Q)
P CH,
H,C o, A
OH
o]
o] OH
CH, CH,
H
H,C. CH, o 0N HC o © N
\ ,\\l Hac%\/or«\ | |
H,C CH, HC
OH I OH
o) o}

P\
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e \ CH,
O CH, o
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Cl H CH,
cH o N HCOH o o N
3 O‘N o N
H,C U H; \
CH, 0O CH,
OH oH
O
H Cl oH . H Cl
3 O~
i ) 0 CH,
O CH, on
OH
H Cl
H,C H cl H,C CH, O~ O. N
H,C O-y OxN H,C 9
\ CH,
e OH
OH
O
o
H CH, o H Cl
3 3 O\N He \
H,C & ] 5 S
O c
I OH CH,
OH
O
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12.- El compuesto de conformidad con la reivindicacion 1 6 2,
caracterizado ademas porque se selecciona del grupo que consiste de las

siguientes formulas o una de sus sales farmacéuticamente aceptables:

13.- Una composicidon farmacéutica que comprende el
compuesto de conformidad con cualquiera de las reivindicaciones 1 a 12 o
una de sus sales farmacéuticamente aceptables, y un vehiculo
farmacéuticamente aceptable.

14.- Un antagonista de RORy que comprende el compuesto de
conformidad con cualquiera de las reivindicaciones 1 a 12, o una de sus sales

farmacéuticamente aceptables.
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15.- Un medicamento para el tratamiento o la prevencion de una
enfermedad seleccionada del grupo que consiste de enfermedad autoinmune,
enfermedad alérgica y enfermedad metabodlica, caracterizado porque
comprende el compuesto de conformidad con cualquiera de las
reivindicaciones 1-a 12 o una de sus sales farmacéuticamente aceptables.

16.- Un medicamento para el tratamiento o la prevencidén de una
enfermedad seleccionada del grupo que consiste de enfermedad autoinmune
y enfermedad alérgica, caracterizado porque comprende el compuesto de
conformidad con cualquiera de las reivindicaciones 1 a 12 o una de sus sales
farmacéuticamente aceptables.

17.- El medicamento de conformidad con la reivindicacion 15 6
16, caracterizado ademas porque la enfermedad autoinmune se selecciona
del grupo que consiste de artritis reumatoide, psoriasis, enfermedad
inflamatoria del intestino, esclerosis mdltiple, lupus eritematoso sistémico,
espondilitis anquilosante, uveitis, polimialgia reumatica y diabetes tipo I.

18.- El medicamento de conformidad con la reivindicacion 15,
caracterizado ademas porque la enfermedad metabdlica es diabetes.

19.- Un método de inhibiciéon de RORen un maiifero, que
comprende la administracion a dicho mamifero de wuna cantidad
terapeuticamente efectiva del compuesto de conformidad con cualquiera de
las reivindicaciones 1 a 12 o una de sus sales farmacéuticamente aceptables.

20.- Un método de tratamiento o prevencion de una enfermedad

en un mamifero seleccionada del grupo que consiste de enfermedad
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autoinmune, enfermedad alérgica y enfermedad metabdlica, que comprende
la administracion a dicho mamifero de una cantidad terapéuticamente efectiva
del compuesto de conformidad con cualquiera de las reivindicaciones 1 a 12 o
una de sus sales farmacéuticamente aceptables.

21.- Un método de tratamiento o prevencion de una enfermedad
en un mamifero seleccionada del grupo que consiste de enfermedad
autoinmune y enfermedad alérgica, que comprende la administracién a dicho
mamifero de una céntidad terapeuticamente efectiva del compuesto de
conformidad con cualquiera de las reivindicaciones 1 a 12 o una de sus sales
farmacéuticamente aceptables.

22.- El método de conformidad con la reivindicacion 20 6 21,
caracterizado porque la enfermedad autoinmune se selecciona del grupo que
consiste de artritis reumatoide, psoriasis, enfermedad inflamatoria del
intestino, esclerosis multiple, lupus eritematoso sistémico, espondilitis
anquilosante, uveitis, polimialgia reumatica y diabetes tipo I.

23.- El método de conformidad con la reivindicacidon 20,

caracterizado ademas porque la enfermedad metabélica es diabetes.
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RESUMEN DE LA INVENCION

1.- Un compuesto de féormula [I-W]:

. Rd1 Rdz
R
5 —
| d2 d3
G,e_ _Gld OTN Y N/ R
a a ,
R G\Gb,Gc Y&t yna R® R"
RP (\)\n;:c n©2 O\Rc
[
. (W] 8]

en donde cada simbolo es como se define en la descripcion, o una de sus

sales farmacéuticamente aceptables.

W
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Ejemplo

Estructura

RMN

M+H

Estereoquimica
de AUX-H

A-l

(400 MHz, CDCI3) 0.36 - 0.55
(m, 2H), 0.76 - 0.92 (m. 2H),
0.86 (d, J=6.68Hz. 6H), 1.29 -
1.45 (m, 3H), 1.47 - 1.61 (m,
1H). 1.85 - 2.05 (m, 2H), 2.08
(s, 3H). 2.25 (s, 3H), 2.28 -
2.43 (m, 3H), 2.71 (dd,
J=15.20, 8.40Hz, 1H), 2.87
(dd, J=15.20, 4 408z, 1H),
2.87 (dd, J=14.00, 4.80Hz,
1H). 3.06 (dg, J=14.00,
9.20Hz, 1H), 3.41 - 3.67 (m.
1H}, 3.89 - 4.02 (m. 1H), 6.90
- 6.99 (m, 2H), 7.49 (dd,
J=8.40, 2.40Hz, 1H), 7.81

i (brs, 1H)

451

(s)

A-2

T(400 Mz, DMSO-d6) 0.80 -

: 0.88 {m, 1H), 0.95 (d,
J=6.45Hz, TH), 1.10 (d,
J=7.25Hz, 2H), 1.90 (s, 1H),
2.00 - 2.08 (m, 1H), 2.12 (d.
J=2.42Hz, 3H), 2.24 (s, 3H),
2.77 {d. J=6.85Hz, 2H), 2.99
(d, 4=3.63Hz, 3H), 3.40 - 3.80
(m. TH), 6.79 (s, 1H). 6.98 (d.
J=10.07Hz, 1H). 7.03 (s. TH),
7.26 (s, 1H), 9.68 (s, 1H)

4635

(R)

L oh
SO

OH

CH;

5

L

(400 MHz, DMSO-d6) 0.47 {t,

2H), 0.85 (g, J=3.49Hz, GH).
1.30 (t, J=6.85Hz, 2H), 1.45
{t, J=5.64Hz, 1H), 1.5% (dd,
J=13.30, 6.85Hz, 14}, 1.82 (1,
J=9.27Hz, 2H), 2.08 (s, 3H),
2.37 (dt, J=19.61, 6.45Hz,
3H), 2.69 (dtd, J=49.36,
16.92, 7.32Hz, 4H), 3.53 (1,
J=8.66Hz, 1H). 3.77 (t,
J=7.25H2, 1H), 7.18 (dd,
J=8.66, 2.22Hz, 1H), 7.27 (d,
J=2.01Hz, 1H), 7.35 (d,
J=8.46Hz, 1H). 8.35 (s, 1H),
12.21 (s, 1H)

J=4.43Hz, 2H), 0.77 - 0.82 {m,

471

(83

A-4

(400 MHz, CDCI3) 0.46 (d.
J=14.81Hz, 2H). 0.87 (d.
J=8.87Hz, 2H), 1.38 {d,
J=12.89Hz, 5H), 1.47 (s, 4H),
1.58 (d. J=5.24Hz, 2H), 2.08
(ddd, J=28.51, 16.62, 7.35Hz,
8H). 2.26 (s, 3H), 2.76 (t,
J=7.86Hz, 1H). 2,87 (dgd.
J=37.68, 20.75, 8.46Hz, 3H),
3.81 (t, J=8.07Hz, 1H), 3.84
(s, 1H), 6.98 (d, J=15.72Hz,
2H), 7.52 (t, J=4 43Hz, tH),
7.73 {s, 1H)

(s)

%
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Ejemplo .

Estructura

RMN

Estereoquimica
de AUX-H

ch, Oop Ox N <
H,C 3
N\
OH
: <]

(400 MHz, CDCI3) 0.41 - 0.48
{m, 2H), 0.86 (d, J=6.80Hz,
8H), 1.30 - 1.33 (m, 3H), 1.49

3H), 2.16 (s, 3H), 2.29 - 2.39
(m. 3R). 2.65 - 2.72 (m, 2H),
2.85 - 2.86 (m, 2H), 3.07 -
3.13 (m, 1H), 3.44 - 3.50 (m,
1H), 3.88 - 3.5 (m, 1H), 7.03
(dd, J=8.00Hz, 1H), 7.15 (d.
J=8.00Hz, 1H), 7.50 (d.
J=8.00Hz, 1H}, 8.18 (s, 1H)

-1.56 (m, 1H), 1.88 - 1.99 (m,

473

471

cH

CH
H,C O-N
CH

g ,
v AL on

{400 Mz, DMS0-d6) 0.38 -
0.56 (m, 2H), 0.74 - 0.9G (m,
2H), 0.85 (d, J=6.40Hz, 6R),
1.27 - 1.35 (m. 2H), 1.45 -
1.58 (m, 2H), 1.76 - 1.92 (m,
2H), 2.07 (s. 3H). 2.23 (s,
3H), 2.28 - 2.45 (m, 3H), 2.79
(dd. J=15.20, 6.40Hz, 1H),
2.88 (dd, J=15.20, 8.00Hz,
1H), 3.49 - 3.61 (m, 1H), 4.36
- 4,35 (m, 1H), 6.83 (d,
J=8.00Hz, 1H), 6.95 (s. 1H),
7.26 (d. J=8.00Hz, 1H), 9.55
(s. 1H)

466

Sin usar
AUX-H

CH,
H.C

(400 Wiz, COCI3) 0.58 - 0.57
(m, 2H), 0.77 - 0.92 (m. 2H),
0.87 {d, J=6.80Hz, 6H), 1.27 -
.45 (m, 3H), 1.47 - 1.62 (m,
1H), 1.84 - 2.05 (m, 2H), 2.12
(s. 3H), 2.30 - 2.44 (m, 3H),
2.74 (dd, J=15.20, 8.00Hz,
1H), 2.88 (dd, J=15.20,
5.20Hz, 1H), 2.87 (dd,
J=14.00, 5.20Hz, 1H), 3.08
(6d, J=14,00, 9.20Hz, 1H),
3.44 - 3.57 (m, 1H), 3.91 -
4.03 (m, 1H), 6.81 - 6.89 (m,
2H), 7.49 - 7.58 (m, 1H), 7.87
(s, 1H)

(S)

(400 MHz, DMSO-d6) 0.41 -
0.48 (m, 1H), 0.54 - 0.61 (m,
1H), 0.77 - 0.89 (m, 8H), 1.26

2H), 1.83 - 1,90 (m, 2H), 2.04
(s. 3H), 2.22 (s, 3H), 2.30 -
2.48 (m, 3H), 2.91 (dd,
J=14.96, 6.38Hz, 1H), 3.12
(dd, J=15.07, 7.88Hz, 1H),
3.52 - 3.58 (m, 1H), 3.89 (d,
J=16.00Hz, 1H), 4.00 (d,
J=16.23Hz, 1H), 5.12 {t,
J=7.07Hz, 1H), 6.92 (d,
J=8.58Hz, 1H), 6.98 (s, 1H),
7.13 (d, J=8.12Hz, 1H), 9.58
(s, 1H), 12,64 (s, 1H)

-1.35(m, 2H), 1.47 - 1.57 (m,

469

Sin usar
AUX-H
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Ejempo

Estructura

RMN

Estereoquimica -
de AUX-H

SH,

EAE
!

oy o

AHN

R
OH HCI

CH,

A

L
CH,

(400 MHz, DMS0-d8) 0.40 -
0.61 {m, 2H), 0.76 - 0.88 {m,
2H), 0.86 (d. J=6.40Hz, 6H),
1.27 - 1.34 {m, 2H), 1.38 -
1.58 {(m, 2H), 1.76 - 1.91 (m,
2H), 1.95 (s,"3H), 2.22 (s,
3H}, 2.30 - 2.47 (m, 4H), 3.52
- 3.85 (m. 1H), 3.86 {brs, 2H),
4.87 - 5.00 (m, 1H), 6.93 (d,
J=8.00Hz, 1H), 6.98 (s, 1H),
7.08 (d, J=8.00Hz, 1H), 8.61
(s, 1H}

466

Sin usar
AUX-H

A-10

{4C0 MHz,CDCI3) 0.49 (m,
H}, 0.54 - 0.61 (m, 1H), 0.88
{s. 8H), 0.84 - 0.83 (m, 2H),
1.20 - 1.27 {m, 2H), 1.41 -
1.47 (m, 1H), 1.62 (tt, J=9.18,
4.52Hz, 2H), 2.13 (s, 3H),
2.28 (s, 3H}), 2.71 (at,
J=26.43, 7.71Hz, 3H), 2.89
(dat, J=50.24, 25.35, 8.46Hz,

3H), 3.87 (dd, J=8.45, 4.99H2.

1H), .96 (d, =4 87Hz, 2H),
7 52 (m. tH), 7.83 (s, 1H)

A-1]1

{400 MH2z, CDCI3) 5.47 (¢,

J=16.07, 7.76Hz. ZH}, 0.87 (s,

12H), 1.38 (d, J=5.64Hz. 2H),
2.00 (dd, J=25.55, 10.28Hz,
2H), 2.11 (5, 3H), 2.26 (s,
3H), 2.39 {dd, J=13.70,
8.08Hz, 3H), 2.75 {dd,
J=14.71, 8.26Hz, 1H), 2.68 -
3.03 (m. 3H), 3.50 (d,
J=0.67Hz, TH), 3.94 (s, 1H).
8.98 (d, J=16,12Hz, ZR), 7.51
(d. J=7.66Hz, 1H}, 7.71 (s,
1H)

467

465

A-12

(400 MHz, CDCI3) 0.3% - 0.40
{m, 1H), 0.44 - 9.53 (m, 1H).
0.79 - 0.81 (m, 8H}), 1.20 -
1.38 (m, 2H). 1.38 + 1.83 (m,
8H}, 1.97 - 2.07 {m, 1H), 2.02
{s, 3H), 2.25 (s, 3H), 2.30 -
2.44 (m, 4H). 2.71 - 2.80 (m,
1H), 2.92 - 3.02 (m, 1H), 3.45

-3.62 (m, 2H), 8.92 - 6.7 (m,

2H}, 7.43 (d, J=8.82Hz. 1H),
7.51 (s, 1H)

481

479

(R)
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Ejemplo

Estructura

RMN

M+H

M-H

Estereoquimica.

de AUX-H

A3

(400 MHz, COGI3) 0.30 {(dd,
J=9.81, §.98Hz, 1H), 0.53 (dd,
J=8.92, 4.85Hz, 1H), 0.80 -
0.85 (m, 2H), 0.87 (dd,
J=13.23, 6.62Hz, 6H), 1.18
(td, J=8.82, 4.34Hz, 1H), 1.36
(t, J=B6.62Hz, 2H}, 1.52 - 1.58
{m, 1H}. 1.91 (d, J=8.48Hz,
1H), 2.03 - 2.06 {m, tH), 2.04
(brs, 3H}, 2.23 (s, 3H}, 2.37
{14, J=14.00, 7.13Hz, 3H),
2.78 (dd, J=13.88, 4.41Hz2,
1H), 2.98 - 3.06 {m, 2H), 3.15
(dd. J=13.34, 6.51Hz, 1H),
3.50 {gd, J=18.31, 8.38Hz,
1H). 3.95 (dd, J=11.14,
4.86Hz, 1H}, 6.92 - 6.94 (m,
2H). 7.13 {8, =8 18Hz. 2H),
7.41 (d, 3=8.38Hz, 1H), 7.86
{ors, 17), 7.91 {4, J=8.16Hz,
2H)

529

L
[
-3

(%)

A-14

(400 WHz. DMS0-d6) 0.41 -
0.52 {m, 2H), 0.74 - 0.83 {m,
2H), 0.85 (d. J=6.80Hz. 6H),
1.27 - 1.35 {m. 2H), 1.39 -
1.57 (m, 2H}, 1.75 - 1.93 (m,
2H), 1.88 (s, 3H}, 2.27 - 2.42
{m. 38), 2.56 - 2,69 {m, 2H).
2.6€ - 2.83 {m, 2H}, 3.47 -
3.60 (m, 1H), 3.68 - 3.83 (m.
1#), 3.76 {s. 3H}, 6.78 (d.
J=8.00Hz, 1H), 6.86 (8,
J=8.00Hz, 1H}, 7.08 {dd,
J=8.00, 8,00Hz, 1H3, 9.33 (s,
1H), 1216 (brs, TH)

469

467

(s)

{400 MHz, DMSO-d6) 0.39 -
0.51 (m, 2H), 0.72 - 0.81 (m,
2H), 0.86 (4, J=6.40Hz, §H),
1.26 - 1.34 {m, ZH}, 1,37«
1.47 (m, 1H), 1.47 - 1,58 (m,
1H), 1.76 - 1.88 (m, 2H}, 2.27
{s, 3M}, 2.31 - 2.42 (m, 3H),
2,42 - 2.82 {m, 3H), 2,67 {dd,
J=16.00, 8.80Hz, 1H}, 2.47 -
3.58 {m, 1H}, 3.86 - 3.79 (m,
1H), 3.75 {s. 3H), 4.93 {t,
J=6.00Hz, 2H), 6.65 {d,
J=8.00Hz, 1M}, 8.77 {s, 1H),
6.89 (d, J=8.00Hz, 1H), 8.14
{t. J=6.00Hz, 1H}, 12.14 (brs,
1H)

483

481

A-18

{400 MHz, DIA60-d6) 0.44 -
0.4S (m, 2R}, 0.7¢ {ddd,
J=9.22, 5,15, 3,07Hz, 2H),
0.85 (d, J=8.40Hz, 5H), 1.30
{od, J=6.72, 8.72Hz, 2H), 1,39
J4.47 (., SH), 159 11,
J=6.72Hz, 1H), 1.78 - 1.87 (m,
2HY, 2.27 {s, 3H), 2.20 - 2.43
{m, 3H), 2.86 - 2.75 (m, 4¥),
2,53 (dt, J=20.41, 6.98Hz,
1H3, 3.71 - 3.80 {m, 1H), 7.10
{¢d, J=8.58, 1.38Hz, 1H}. 7.2¢
(s, 1H), 7.45 {d, J=8.12Hz,
1HY, 9.47 (s, 1H), 12.22 (bss,
1)

473

{s)
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Ejemplo

Estructura

RMN

MS

MeH

M-t

Estereoquimicas
de AUX-H

(400 MHz, DMS0-66) 0.47 -
0.48 {m, 2H), 0.78 - 0.81 (m,
2Hy, G.85 {d, J=6.72Hz, 6M),

140 - 1.55 (m, 2H), 1.77 -
188 {m, 2H), 2.02 (s, 3H},
2,22 {s, 3H), 2.30 - 2.42 {m,
3Hy, 2.57 « 2.79 {m, 4H), 3.51
-3.56 {m, 1H), 3,73 - 3.8% (m,
1HY, §.87 {d, j=8.81Hz, 1H).
7.04 (d, J=7.88Hz, 1H), 7.1
{5. TH). 9.26 (s, 1H), 12.23
{brs, $H)

1.30 {dd, J=6.84, 6.84Hz, 2H),

453

451

(8)

HE,

o]
O~ N
- i j/
MG \"0’(\-/)\( & CH
O

{400 MHz, DMSO-d8) 0.43 -
.52 (m, 2H), 0.76 - 0.82 {m,
2HY, 0.85 {d, J=6.72Hz, 6H),
0.87 {5. 3H), 1.04 - 192 {m,
ZH}, 1.34 - 1.42 (m. 2H), 1.43
- 1.84 (m, 2HY, 1.6 - 1.86 {m.
2H} 2.21- 2.24 [m, 1H), 2.22
(s, 3M), 2.31 « 2.4% {m, 2B,
2.57 - 2.68 (m, 2K}, 269 -
2.79 {m, 2H). 2.48 - 3.57 {m,
1H), 3.73 - 3.80 {m, 1K}, 6.92
{d, J=8.35Hz, 1H), 6.98 is,
TH), 7.33 {d. 4=8.12Hz, 1H).
©.23 (s, 1H), 12.21 (brs, 1H)

467

A-18

(455 Mz, CDCI31 0.35 - 0.39
{en, 1H). 0.45 - 0.51 {m, 1H},
6.79 - 0.96 (m, 8H), 1.32 -
1.37 {m, 3H), 1.4% - 1,43 (m,
2H}, 1,52 - 1.58 {m, 1H). 1.63
- 2,00 (m, 5H}, 2.03 {s, 3H),
2.28 (s, 3H), 2.34 - 2.40 (m,
BH}, 2,72 {dd, J=13.57,
4,524z, 1H), 2.96 {dd,
J=13.68, 10.67Hz, 1H), 3.47
3.58 {m, 2H), 6,92 - 6.98 (m.
2H}, 7.43 « 7.52 (s, 2H)

(R}

A-20

{400 MHz, DMSO-d6) {1.44 -
0.50 im, 21}, 0.76 - 9.81 (m,
T1HY, 119 (g, J=7.50Hz, 2H),
.32 {d, J=B6.03Mz, 2H}, 1.41 -
1.48 {m, 1H), 1.79 - 1.81 {m,
2H), 2.02 {5, 3H). 2.22 {s,
34}, 2.82 - 2.42 {m, 3H), 2.58
- 2.66 {m, 2H}, 2.70 - 2.78 (m,
2H3, 3.51 - .55 (m, TH), 3.73
- 3.80 {m, 1H}, .92 {d,
J=8.12Hz, 1H), 6.87 (s, 1H).
7.13 id, J=8.12Hz, 1H), 3.22
(s, VH}, 12.20 {brs, 1H)

479

(83

A('L
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Ejemplo

Estructura

RMN

EEN

Mt

M~H

Estereogquimica
de AUX-H

A~21

{400 faHz, CDCI3) 0,43 - 0.54
{m, 2H}. 0.84 - 0.52 {m, 11H),
1.04 - 1.17 {m, 2H), 1.23 -
1.30 (m, 1H}, 1.35 - 1.44 (m.
2H3, 1.88 - 2.00 (m, 2H), 2.13
{s, 3H), 2.15 - 2.24 im, 1H),

£ 2.28 {s, 3HY, 2.31 - 2.45 (m,
2H), 2.77 (84, J=15.31,
8.12Hz, 1H), 2.89 - 2,99 {m,
2H3, 3.04 (48, J=14.03,
8.70Hz, 1H), 3.46 - 3.56 {m.
1H), 3.92 - 3,98 (m, 1H), 6.96
< 7.08 {m, 2H), 7.53 {d,
428581z, 1H). 7.68 (s, 1H)

481

479

(%)

{450 M, BMSO 8043
0.53 {m, 2K, 0.75 - 0.82 {m,
2Hy, 5.85 (d, J=6.80Hz, 6H),
$.27 - 1,34 {ra, 2H), 1,35 -
1.58 {m, 2H), 1.75 - 1,60 {m,
2H), 1.94 {s. 3H), 2.22 (s,
3H), 2.29 - 2.43 {m, 3H), 2.58
- 2.70 {m, 2H), 2.70 - 2.82 {m,
2HY, 3.49 - 3.50 {m, 1H), 3.72
- 3,83 {m, TH), 6.95 - 7.07 {m,
3H). 8.35 (s, 1H), 12.19 (brs.
£H}

F
=0
"

(s}

" CH, o O \i;
2 \COH a

{400 WMHz, DMSC a6y 043 <
0.52 {m, 2H), 0.75 - 0.88 (m,
2H}, 0.84 {d, J=6.40Hz. BH).
1.26 - 1.34 (m, 2H}, 1.38 -
1,59 {m, 26}, 1.75 - 1.89 (m,
2H), 2.09 (s, 3H), 2.27 - 2.43
(m, 3H). 2.56 - 2.89 {m, 2H),
3.48 - 3.61 {m, 1H), 3.71 -
3.84 {m, 1H}, 7.10 (dd,
J=8.48, 2.00Hz, 1K), 7.20 (4.
J28.40Mz, 1H), 7.47 (d,
J=2.00Hz, 1H), 9.36 (s, 1H),
12.22 (brs, 1H)

473

e,

CH, O~N o

‘*°“&~<>f*

A f\{ou

=

f<
“‘&

K/\»
TH,

400 MHz, DMS8O.d5) 0.46 -
0.52 {m, 2H), 0.77 - 0,83 (m,
243, 5.80 {4, J=5.85Hz, BH),
1.33+ 1,40 {m, 1H), 1.42 -
1.49 {m, 1H), 1.95 - 2.14 (m,
4H), 2.02 {s, 3H), 2.22 (s,
3H). 2.31 - 2.40 {m, 1H), 2.58
- 2.87 {m, 2H), 2.70 - 2.78 {m,
7H). 3.40 - 3.48 (m, 1H}, 3.73
- 3.80 (m, 1H). .92 (d.
J=8.06Hz, 1H), 6.96 {s, 1H),
7.43 {d, J=B.06Hz, 1H), 8.22
{5, 1H), 12.21 {brs, 1H}

481

{3)

b
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Ejemplo

Estructura

RMN

M=H

Estereoquimica®
de AUX-H

A=25

{400 MHz, DMS0-d6) 0.45 -
0.58 {m, 2H), 0.75 - 0.85 (m,
2H), 0.80 (d. J=6.62Hz, 6H),
1.16 - 1.35 (m, 4H), 1.40 -
1.54 (m, 2H), 2.04 (s, 3H),
2.05 - 2.17 (m, 3H), 2.22 (s,
3H), 2.27 - 2.42 (m, 1H}, 2.56

-2.82 (m, 6H), 3.71 - 3.64
{m, 1H). 8.91 {d, J=7.94Hz,
1H), 6.97 (s, 1H), 7.13 (d,
J=7.94Hz, 1H), §.21 (brs, 1H),
12.23 (brs, 1H)

467

(8)

>
[}
(2]

H,C

{400 MHz, DMSD-d6) 0.42 -
0.52 (m, 2H), 0.74 - 0.98 {m,
2H), 0.85 (d, J=6.80Hz, 6H),
1.25 - 1.35 (m, 2H), 1.39 -
1.58 (m, 2H), 1.75 - 1.89 (m.
2H). 2.26 - 2.43 (m, 3H), 2.59
- 2.88 (m, 4H), 3.47 - 3.60 (m.
1H}. 5.70 - 3.83 (m, 1H), 7.19
(ddd, J=8.40, 6.00, 2.80Hz,
1H), 7.47 (¢d, J=8.80, 2.80Hz,
1H), 7.57 (dd, J=8.80, 6.00Hz,
1H}, 8.59 (s, 1H). 12.22 (brs,
1H)

477

{400 MHz, CDCI3) 0.64 - .65
(m, 1H). 0.81 - 0.83 {m, 1H),
0.89 (d. J=6.84Hz, BH), 0.98
(d, J=10.88Hz, 2H), 1.42 (1,
J=8.69Hz, 2H}, 1.50 - 1.58 (m,
2H), 1.94 (s, 3H}, 2.22 - 2.24
{m, 2H). 2.23 {s, 3H), 2.36 (q,
J=9.56Hz, 1H). 2.75 (g,
J=137.18Hz, 5H), 3.06 (dg,
J=24.92, 14.34Hz, 1H), 3.97
{dd, J=10.03, 5.40Hz, 1H},
4.74 - 4,83 (m, 1H), 6.90 -
6.94 (m, 2H), 7.30 (t,
J=8.60Hz, 1H). 7.98 (brs, 1H)

£
L
el

H.C

CH,

{400 MHz, DMS0-d5) 0.3G -
0.54 {m, 2H), 0.72 - 0.81 {m,
2H), 0.84 (d, J=6.40Hz, 6H),
1.23 - 1.35 {m, 2H), 1.27 -
1.58 (m, 2H), 1.73 - 1.89 (m,
2H), .25 - 2.43 {m, 3H). 2.59
(dd, J=15.40, 5.40Hz, 1H),
2.85-2.79 (m, 2H), 2.85 (dd.
J=15.60, 7.20Hz, 1H), 3.46 -
3.60 (m, 1H), 3.68 - 3.85 (m,
1H), 7.16 - 7.29 {m, 1H). 7.40
- 7.62 {m, 1H), 7.8C - 7.83 (m,
1H), 9.85 (s, 1H), 12.22 (brs,
1H)

477

(%)

wd
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Ejemplo

Estructura

RMN

M+H

M=H

Estereoquimica
de AUX-H

A-29

ch,

N\

4

PN Oy
J

&

{400 Hz, DMSO-d6) 0.41 -
0.52 (m. 2H), 0.75 - 0.88 (m,
2H), 0.84 (d, J=6.80Hz, 6H),
1.25 - 1.34 {m, 2H), 1.38 -
1.60 (m, 2H), 1.74 - 1.89 (m,
2H), 2.27 (s, 3H), 2.29 - 2.42
(m, 3H), 2.59 (dd, J=15.00,
§.40Hz, 1H), 2.63 - 2.86 {m,
3H}, 3.46 - 3.60 {m, 1H), 3.68
-3.83 {m, 1H). 6.93 (d,
J=8.40Hz, 1H}, 7.04 (d,
J=12.00Hz, tH), 7.55 - 7.67
{m, 1H), 2.63 (s, 1H), 12.20
{brs, 1)

()

{400 MHz, DMS0-d6) 0.56 -
0.62 (m, 1H). 0.73 - 0.81 (m.
2H), 0.82 - 0.86 (m, 6H), 1.00
(8, J=6.72Hz, 3H), 1.27 - 1.31
{m, 2H), 1.36 - 1.43 (m, 1H),
1.46 - 1.54 (m. 1H), 1.74 -
1.86 (m, 2H), 1.90 {s, 3H),
2.26 (s, 3H), 2.28 - 2.43 (m,
4H), 2.58 - 2.69 (m, 2H), 2.81

1H), 3.62 - 3.70 {m, 1H), 6.88
(d. J=8.12Hz, 1H), 6.93 (s,
1H), 7.02 (d, J=8.12Hz. 1H),
9.31 (s, 1H). 12.43 (brs, 1H)

- 2.88 (m, 1H), 3.50 - 3.56 (m,

467

465

A-31

400 MHz, CDCI3) 0.37 (1,
=5.64Hz, 1H), 0.48 {1,
=5.24Hz, 1H), 0.82 (dt,
=8.33, 2.12Hz. 1H), 0.87 (t,
=5.84Hz. TH), 1.25 {q,
=3.
H

y, 1.51 - 1.58 (m, 2H), 1.74
4d, J=13.50, 5.44Hz, 1H),
1.95 (da, J=34.25, 8.87Hz,
2H), 2.04 (s, 3H}, 2.25 (s,
3H), 2.34 (ddd, J=27.40,
14.71, 6.45Hz, 3H), 2.64 (d,
J=5.64Hz, 1H). 2.83 (dd,
J=13.90, 5.04Hz, 1H), 2.96
(dd, J=13.90, 9.87Hz, 1H),
3.49 (t, J=8.67Hz, 1H), 3.69
(s, 1H), 6.94 (d, J=5.64Hz,
2H), 7.42 (d. J=8.87Hz, 1H).
7.60(s, 1H)

83Hz. 4H), 1.32 - 1.38 {m,

481

(R)

A~32

{400 Mz, DMS0-d6) 0.47 -
0.46 (m, 1H), 0.4 - 0.55 (m.
1H), 0.74 - 0.80 {m, 2H), 0.82
- .86 {m, 7H), 1.08 (4.
J=6.96Hz, 3H), 1.29 {1,

1H), 1.47 - 1.55 {m, 1H), 1.74
- 1.89 (m, 2H), 1.96 (s, 3H),
2.20 (s, 3H), 2.32 - 2.37 (m,
2H), 2.51 - 2,58 {m, 1H), 2.74

(d, J=8.58Hz, 1H), 8.84 (s,
1H), 7.07 {d, J=8.12Hz, 1H),
9.18 {s, 1H), 12.30 (s, 1H)

J=6.84Hz, 2H), 1.38 - 1.44 {m,

- 2.89 {m, 2H). 3.47 - 3.56 {m.
1H), 3.82 - 3.88 (m, 1H), 6.89

467

—
w
~

49
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Ejemplo

Estructura

RMN

S

M-H

M-H

Estereoquimica
de AUX-H

A-33

(400 MHz, CDCI3) 6.42-0.51
(m. 2H), 0.75 - 0.89 {m, SH),
1.26 - 1.43 (m, 5H), 1.48 -
1.56 {m, 1H), 1.83 - 1,98 (m,
1H), 2.08 (s. 3H), 2.24 - 2.39
(m. 4H), 2.25 (s, 3H), 2.80 -
2.94 (m, 2H), 3.01 - 3.12 (m,
1H), 3.44 - 3.52 (m, 1H), 3.73
- 3.81 (m, tH), 5.92 - 6.97 (m,
2H), 7.36 (d. J=10.80Hz, 1H),
7.51 (s, 1H)

467

465

(S)

(400 MHz. DMS0-d6) 0.36 -
0.54 (m, 2H), 0.73 » 0.81 (m,
2H), 0.85 (d. J=6.80Hz. 6H),
1.26 - 1.34 (m, 2H), 1.41 -
1.58 (m, 2H). 1.74 - 1.88 {m,
2H). 1.97 {s, GH), 2.26 - 2.43
(m, 3H}, 2.62 (dd, 4=16.00,
6.80Hz, 1H), 2.65 (3d. 1H.
J=14.80, 6.80Hz, 1H), 2.72
(dd. J=16.00. 8.00Hz, 1H),
280 (¢d, J=14 80, 8.40Hz,
1H). 3.48 - 3.58 (m, 1H), 3.71
- 3.83 (m, 1H}, 6.97 - 7.04 (m,
3H), 9.25 (s, 1H). 12.23 (brs,
1H)

453

($)

A-35

{400 MHz, DMSO-d8) 0.42 -
0.52 {m, 2H), 0.75 - 0.87 {m,
2H}, 0.83 (d, J=6.40Hz, 6H),
1.22 - 1.33 (m, 2H), 1.37 -
1.87 (m, 2H). 1.73 - 1.87 {m.
2H}, 2.20 (s, 6H), 2.26 - 2.41
(m, 3H), 2.55 (dd, J=16.40,
6.80Mz, 1H), 2.61 (dd. 1H.
J=15.20, 7.20Hz. 1H), 2.70
(dd, J=16.40, 8.00Hz, 1H),
2.75 {dd, J=15.20, 7.80Hz,
1H), 3.46 - 3.58 (m, 1H), 3.70
-3.82 (m, iH), .66 (s, 1H),
7.16 {s, 2H), 8.78 (s, 1H),
12.22 (brs, 1H)

453

(s)

A-36

H,C

5

P
-

(400 MHz, DMSO-d6) 0.84 (d.
J=6.40Hz, 6H), 1.02 (t,
J=7.20Hz, 3H), 1.25 - 1.34 (m,
2H), 1.44 - 1.58 {m, 1H), 1.73
- 1.88 (m, 2H), 2.00 (s, 3H),
2.21 {s, 3Hy, 2.26 - 2.42 (m,
5H), 2.55 - 2.74 {m, 4H), 3.40
-3.52 (m, 1H), 3.52 - 3.64 (m,
tH), 6.91 (d, J=8.40Hz. 1H),
6.97 {s. 1H), 7.11 (s, TH),
9.23 {s, 1H). 12.24 (brs, 1H)

441

(s)
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Ejemplo

Estructura

RMN

M+H

M-H

:Estereoquimica
de AUX-H

A-37

R H CH,
ne—< o-n © N\,|/&l
5 N ! ;
w o \/\CH‘.,
A on

CH,

(400 MHz, CDCI3) 0.40 - 0.47
{m, 2H}, 0.79 - 0.85 (m. 1TH).
0.88 (dd, J=12.17, 5.45Hz,
7H), 1.25 (d, 4=6.96Hz. 4H),
1,33 - 1.43 (m, 3H), 1.52 -
1.58 (m, 1H), 1.87 - 2.03 (m,
2H), 2,05 (d, J=4.87Hz, 3H),
2.12-2.20 {m, 1H), 2.26 (s,
3H), 2.32 - 2.42 (m, 3H), 2.53
(dt, J=5.02, 1.80Hz, 1H), 2.79
(dd, J=13.57, 5.22Hz, 1H),
2.89 (dd, J=13.68, 9.97Hz.
1H), 2.48 - 3.51 (m, 1H). 3.64-
3.67 (m, 1H), 6.95 (d,
J=4.17Hz, 2H), 7.39 {t,
J=4.29Hz, 1H), 7.57 (s, 1H)

481

479

(R)

A-38

(400 MHz, CDCI3) 0.33 - 0.40
(m, 1H), 0.67 - 0.75 (m, 1H),
0.80.- 0.81 {m, Gy 1.27 -
1.39 {m, 2H), 1.30 (s, 3H),
1.36 {5, 3H), 1.48 - 1.58 (m,
1H). 1.81 - 1.83 (m, 1H), 1.95
(s, 3H), 2.00 « 2.09 (m, 1H),
2.25 (s, 3H), 2.28 - 2.43 {(m,
3H}), 2.88 (dd, J=13.57,
3.13Hz, 1H), 3.10 {t,
J=12.98Hz, 1H), 3.49 - 3.58
{m, 1H), 3.86 - 3.95 (m, 1H),
5.90-6.94 (m, 2H), 7.23 (d,
J=8.12Hz, 1H}, 7.84 (brs, 1H)

481

A-39

H,C CH,
HC

{400 WHz, COCI3) 0.46 (5.
2H), 0.88 (d. J=6.45Hz, 10H),
1.38 (d,-J=5.64Hz, 3H), 2.00
(a4d, J=22.36, 9.47Hz, 2H).
2,12 (s, 3H), 2.28 (s, 4H),
2.39 {1, J=10.48Hz, 3H}, 2.77
(d. J=8.46Hz, 1H), 2.83 (L.
J=10.28Hz, 2H), 3.04 (d,
J=8.05Hz, 1H), 3.50 (d,
J=8.06Hz, 1H). 3.94 (s, 1H).
6.86 (d, J=7.66Hz. 1H). 7.02
(d. J=7.66Hz, 1H), 7.55 (s,
1HJ, 7.75 (5, 1H)

467

465

(s)

A~40

(400 MHz, DMSO-d6) 0.47 -
0.53 (m. 2H), 0.73 - G.82 (m,
2H), 0.84 {d, J=6.80Hz, 6H).
1.00 (1, J=7.20Hz, 3H), 1.25 -
1.34 (m, 2H), 1.38 - 1.58 (m,
2H), 1.74 - 1.88 {m, 2K), 2.24
(s, 3H), 2.28 - 2.45 (m, 5H),
2.55 - 2.68 (m, 2H), 2.68 -
2.82 (m, 2H), 2.47 - 3.59 (m,
1H), 3.69 - 3.82 (m, 1H), 6.92
(d. J=8.00Kz, 1H), 6.98 (s.
1H), 7.08 (¢, J=8.00Hz, 1H).
9.21 (s, 1H), 12.22 (brs, 1H)

467

465

(8)

o
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Ejemplo

Estructura

RMN

MS

M+H

M-H

Estereoquimica
de AUX-H

(400 MHz, CDCI3) 0.39 - 0.45
(m, 1H), 0.50 - 0.55 (m, 1H),
0.83 - 0.89 (m, 9H), 1.25 (d,
J=6.96Hz, 3H), 1.32 -+ 1.44 (m,
3H), 1.49 - 1.80 (m, 1H), 1.93
- 2.04 (m, 2H). 2.21 (s, 3H),
2.28 {s, 3H), 2.31 - 2.43 (m,
2H). 2.81 (dd, J=16.12,
4.98Hz, 1H). 2.91 - 3.5 {m,
2H), 3.45 - 3.57 (m, 1H), 3.69
-3.77 (m, 1H), 6.98 - 7.02 (m,
2H), 7.46 (s, 1H), 7.88.(d,
J=8.81Hz, 1H)

467

(s)

{460 MHz, CDCly) 0.44 - 0.61
(m, 2H), 0.83 (d, J=6.72Hz.
6H). 0.87 - 0.94 (m, 2H), 1.19
- 1.37 {m, 4H); 1.38 - 1.55 (m,
2H). 2.02 (s, 3H), 2.07 - 2.23
{m, 3H), 2.26 (s, 3H), 2.35 -
2.46 (m, 1H), 2.68 - 2.78 (m,
3H). 2.88 (dd, J=15.31,
5.33Hz, 1H), 2.98 (dg.
J=14.03, 5.10Hz, tH), 3.07
(dd, J=14.03, 8.39Hz, 1H),
3.95 - 4.05 (m, 1H), 6.98 {d,
J=7.65Hz, 1H), 7.04 ¢,
J=7.65Hz, 1H), 7.34 (d,
J=7.85Hz, 1H), 7.88 (brs, 1H)

465

(400 MHz, CDCHyj 0.46 - 0.60
(m, 2H), 0.83 (d, J=6.72HMz2,
gH), 0.87 - 0.93 (m, 2H), 1.24
(t, J=6.96Hz, 2H), 1.31 (t,
J=0.86Hz, 2H), 1.38 - 1.54 (m,
2H}, 2.10 (s, 3H), 2.11 - 2.23
(m, 3H), 2.28 (s, 3H), 2.36 -
2.45 (m, 1H), 2,68 - 2.78 (m,
3H), 2 89 (dd, J=15.42,
5.22Hz, 1H), 2.97 (dd,
J=14.C3, 5.10Hz, 1H). 3.07
(dd, J=14.03, 9, 16Hz, 1H),
3.97 - 4.01 (m, 1H), 6.86 (d,
J=7.65Hz2, 1H), 7.02 (d,
J=7.85Hz, 1H). 7.52 (5. 1H),
7.83 (brs, 1H)

465

(8

A-44

(400 Mtiz, DM30-d6) 0,47 -
0.53 (m, 2H), 0.74 - 0.83 (m,
ZH}, 0.85 (d, J=6.80Hz, 6H),
1.25 - 1.35 (m, 2H), 1.39 -
1.58 (m, 2H), 1.76 - 1.88 (m,
2H}, 1.98 (s. 3H), 2.12 (s,
5H), 2.13 (s, 3H), 2.27 - 2.43
(m, 3H), 2.57 - 2.69 (m. 2H).
2.69 - 2.81 (m, 2H), 3.47 -
3.6% {m, 1H), 3.65 - 3.84 (m,
1H}, 6.92 (s. 1H). 7.01 (s,
1H), 9.18 (s, 1H), 12.20 (brs,
1H)

467

465

(S)
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Ejemplo

Estructura

RMN

Estereoquimica
de AUX-H

A~45

4

wo o
O."}i O Nws/\\\{O\
AN

H,C

F
O
|
0

oA,

{400 MMz, DMSO-46) 0.41 -
0,52 {m, 2H), 0.75 - 0.88 {m.
2H}, 0.84 {d, J=6.80Hz, 5H),
1.25 < 1.34 {m, 2H), 1.39 -
.58 {m, 2H), 1.73 - 1.85 {m,
2H), 2.28 - 2.42 (m, 3H}, 2.568
{dd, J=16.60; 6.80Hz, 1H),
2.85- 278 {m, 2H}. 2.8% (gd,
321520, 7.60Hz, 1H), 3.47 -
3.60 (m, 1H), 3.68 - 3.82 {m,
1HY. 3.81 (s, 3H), 7.02 . 7.12
{m, 1H), 7.36 - 7.46 {m, 1H),
9.77 (s, 1H}, 12.25 {brs, 1K)

491

489

{s)

A-45

(300 1Hz, BMEO 46y 543~
0.63 {m, 2H), 0.74 - 0.83 (m.
2H3, 0.85 {d, J=6.50Hz, 6H),
1.26 - 1,35 ¢m, 2H), 1.38 -
5.58 (m, 2H). 1.75 - 1,88 {m,
2HY, 1.65 (s, 3H). 2.18 {s,
3H}. 2.29 - 2.43 (m, 3H), 2.56

2H},  3.48 - 3.38 {m, 1H),
3.80 {s, 3H}, 3.70 - 3.85 (m,
1M}, 6.80 - 6.9 (m, 2H), 8.28
{s, 1M}, 12.21 {brs, 1H)

- 2.8 {m, 2H}, 2.68 - 2.83 (m,

483

{466 Nz OMS036) 6.45 -
0.50 {m, 2H), 0.78 - 0.86 {m,
8H}. 4.28 {1 J=6.73Hz, 2H),
1.47 {m, 2H), 1.81 (m, 2H).
2.14 {5, 3H}, 2.18 (s, 3H),
2,35 {m, 3H), 2.68 (m, 2H},
2,72 {m, 2H). 3.53 {m, 1H),
3.74 - 3.81 (m, 1H), 7.01 {4,
8.38Hz, 1H), 7.24 (dd.
8.15, 1.98Hz, 1H), 7.32 (d,
1.78Hz, {H), 9.77 (s, 11},

J=
J=
J=
12.21 is, 1H}

(s)

{400 MHZ, COCI3) 0.65 - B.52
{m, 2H), 0.57 - 0.89 (m, 2H),

143, 1,51 » 1,58 (m, 1H}, 1.91
- 1,99 gm, 2H). 2.07 {s, 3H),
2.98 {s. 3H). 2.33 - 2.40 (s,
3H}, 2.72 - 2,75 (m, 1H), 2.90
1

2
M}, 3.48 - 3,50 {m, 1H), 3.87
3,89 (m, 1H}, 6.92 (d,
=8,35Hz, 1H), 7.52 {d,
=11,36Hz, 1H), 7.91 {s, 1H)

0.87 ~ 0.89 (br m. M), 1.34 (L.
J=6.84Hz, 2H), 1.38 - 1.42 {m,

JHT {m, 2H3. 3.07 - 3011 {m,

471

469

a4
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Ejemplo

Estructura

RMN

MS

M+H

M-H

Estereoquimica
de AUX-H

(400 MHz, CDCi3) 0.84 - 0.88
(m, BH)Y, 1.25 - 1.27 (m, 2H),
1.31 - 1.37 (m, 2H), 1.49 -
1.58 (m, 1H), 1.93 - 2.04 (m,
4H), 2.14 (s, 3H), 2.27 (s,
3H), 2.30' - 2.40 (m, 2H), 2.69
(dd. J=15.31, 8.35Hz, 1H),
2.84 (dd, J=15.31, 5.33Hz,
1H). 2.92 (dd, J=14.03,
5.22Hz, 1H), 3.03 (dd,
J=14.03, 8.46Hz, 1H), 3.35 -
3.45 (m, 1H), 3.79-3.88 (m,
1H), 4.92 (s, 1H), 5.27 (s,
1H). 6.95 - 6.99 (m, 2H), 7.55
(d. J=B.58Hz, 1H), 7.72 (s,
1H)

(s)

(400 MHz, DMS0-d6) 0.38 -
0.54 (m, 2H), 0.71 - 0.87 (m,
2H), 0.83 (d, J=6.40Hz, 6H),
1.11 (t, J=7.60Hz, 3H). 1.25 -
1.34 (m, 2H), 1.38 - 1.57 (m,
2H), 1.74 - 1.88 (m, 2H), 2.01
(s, 3H), 2.26 - 2.41 (m, 3H),
2.50 (q, J=7.60Hz, 2H), 2.57 -
2.68 (m, 2H). 2.68 - 2.81 (m,
2H), 3.46 - 3.5 (m, 1H), 3.67
- 3.83 (m, 1H), 6.89 (d,
J=8.00Hz, 1H), 7.06 (d,
J=8.00Hz, 1H), 7.10 {s, 1H),
9.24 (s. TH), 12.19 (brs, 1H)

467

465

(s)

H,C

H 3
CH, 0-y O N
g

(400 MHz, DMS0-d6) 0.40 -
0.50 (m, 2H), 0.72 - 0.83 (m,
2H), 0.84 (d, J=6.80Hz, 6H),
1.13 {t. J=7.60Hz, 3H), 1.25 -
1.33 (m, 2H), 1.38 - 1.57 (m,
2H), 1.72 - 1.88 (m, 2H), 2.02
(s, 3H), 2.26 - 2.42 (m, 3H),
2.50 (q, J=7.60Hz, 2H), 2.55 -
2.67 {(m, 2H). 2.68 - 2.79 (m.
2H). 3.45 - 3.58 (m, 1H), 3.68
-3.81 {m, 1H), 6.90 - 6.97 (m,
1H), 6.99 (s, 1H), 7.14 (d,
J=8 40Hz, 1H), 9.22 (s, 1H),
12.20 (brs, 1H)

467

465

(400 MHz,CDCI3) 0.37 (m,
1H), 0.52 (m, 1H), 0.76 - 0.84
(m, 2H), 0.86 (dd, J=11.03,
4.41Hz, 6H), 1.21 (s, 3H),
1.27 (s, 3H), 1.30 - 1.43 (m.
4H), 1.52 (td, J=13.34,
6.69Hz, 1H), 1.90 (dq,
J=35.95, 8.78Hz, 2H), 2.02 (s,
3H), 2.12 (tt, J=24.15, 8.01Hz,
1H), 2.25 (s, 3H), 2.33 (i,
J=15.22, 5,18Hz, 3H), 2.73 -
2.87 (m, 2H), 3.46 (dd,
J=17.75, 8.05Hz, 1H), 3.69
(dd, J=9.37, 5.62Hz, 1H), 6.91
(d, J=5.73Hz, 2H), 7.34 (m,
1H), 7.41 (s, 1H)

495

493

(R)
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Ejemplo

Estructura

RMN

e

M H

8-H

Estereoquimica
de AUX-H

A-53

{400 MMz, CDCI3) 0.38 {dd,
J=9.37, 4.74Hz, TH), 0.48 {d4,
SO0, 4.85Hz, 1HY, 0.80 «
.82 (m, 2H}, 0.87 {5, oHY,
1.34 - 1.37 {m, THY, 1.39 (4,
J=6.55Hz, 2H), 1.83 - 2.08 {m,
3H}, 1.93 {s, 3H), 2,14 - 2.17
i, 143 2025 (s, 3M), 2,55 -
2,43 {m, 54}, 2.75 tdd,
J=13.67, £, 850z, M), 2.95
(gd, J=13.87, 10.59Hz, 1M},
3.49 - 3,57 (m, 1M}, 3.65 -
367 (m, 1), 8.93 - 6.94 (m,
2H), 7.38 {d. J=8.60Hz, 1H},
7.57 (s, 1H)

481.

(R}

A-Gd

(%00 MHz, CDCI3) 0.47 (m,
2H), 0.79 - 0.88 (m, 8H), 1.23
(1d, J=13.34, 8.25Hz, 1H),
1.33 - 9.45 (m, 2H), 1.54 (id.
J=13.18, 6.54Hz, 1H), .96
{dd, J=17.09, 7.39Hz, 24},
2.05 (s, 31}, 2.17 {5, 3H),
2.24 {s, 3H}, 2.28 - 2.57 (m,
3H), 2.75 (dd, J=15.90,

8. 16Hz, 1H), 2.87 - 3.07 (m.
3H). 3.45 - 3.53 {m, 1K), 4.05
(4, J233.85Hz, 1H), 8.47 &,
J=10.03Hz, 11}, 7.18 {3,
J=10. 14Hz, 18}, 761 (3, 1H)

467

463

($)

A58

* Q-n ~

H.C
B ! >
ngOH oH,

CH

{400 Mz, cace:nou i,
2H), 0,87 (m. 8H), 1.39 (di
J=31.91, s 89Kz, 3H), 1.51 -
1.58 {m, 1Hj, 1.97 (dd,
J=20.29, 9.48Hz, 5H), 2.23 (s,
3H), 2.25 (s, 3H), 2.38 (4,
1=18,11Hz, 3H}, 2.78 (44,
J=15.00, 8.56Hz, tH), 2.95 {it,
J=22.61, 7.028z. 3K), 3.50
(4d, J=17.57, 8.49Hz, 1H),
3.94 i1, J=5.62Hz, 1H), 6.83
(s, 1H). 7.22 {t, J=3.85H2,

H). 7.65 (s, 1H)

467

H.C.

L
He

{400 MHz, COCI3) 6.37 11,
J=5.18Mz, 14, 0.49 {t,
J=5.28Hz, 1H), §.82 (4,
1=8.38Hz. 2H), 0.88 {1,
J=7.72Hz, 6H), 1.06 - 1.11 {m,
2“11 53?-444(m 3H}, 1.51
d, J513.12, 8,47z, 1H),
1,86 - 2.41 (. TH), 2.18 [dt
J=22.43, 7.39Hz, 1H), 2.20 I,
J=8.48Hz. 34}, 2.37 (dt,
J=25.44, ©.21Hz. 4H), 2.75
{6d, J=13.43, 4,434z, FH)L
2.98 {t, J=12.24Hz, 1H}, 3.44
- 3.5% (m, 1H), 3.65 {d,
J=5.51Hz, 14}, 6.84 (d,
J=7.28Hz, 13}, 7.00 (4,
J=7.50Mz, 1M} 7.44 (s, TR,
7.57 is, iH}

oy

48]

479

(R}
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Ejemplo

Estructura

RMN

MS

M+H

M-H

Estereoquimica
de AUX-H

A-57

H,C

HC

{400 MHz, CDCI3) 0.36 (t,
J=5.29Hz, 1H), 0.48 (t,
J=5.18Hz, 1H), 0.82 (d,
J=8.38Hz, 2H), 0.89 (t,
J=7.72Hz, 6H), 1.09 (dd,
J=15.55, 7.39Hz, 2H), 1.36-
1.45 (m, 3H), 1.48 - 1.54 (m,
1H), 1.94 (dq, J=36.22,
9.96Hz, 7H), 2.14 - 2.21 (m.
1H). 2.25 (s, 3H), 2.38 (dd,
J=22.05, 13.67Hz, 4H), 2.75
(d, J=10.37Hz. 1H), 2.96 (t,
J=11.80Hz, 1H), 3.44 - 3.53
(m, 1H), 3.65 (s, 1H), 6.96 (,
J=11.91Hz, 2H), 7.44 (1,
J=13.56Hz, 2H)

479

(R)

H,C CH,

(400 MHz. CDCI3) 0.37 - 0.40
(m, 1H), 0.44 - 0.49 (m, 1H),
0.77 - 0.80 (m, 2H), 0.77 (s,
gH), 1.33 - 1.37 {m, 1H), 1.35
(d. J=10.00Hz, 2H), 1.96 -
2.18 (m, 4H), 2.26 (s, 3H),
2.36 - 2.39 (m, 5H), 2.75 (dd,
J=14.11, 5.07Hz, 1H), 3.00 -
3.03 (m, 1H), 3.45 - 3.51 (m,
1H), 3.63 - 3.66 (m, 1H), 7.01
(d, J=8.38Hz, 1H), 7.12 (s,
1H), 7.84 (s, 1H), 8.03 (d.
J=8.156Hz, 1H)

499

(R)

{400 MHz, CDCI3) 0.36 - 0.37
(m, 1H), 0.48 - 0.50 (m, 1H),
0.81 - 0.82 (m, 2H), 0.87 (s,
9H), 1.37 - 1.38 (m, 1H), 1.37
(d, J=10.00Hz, 2H), 2.00-2.09
(m, 4H), 2.05 (s, 3H), 2.26 (s,
3H), 2.36 - 2.40 (m, 5H), 2.76
(dd, J=13.67, 4.63Hz, 1H),
2.97 (dd, 4=12.02, 6.01Hz,
1H), 3.49 - 3.51 {m, 1H), 3.65
- 3.68 (m, 1H), 6.84 (d,
J=7.72Hz, 1H), 6.99 (d,
J=7.72Hz, 1H), 7.40 (s, 1H),
7.68 (s, 1H)

479

(R)

(400 MHz, CDCI3) 0.53 - 0.38
(m, 2H), 0.84 (1, J=7.25Hz,
6H), 0.89 - 0.79 (m, 2H), 1.20
- 141 (m, 1H), 1.32 - 1.20 (m,
4H), 1.43°- 1.33 (m, 3H), 2.04
- 1.87 (m, 2H), 2.10 (s, 3H),
2.25(s, 3H), 2.43 - 2.28 (m,
3H), 2.79 - 2.65 (m, 1H), 3.01
-2.84 (m, 2H), 3.11 - 3.01 (m,
1H), 3.55 - 3.42 (m, 1H), 4.00
- 3.90 (m, 1H), 6.98 - 6.91 (m,
2H), 7.50 (d, J=8.46Hz, 1H),
7.78 (s, 1H)

481

479

(8)
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Ejemplo

Estructura

RMN

M-H

Estereoquimica
de AUX-H

CH,
H
CH, O, N\/Q/
O~N
HC N

: \ CH,
OH

(400 MHz, DMS0-d5) 0.40 -
0.50 (m. 2H), 0.73 - 0.80 (m,
2H), 0.85 (d. J=6.40Hz, 6H),
.26 - 1.34 (m, 2H), 1.36 -
1.46 (m, 1H), 1.46 - 1.58 (m,
1H), 1.76 - 1.88 (m, 2H), 2.14
(s. 3H), 2.22 (s, 3H), 2.28 -
2.71 (m, TH), 3.46 - 3.59 (m,
1H), 3.64 - 3.77 (m, 1H), 4.09
(dd, J=14.80, 5.60Hz, 1H),
4.18 (dd. J=14.80, 5.60Hz,
1H), 6.89 (d, J=8.40Hz, 1H),
6.93 (s, 1H). 6.96 (d,
J=8.40Hz, 1H), 8.18 (,
J=5.60Hz, 1H), 12.18 (brs,
1H)

467

(s)

A-62

(400 MHz, CDCI3) 0.40 - 0.49
(m, 2H), 0.82 - 0.86 (m, 2H),

0.85 (d, J=6.62Hz, 6H), 1.27 -

1.30 (m, 2H), 1.37 - 1.39 {m,
1H), 1.48 - 1.54 (m, 1H), 1.85

- 1,96 (m, 2H), 2.32 - 2.33 (m,

3H), 2.77 (dd, J=15.22,
8.16Hz, 1H), 2.92 (dd,
J=15.33, 4.96Hz, 1H), 3.10
(dd, J=14.11, 4.85Hz, 1H),
3.23 (dd, J=18.86, 4.74Hz,
1H). 3.45 - 3.47 (m, 1H), 4.04

-4.08 (m, 1H), 7.39 - 7.43 (m,

3H}, 7.64 (d, J=8.16Hz, 1H),
7.77 + 7.79 (m, 3H), 8.60 (s,
1H)

475

(8)

A-63

(400 MHz, DMS0-d6) 0.45 -
0.50 (m. 2H), 0.78 - 0.86 (m,
8H), 1.28 (t, J=6.72Hz, 2H),
1.41 - 1.54 (m. 2H), 1.81 (m,
2H), 2.23 (s, 3H), 2.28 - 2.41
(m, 3H), 2.52 - 2.78 (m, 4H),
3.48 - 3.55 (m, 1H), 3.75 -
3.82 (m, 1H), 7.07 (d. _
J=8.35Hz, 2H), 7.42 (d.
J=8.35Hz, 2H), 8.86 (s, 1H).
12.23 (s, 1H)

($)

(400 MHz, DMSOd6) 0.48 (1,
J=2.43Hz, 2H), 0.80 (td,
J=4.17, 1.70Hz, 2H), 0.85 (d.
J=6.61Hz, 6H), 1.30 {1,

J=6.84Hz, 2H), 1.45 - 1.52 (m,

2H), 1.81 - 1.84 (m, 2H), 2.07
(s, 3H), 2.33 - 2.37 (m, 3H),
2.59 - 2.81 (m, 4H), 3.52 -
3.55 (m, 1H), 3.77 - 3.79 {m,
1H), 7.10 - 7.23 (m, 4H), 9.30
(s, 1H), 12.20 (s, 1H)

439

437

59
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Ejemplo

Estructura

RMN

MS

M+H

M-H

Estereoquimica
de AUX-H

CH, O-N O,
H,C g

“

|
S

y o CH
ol
CH,
NP
\/)—4 OH

{400 MHz, CDCI3) 0.38 - 0.28
(M, 1H), 0.61 - 0.52 (m, 1H),
0.87 (d, J=7.25Hz, 6H), 0.89 -
0.83 (m, 4H), 1.37 - 1.28 (m,
4H), 1.58 - 1.49 (m, 1H), 2.04
(s. 3H). 2.09 - 1.90 (m, 3H),
2.23 (s, 3H), 2.44 - 2.29 (m,
5H), 3.03 - 2.93 (m, 1H), 3.21
- 3.09 (m, 1H), 3.55 - 3.38 (m,
3H), 4.20 - 4.08 (m, 1H), 6.92
- 6.90 (m, 2H), 7.36 (d,
J=7.66Hz. 1H), 8.02 (s, 1H),
8.07 (s, 1H)

534

(s)

A-66

H,C

(400 MHz, DMS0O-d6) 0.34 -
0.55 (m, 2H), 0.75 - 0.82 (m,
2H), 0.85 (d. J=6.72Hz, 6H),

1.30 (dd, J=6.84, 6.84Hz, 2H),

1.39 - 1.45 (m, 1H), 1.52 (t,
J=40.12Hz, 1H), 1.76 - 1.87
(m, 2H), 1.90 - 1.95 (m, 2H),
2.00 (s, 3H), 2.15 - 2.22 (m,
2H), 2.21 (s, 3H), 2.28 - 2.43
(m, 3H), 2.68 - 2.75 (m, 2H),
3.42 - 3.50 (m, 1H), 3.52 -
3.59 (m, TH), 6.87 (d,
J=7.88Hz, 1H), 7.04 (d,
J=7.65Hz, 1H), 7.08 (s. 1H),
9.26 (s, 1H), 12.13 (brs, 1H)

465

(R)

3 O-y

z

Cl.

H |
O Ny,

o]

OH

CH

3

(400 MHz, DMSO-d6) 0.32 -
0.54 (m, 2H), 0.76 - 0.83 (m,
2H), 0.85 (d, J=6.51Hz, 6K),

1.30 (dd, J=6.73, 6.73Hz, 2H),

1.38 - 1.45 (m, 1H), 1.47 -
1.57 (m, 1H), 1.75 - 2.04 (m,
4H), 2.10 - 2.22 (m, 2H), 2.26
(s, 3H), 2.30 - 2.43 (m, 3H),
2.68 - 2.85 (m, 2H), 3.39 -
3.58 (m, 2H), 7.09 (dd,
J=8.38, 1.10Hz, 1H), 7.28 (s,
1H), 7.43 (d, J=8.18Hz. 1H),
9.46 (s, 1H), 12.14 (brs, 1H)

487

485

(R)

A-68

CH,

ZT

H,C
: N\

H,C

CH,

CH

cH,

(400 MHz, CDCI3) 0.32 - 0.39
(m, 1H), 0.46 - 0.54 (m, 1H),
0.78 - 0.84 (m, 2H), 0.85 -
0.88 (m, 8H), 1.14 (d,

J=6.84Hz, 3H), 1.32 - 1.38 (m,

3H), 1.48 - 1.59 (m, 1H), 1.88
(d, J=9.48Hz, 1H), 1.97 - 2.06
{m, 4H), 2.15 (dd, J=15.33,
$.16Hz, 1H), 2.24 (s, 3H),
2.29 - 2.43 (m, 3H), 2.47 -
2.60 (m, 2H), 2.68 {dd,
J=13.34, 3.20Hz, 1H), 2.93 (t,
J=12.68Hz, 1H), 3.45- 3.54
(m, 1H), 3.58 - 3.71 (m, 1H),
6.90 - 6.87 (m, 2H), 7.31 (s,
1H), 7.38 (d, f=8.82Hz, 1H)

479

(s)
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Ejemplo

Estructura

RMN

MS

M+H

M-t

Estereoquimica
de AUX-H

A-69

H,C

CH,

CH

o N

o CH,
H,C OH

O‘N X

4
\

{400 MHz, CDCI3 0.33 - 0.39
(m. 1K), 0.46 - 0.54 {m, 1H),
0.78 - 0.89 (m, 8H), 1.01 (d,
J=6.84Hz, 3H), 1.32 - 1.39 (m,
3H), 1.48 - 1.60 (m, 1H),1.83
- 1.91 (m, 1H), 1.96 - 2.06 (m,
4H), 2.24 (s, 3H), 2.27 - 2.43
(m, 4H), 2.50 - 2.70 (m, 3H),
2.98 (t, J=12.46Hz, 1H), 3.45
- 3.55 (m, 1H), 3.63 - 3.70 (m,
1H), 6.91 - 6.95 (m, 2H), 7.39
(d. J=8.82Hz, 1H), 7.46 - 7.50
(m, 1H)

481

479

(s)

H,C

H,C

3

(400 MHz, CDCI3) 0.43 - 0.53
(m, 2H), 0.88 (d, J=6.8Hz,
6H), 1.06 - 1.12 (m, 2H}, 1.37
- 1.45 (m, 3H), 1.48 - 1.55 (m,
1H), 1.88 -2.02 (m, 2H), 2.11
(s, 3H), 2.18 - 2.27 (m, 2H),
2.29 (s, 3H), 2.33 - 2.40 (m,
2H), 2.75 (dd, J=15.60,
8.00Hz, 2H), 2.94 (ddd,
J=18.40, 13.60, 4.80Hz, 2H),
3.07 (dd, J=14.00, 8.80Hz,
1H), 3.46 - 3.55 (m, 1H), 3.92
- 3.88 (m, 1H), 6.87 (d,
J=7.60Hz, 1H), 7.03 (d.
J=7.60H2, 1H), 7.55 (s, 1H),
7.80 (s, 1H)

467

465

(S)

H,C

HC

(400 MHz, CDCI3) 0.44 - 0.54
(m, 2H), 0.88 (d, J=6.40Hz,
6H), 1.04 - 1.13 (m, 2H), 1.37
- 1.46 (m, 3H), 1.48 - 1.56 (m,
1H), 1.89 - 2.00 (m, 2H), 2.03
(s, 3H), 2.17 - 2.23 (m, 2H),
2.27 (s, 3H), 2.35 - 2.41 (m,
2H), 2,75 (dd, J=15.20,
8.40Hz, 2H), 2.94 (ddd,
J=28.30, 13.80, 5.20Hz, 2H),
3.08 (dd, J=13.80, 9.20Hz,
1H), 3.47 - 3.56 (m, 1H), 3.94
-4.00 (m, 1H), 6.99 (d,
J=7.60Hz, 1H), 7.06 (dd,
J=7.60, 7.60Hz, 1H), 7.36 (d,
J=7.60Hz, 1H), 7.85 (s, 1H)

467

(S)

HC

H,C

{400 MHz, CDCI3) 0,48 - 0.49
(m, 2H). 0.87 (d, J=6.80Hz,
6H), 1.06 - 1.12 (m. 2H), 1.37
- 1.45 (m, 3H), 1.48 - 1.56 (m,
1H), 1.90 - 2.03 (m, 2H), 2.17
- 2.26 (m, 2H), 2.29 (s, 3H),
2.31 - 2.40 (m, 2H), 2.80 (dd,
J=16.00, 7.60Hz, 2H), 2.93
(ddd, J=15.40, 15.40, 5.40Hz,
2H), 3.04 (dd, J=14.40,
8.40Hz, 1H), 3.45 - 3.54 (m,
1H), 3.92 - 3.99 (m, 1H), 7.04
(d, J=8.20Hz, 1H), 7.16 (s,
1H), 7.92 (s, tH), 8.11 (d,
J=8.20Hz, 1H)

487

(s)
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Ejemplo

Estructura

RMN

MS

M+H

M-H

Estereoquimica
de AUX-H

H.C

cH
CH,

o
7
Z
jo)
ZT

CH,
H.C OH

{400 MHz, CDCI3) 0.83 - 0.90
(m. BH), 1.12 - 1.23 (m, 8H),
1.35 (, J=6.72Hz, 2H), 1.49 -
1.59 (m, 1H), 1.92 - 2.06 (m,
2H), 2.08 (d, J=3.48Hz, 3H),
2.26 (s, 3H), 2.29 - 2.42 (m,
3H), 2.65 - 2.86 (m, 3H), 2.89
- 2.96 (m, 1H), 2.97- 3.06 {m,
1H), 3.39 - 3.50 (m, 1H). 3.78
-3.87 {m. 1H). 6.93 - 6.98 (m,
2H), 7.47 - 7.52 (m, 1H), 7.59
- 7.65 (m, 1H)

458

(s)

(400 MHz, DMS0-d6) 0.32 -
0.42 (m, 1H), 0.44 - 0.53 (m,
1H), 0.72 - 0.86 (m, 2H), 0,84
(d, J=6.40Hz, 6H), 1.25- 1.34
(m, 2H), 1.35 - 1.45 (m, 1H).
1.46 - 1.58 (m, 1H), 1.74 -
1.88 {m, 2H), 1.88 - 1.97 {m.
2H}, 2.00 (s, 3H), 2.28 - 2.43
{m, 3H), 2.66 (dd, J=14.40,
7.20Hz, 1H), 2.75 (dd,
J=14.40, 8.00Hz, 1H), 3.41 -
3.49 (m, 1H), 3.50 - 3.60 (m,
1H), 6.91 (d, J=8.00Hz, 1H),
6.96 (s, 1H), 7.09 (4,
J=8.00Hz, 1H}, 9.23 (s, 1H),
12.10 (brs, 1H)

465

(S)

H,C

HC ¢

(400 MHz, CDCI3) 0.50 - 0.45
(m, 2H), 0.83 (1, J=7.25Hz,
6H), 0.89 - 0.82 (m, 2H). 1.20
- 1.10{m, 1H}, 1.29 - 1.23 (m,
4HY, 1.41 - 1.35 (m, 3H), 2.03
- 1.92 (m, 2H), 2.28 (s, 3H),
2.39 - 2.30 (m, 3H), 2.79 (dd,
J=15.72, 7.25Hz. 1H), 2.97 -
2.89 (m, 2H); 3.03 (dd,
J=14.91, 8.46Hz, 1H), 3.53 -
3.44 (m, 1H), 3.99 - 3.92 (m,
1H), 7.02 (d, J=8.06Hz, 1H),
7.14(s, 1H), 7.91 (s, 1H), 8.10
(d, J=8.06Hz, 1H)

499

(S)

H
H,C CH, Our O N
H,C N
N CH

(400 MHz, DMSO-d6) 0.44 -
0.50 (m, 2H), 0.79 (m, 2H),
0.88 (s, 9H), 1.34 (m, 2H),
1.44 (dd, J=9.97, 8.12Hz, 1H),
1.88 (dd, J=12.52, 8.58Hz,
2H), 2.27 (s, 3H), 2.37 - 2.43
(m, 3H), 2.59 - 2.83 (m, 4H),
3.52-3.57 (m, 1H), 3.72 -
3.80 (m, 1H), 7.10 (d,
J=7.88Hz, 1H), 7.28 (s, 1H),
7.45 (d, J=8.35Hz, 1H), 9.47
(s, 1H), 12.26 (s, 1H).

487

485

(s)
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Ejemplo

Estructura

RMN

WS

MeH | M-H

Estereoquimica,
de AUX-H

A-T7

H.C

HC

{450 THz, CDCI3y 0.41 - 0.37
{m. 1H), 0.49 - 0.24 [m, 1H),
.87 (d, 4=6.04Hz, 8H), 0.90 -
0.8 {m, 28), 1.11 - 1.06 {m,
2H), 1.54 - 1.38 (m, 4H), 2.03

« 1,88 (m. 2H), 2.23 - 2.07 {m,

2H), 2.27 {5, 3H), 2.44 - 2.31
{t, 4H), 2.74 (0d, J=14.571,
8§.24Hz, 1H), 3.01 (dd.
J=14,91, 9.27Hz, 1H), 3.53 .
3.44 {m, 1H), 3.67 - 3.60 (m,
1H). 7.02 {d, J=8.46Hz, 1H),
4 (s, 1H), 7.76 {s. 1H),

i

7.1
8.07 {d. J=7.88Hz, 1H)

501 499

(R}

{460 Az, COCB} 6.36 -
0.37 &, M), 0.47 - 0.48 {m,
1H). 6.78 - 0.80 {m, 2H}. 0.87
(d, J=6.62Hz, 6H), 1.31 - 1.35
{m. 3H), 1.52  1.55 {m, TH),
1.85 - 1.97 (m, 8H), 2.00 (s,
SHY. 225 (s, 3HY, 2.31 - 2.48
{m. 8H). 2.6 (dd, J=13.56,
£.30Hz, 1H), 2.8 - 2.98 {m,
2H). 3.48 - 3.50 (m, 2H). 6.¢3
- 6.54 (m. 2H), 7.41 - 7.43 (m,
14), 7.51 (s. 1H)

(R)

A-78

{200 MFiz, CHCHEY 0,35 76,40
{m., 1H), 0.45 - 0.49 (m, 1H),
0.80 - 0.83 (m, 24}, 0.87 {s.
9H), 1.33 - 1.37 (m, tH3, 1.37
{4, I=5.85Hz, 2H), 1,92 (dd.
J=21.28, 11.144z, 1H), 2.00 -
2.21 (m, 3H), 2.03 (s, 3H).
2.32 - 2.45 (m, 5H), 2.77 {d¢d,
13.89, 4.63Hz, 1H), 2.97
d, J=13.67, 10.81Hz, 1H),
48 - 3.55 (m, 1H), 3.66 -
71 {m, 1H), 7.08 - 7.10 (m,
H), 7.53 (d, J=9.15Hz, 1H),
.85 (s, 1H)

i

A G (3T G

581 | 499

{(R)

400 Wz DS 0461 0.42 -
0.51 {m, 2H), 0,75 - 0.82 {m,
2H), 0.85 (d, J=6.40Mz, 6H),
1,26 - 1.35 (m, 24}, 1.39 -
1.58 (m, 2H), 1.76 - 1.91 {m.
2H), 2.29 - 2.43 {m, 3H), 2.36
{s, 34}, 2.55 . 2.83 (m, 4H),
3.48-3.51 (m. 1H}, 3.68 -
3.81 {m, 1H), 7.26 (d,
3=8.40Hz, 1H), 7.45 {d,
J28.4CHz, 1H), 7.51 {s, 1H),
9.53 (s, 1H), 12.20 (brs, 1H)

507

e
k=1
S
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Fig. 21

ME Estereoquimica

Ejemplo Estructura RMN de AUX-H

M=H | M-H

(400 MHz, DMSO-d6) 0.46 -
0.47 {m, 2R), 0.77 - 0.80 (m,
2H), 0.84 (s, 6H), 1.29 (1,
J=6.72Hz, 2H), 1.43 - 1.61 {m,
2H}, 1.81 - 1.84 (m, 2H), 2.0%
(s. 3H), 2.22 (s, 3H), 2.29 -
2.40 (m, 3H), 2.57 - 2.77 (m,
4H}, 3.50 - 3.54 (m, 1H), 3.72
- 3.78 (m, 1H), 6 91 (4, 453 451 (S)
J=8.12Hz, 1H), 6.97 (s, 1H).
7.13 {d, J=8.12Hz, 1H), 9.23
{s, 1H), 12.22 (s, 1H)

(4060 MHz, DMS0-d6) 0.47 -
0.52 (m, 2H), 0.74 - 0.89 (m,
2H), 0.84 (d. J=6.40Hz, 6H),
1.24 - 1.34 (m, 2H), 1.37 -
1.58 (m. 2H), 1.75 - 1.85 (m,
2HY, 2.26 {s, 3H), 2.28 - 2.43
(m, 3H). 2.55 - 2.87 (m, 4H).
3.45 - 3.61 (m, 1H), 3.68 -
3.83 (m, 1H), 6.9 (d, J=8.40, | 473 | 471 (s)
1H), 7.32 (d, J=8.40Hz. 1H).
7.44 (s. 1H), 9.46 (s. 1H),
12.22 (brs, 1H)

(400 MHz, CDCi3) 0.26- 0.34
{m, 1H}, .58 - 0.64 (m, 1H),
0.78 - 0.83 (m. 2H), 0.86 -
o g 3 0.90 (m, 6H), 1.16 (s, 3H),
c * O~n \Y S 1.23 (s, 3H), 1.27 - 1.39 (m,
Hy ) { 3H), 1.50 - 1.59 (m, 1H), 1.82
o CH, - 1.91 (m, 1H), 1.92 (s, 3H),
41.,0 PN 2.00 - 2.08 {m, 1H}, 2.25 (s,
’H é OH 3H}, 2.30 - 2.48 (m, 5H), 2.78 | 495
3 - 2.83 (m, 2H), 3.47 - 3.56 (m,
1H), 3.70 (dd, J=11.71,
4.06Hz, 1H), 6.90 - 6.83 (m,
2H), 7.06 {s. 1H), 7.21 - 7.25
(m. 1Hy -

’
e
i
co
w
A
=4
B

(3)

(400 MHz, CDCI3) 0.31 - 0.49
w ¢ (m, 2H), 0,79 - 0.84 (m, 2H).
H, CH, ) 0.87 (s, 9H), 1.31 - 1.40 (m,
VA \l/L\ 1H), 1.44 (d, J=6.84Hz, 2H),
|
P

HC— :
& \,Q—— | i 2,02 - 2.23 (m, 4H), 2.27 (s.
) CH, 3H), 2.33 - 2.50 {m, 4H), 2.67
A PN - 2.77 (m, 2H), 3.03 (dd,
\ OH =14.34, 9.04Hz, 1H), 3.69 -
B-1 : 3.60 (m, 2H}), 7.02 (d, 501 499 {R)
J=8.38Hz, 1H), 7.13 (s, 1H),
7.78 (s, iH), 8.09 (d,
J=8.38Hz, 1H)
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Ejemplo

Estructura

RMN

Estereoguimica
de AUX-H

(400 MHz, CDCI3) 0.30 - 0.49
(m, 2H), 0.76 - 0.85 (m, 2H),
0.87 {s, 9H), 1.31 - 1.41 (m,
2H), 1.45 (d, J=6.75Hz, 2H),
1.99 - 2,13 (m, 5H), 2.13 -
2.24 (m,1H), 2.28 - 2.51 (m,
4H), 2.62 - 2.73 (m, 1H), 2.78
(dd, J=13.72, 4.42Hz, 1H),
3.00 (dd, J=13.37, 10.82Hz,
1H), 3.60 - 3.72 (m, 2H), 7.10
(d, 4=1.86Hz, 2H), 7.58 (d.
J=9.07Hz, 1H), 7.75 (s, 1H)

(R)

(400 MHz, DMSO0-d6) 0.37 -
0.49 (m, 2H), 0.75 - 0.80 (m,
2H), 0.84 (d, J=6.80Hz, 61),
1:30 (t, J=6.80Hz, 2H), 1.37 -
1.44 (m, 1H), 1.47 - 1.56 (m,
1H). 1.76 - 1.88 (m, 6H), 2.02
(s, 3H), 2.21 (s, 3H), 2.28 -
2.41 (m, 3H), 2.61 - 2.72 (m,
2H), 3.36 - 3.40 {m, 2H), 3.48
- 3.56 (m, 1H), 6.90 (d,
J=8.00Hz, 1H), 6.95 (s, 1H),
7.11 (d, J=8.40Hz, 1H), 9.55
(s, 1H)

(R)

{400 MiHz, DMS0-d6) 0.43 -
0.48 (m, 2H), 0.73 - 0.77 (m,
2H), 0.80 (t, J=7.60Hz, 6H),
1.10 - 1.17 (m, 1H), 1.20 -
1.27 (m, 3H), 1.33 (t,

1H), 1.77 - 1.86 (m, 2H), 2.12
- 2.18 (m, 1H), 2.25 (s, 3H),
2.29 - 2.38 (m, 3H), 2.66 -
2.73 {m, 1H), 2.83 (dd.
J=14.60, 4.80Hz, 1H), 3.25 -
3.40 (m, 2H), 3.47 - 3.54 (m,
1H), 3.59 - 3.67 (m, 1H). 7.06
(d, J=6.80Hz, 1H), 7.25 (s,
1H), 7.49 (d, J=8.00Hz. 1H),
10.21 (brs, 1H)

J=6.40Hz, 2H), 1.38 - 1.45 {m,

MS
M+H | M-H
501 499
467 | 465
501 499

($)

A
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Fig. 23
j MS Estereoqui- | Materiales
Ejemplo Estructura RMN mica | oestero-
M+H | M-H | de AUX-H ; quimica
yo (400 MHz, CDCI3} 0.37
CH, : z, }9.37 -
ned Ompy O N 0.42 {tm, 2H), 0.79 - 6.5 (m, 4-oxo-
3 N A B 2H}. 0.85 - 0.20 (m, 6H), ciclopentan-
Y CH, .32 - .38 {m, 3H), 1.50 - wrans-12-
A L 1.59 (m. 1H), 1.88 - 1.96 {m, dicarboxiab
£ \/_OH 1H), 1.96 - 2.05 {m, 1H), Sin Icarboxilato
& 2.05 - 2.08 (m, 3H), 2.23 - usar | de dimetilo
A-86 2.28 {m, 3H), 2.32-2.4% (m, | 479 | 477 AUX-H como un
5H}, 2.57 - 2.70 {m, tH), ; material
2.72 - 2,84 (m, 1H), 3.08 -
3.18 (m, 2H}. 3.41 - 3.66 {m.
2H). 6.91 - 6.85 (m, 1H),
8.95 - 7.00 {m, 1H), 7.69 -
7.75 (m. 1H), 7.39 -~ 7.94 {m,
1H)
CH g 7% (400 MHz, CDCI3) 0.37
weL O Ot 0.42 (m, 2H), 9.79 - 0.85 {m,  boxe-
$ LA 2H), 0.85 - 0.90 (m, H). ciclopentan-
) ( CH, 1.32 - 1.38 {m, 3H), 1.50 - frans-1,2-
A L 1.59 (m, 1H), 1.88 - 1,95 (m, dicarboxilato
! \7_0.4 1H), 1.96 - 2.06 (m, 1H), Sin de dimetilo
d 2.05 - 2.08 (m. 3H), 2.23 - usar como un
A-87 2.28 {m, BH) 2.32.2.49(m, | 479 | 477 terial
EH), 2.57 - 2,70 {m. 1H), AUX-H malena
2.72- 2.4 (m, 1H), 3.08 - enantiomero
3.19 (m, 2H). 3.41 - 3.65 (m, de A
2H), 6.97 - 6.05 (m, 1H). -86
695~ 7.00 {m, 1H), 7.69 -
7.75 (m, 1H). 7.89 - 7.94 (m,
1H)
(406 hiHz, CDCI3) 0.37 -
0.42 {m, 2H}, 0.75 - 8.85 {m, 4-0x0-
2H}, 0.85 - 0.80 {m, 6H), ciclopentan-
1.32 - 1.38 (m. 3H), 1.5% - trans-1,2-
:S_B g"’}_" “;»013-83 - ::)7 {m. dicarboxilato
\ ). 1.87 - 2.03 {m, . " . "
JOH 2.04 - 2.08 {m, 3H), 2.23 - Sin de dimetilo
A-88 o 2.27 (m, 3H), 2.32 - 2.44 (m, | 479 | 477 usar como un
5H), 2.80°- 2.71 {m, 1H), AUX-H material
2.71 - 2.86 (m, 1H). 3.14 - .
3.25 (m, 1H), 3.38 - 3.57 (m, diastereome
2H), 3.57 - 3.68 {m, 1H), ro de A
5.1 - 6.95 (m. 1H), 6.95 - 38
6.59 (m, 1H), 7.65 - 7.75 (m.
1H), 7.89 - 7.94 {m, 1H)
n o (400 MHz. CDCI3) 0.37 -
R 0.42 {m, 2H), 9.75 - 0.85 {m 4-ox0-
H. c—«_‘ O\N 7 2H), 6.85 - 0.80 {m, 5Hj}, ciclopentan-
'O"\\ 4 N 1.32 - 1.38 {m, 3H), 1.51 - trans-1,2-
e CH, 1.58 (m, 1H}, 1.88 - 1.97 (m, dicarboxilato
1H), 1,97 - 2.03 tm, 1H), . o
(f‘: e oH 2.04 - 2.08 (m, 3H}, 2.23 - Sin de dimelilo
A-89 g 2.27 (m, 3H), 2.32 - 2,44 (m, | 479 477 usar como un
5H). 2.80 - 2,71 {m, 1H), AUX-H material
2.71 - 2.85 {m. 1H). 3.14 - .
3.25 {m, 1H), 3.38 - 3.57 (m, diastereémer
2)3=7 3.59 {m, 1H), ode A
.91~ £,95 {m. 1H), 6.95 - 38
5.98 (m, 1H), 7.59 - 7.75 {m,
1H}, 7.89 - 7.94 (m, 1H)
|
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Ejemplo

Estructura

RMN

Estereoqui-|
mica
de AUX-H

Materiales
o estero-
quimica

CH,
H,C

(400 MHz, CDCI3) 0.41 -
0.50 (m, 2H), 0.83 - 0.88 (m,
2H), 0.87 (d, J=6.62Hz, 6H),
1.32 - 1.43 (m, 3H), 1.55 (m,
1H), 1.95 - 2.04 (m, 2H),
2.28 (s, 3H), 2.34 - 2.59 (m,
3H), 2.78 - 3.07 (m, 4H),
3.64 - 3.72 {m, 1H), 3.93 -
4.00 {m, 1H), 7.03 (dd,
J=8.27, 1.86Hz, 1H), 7.15
(s, 1H), 7.89 (s, 1H), 8.12
(d, J=8.38Hz, 1H)

473

CH.
H,C

(400 MHz, CDCI3) 0.43 -
0.49 (m, 2H), 0.84 - 0.88 (m,
2H), 0.87 (d, J=6.62Hz, 6H),
1.38 - 1.43 (m, 3H), 1.94 -
2.04 (m, 2H), 2,28 (s, 3H),
2.37 - 2.50 {m, 2H}, 2.50 -
2.62 (m, 1H), 2.80 - 3.06 (m,
4H), 3.64 - 3.73 (m, 1H),
3.92-3.99 (m, 1H), 7.04
(dd, J=8.16, 1.32Hz, 1H),
7.16 (s. 1H), 7.86 (s, 1H),
8.13 (d, J=8.16Hz, 1H)

471

(R)

CH,

H,C

O-N 0,

(400 MHz, CDCI3) 0.27 -
0.38 (m, 1H), 0.47 - 0.58 (m,
1H), 0.84 - 1.03 (m, 2H),
0.92 (d, J=6.40Kz, 6H), 1.59
-1.70 {m, 1H), 1.84 - 1.97
(m, 1H), 2.08 - 2.32 (m, 2H),
2.27 (s, 3H), 2.39 - 2.57 (m,
2H), 2.52 (d, J=7.20Hz, 2H),
2.80 {dd, J=14.40, 5.20Hz,
1H), 2.09 (dd, J=14.40,
9.60Hz, 1H), 3.74 - 3.85 (m,
1Hy, 7.02 (d, J=8.40Hz, 1H),
7.12 (s, 1H). 7.23 (d,
J=8.40Hz, 2H), 7.73 (g,
J=8.40Hz, 2H), 7.80 (brs,
1H), 8.08 (d, J=8.40Hz, 1H)

507

CH,

O~y ©

OH

(400 MHz, CDCI3) 0.18 -
0.27 (m, 1H), 0.39 - 0.49 (m,
1H), 0.82 - 1.02 (m, 2H),
0.94 (d, J=7.20Hz, 6H), 1.50
- 1.60 (m, 1H), 1.85 - 1.98
(m, 1H), 1.99 - 2.22 (m, 2H),
2.17 (s, 3H), 2.34 - 2.47 (m,
2H), 2.54 (d, J=7.20Hz, 2H),
2.61 (dd, J=14.00, 5.60Hz,
1H), 2.75 (dd, J=14.00,
10.00Hz, 1H), 3.66 - 3.83
(m, 1H), 3.78 (s, 3H), 4.24
(dd, J=14.40, 5.60Hz, 1H),
4.34 (dd, J=14.40, 6.40Hz,
1H), 6.20 - 6.28 (m, 1H),
6.53 - 6.57 (m, 1H), 6.54 (s,
1H), 6.95 (d, 4=8.00Hz, 1H),
7.24 (d, J=8.00Hz, 2H), 7.73
(d, J=8.00Hz. 2H)

519

517

(R}
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Ejemplo

Estructura

RMN

MS

M+H | M-H

Estereoqui-
mica
de AUX-H

Materiales
0 estero-
quimica

CH,

HC

OH

(400 MHz, CDCI3) 0.38 -
0.44 (m, 1H), 0.46 - 0.54 (m
1H), 0.78 - 0.89 (m. 2H),
0.86 (d, J=6.52Hz, 6H), 1.19
(t, J=7.00Hz, 2H), 1.33 -
1.40 (m, 1H), 1.40 - 1.66 (m,
8H), 1.76 - 1.90 (m, 2H),
2.03 - 2.22 (m, 2H), 2.25 (s,
3H), 2.36 - 2.45 (m, 2H),
2.73 (dd, J=14.00, 5.36Hz,
1H), 2.85 - 3.07 (m, 2H),
3.60 - 3.88 (m, 1H), 7.00 (d,
J=8.00Hz, 1H), 7.11 (s, 1H),
7.71 (brs, 1H), 8.06 (d,
J=8.00Hz, 1H)

515 513

(R)

(400 MHz, CDCI3) 0.33 -
0.41 {m, 1H), 0.45 - 0.53 (m,
1H), 0.80 - 0.92 (m, 2H},
0.88 (d, J=6.80Hz, BH), 1.19
{t, J=7.20Hz, 2H), 1.32 -
1,40 (m, 1H), 1.41 - 1.70 (m
8H), 1.78 - 1.91 (m, 2H),
1.95 - 2.16 (m, 2H). 2.28 -
2.42 (m, 2H), 2.32 (s, 3H),
2.54 (dd. J=14.40, 6.00Hz,
1H), 2.70 (dd, J=14.40,
8.40Hz, 1H), 2.96 - 3.05 (m
TH), 3.55 - 3.66 (m, 1H),
3.81 (s, 3H), 4.24 - 4.37 (m
2H), 6.20 (dd, J=5.60,
5.60Hz, 1H), 6.64 (s, 1H),
6.66 (d, J=7.60Hz, 1H), 7.01
(d, J=7.60Hz, 1H)

w
)
w
%
[ o]
W

(400 MHz2, CDCI3) 0.87 (s
OH), 1.39 (d, J=6.18Hz, 2H),
2.06 - 2.14 (m, 4H), 2.27 (s,
3H), 2.32 - 2.46 (m, 5H),
2.74 (dd, J=14.45, 5.62Hz,
H), 3.02 (dd, J=14.45,
8.93Hz, 1H), 3.44 - 3.61 (m,
2H), 5.35 (ddd, J=14.56,
8.38, 1.21Hz, 2H), 6.37 (dd.
J=17.64, 11.47Hz, 1H), 7.01
(d, J=9.70Hz, 1H), 7.14 (s,
), 7.82 (s, 1H), 8.07 (d,
J=8.38Hz, 1H)

487 485

HC

H
H,G CH, N O N

[o] CH,
H,C OH

(400 MHz, CDCI3) 0.87 (s,
9H), 1.03 (t, J=7.28Hz, 3H),
1,40 (d, J=11.69Hz, 2H),
2.04 -2.11 (m, 4H), 2.26 -
2.39 (m, 10H), 2.75 (dd,
J=14.11, 4.52Hz. 1H), 2.98
(dd, J=13.23, 9.70Hz, 1H),
3.31-3.49 (m, 2H), 7.01 (d,
J=7.94Hz, 1H), 7.13 (s, 1H),
7.81 (s, 1H), 8.03 (d,
J=7.94Hz, 1H)

439 487

(R)

)
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Ejemplo

Estructura

RMN

MS

M+H | M-H

Estereoqui-
mica
de AUX-H

Materiales
o estero-
quimica

A-92

H::C*& & N
O J
)’ ,

A \/ﬂ\OH °©

(400 MHz, DMSO-d6) 0.38 -

Q.43 {m. 1H), 0.46 - 0.51 (m,

11, 0.78 - .83 (m, 2H},
0.85 (s, 9H), 1.33 (d,
J=8.00Hz, 2H), 1.38- 1.45
(m, 1H}, 1.83 - 1.96 (m, 4H),
2. ?3 -2.24 {m, 2H), 2.36 -
2.43 {m, 3H), 2.83 (d4d,
J=15.20, 6.80Hz, 1H), 2.94
(dd, 4=15.40, 8,00Hz, 1H),
3.43-3.59(m, 2H), 7.84
(dd, J=8.40, 2.00Hz. 1H),
79 2 (d, J=B.80Hz. 1H), 7.92
{d, J=2.00Hz, 1H}, 6.85 (s,
1

o

H,C CH;

H’FW V\C\

{400 MHz, COCI3) 0.87 (s,
9Hy, 1.03 (1, J=7.28Hz, 3H)}.
1.40 (d, §=11.69Hz, 2H),
2.04 - 2.11 (m, 4H), 2.26 -
2.39 (m, 101}, 2.75 (dd,
J=14,11, 4,528z, 1H), 2.98
fdd, J=13.23, 9.70Hz, 1H),
3.31 - 3.49 (m, 2H), 7.04 (d.
J=7.94Hz, 1H), 7.13 (s, 1H}.
7.81 {s. 1H). 8.03 {d.
J=7.84Hz, {H)

{R)

A-94

H,C CH,

HCX_Q

HO

CJ\ CH,

OMe

{400 MHz, CDCI3) 0.87 (s
SHj, 1.38 (d, J=5/95Hz, 2H),
2.02 - 2.08 (m, 4H), 2.27 (s,
3H), 2.35 - 2.41 (m, 5H).
2.51 - 2.61 (m, 2H), 2.77
{ad, J=14.89, 4.74Hz, 1H},
3.06 (dd, J=14.78, 10.37Hz.
1H), 3.34 - 3,38 {m, 1H),
3.48 - 3,60 (m, 1H), 3.48 (s,
3H), 3.83 - 3.72 {m, 2H),
7.05 (d, J=8.38RHz, 1H), 7.14
{s, 1H). 7.67 (s, 1H). B.03
(d. J=8.38Hz, 1H)

ci
o\,ﬁ\)\
H,C —\_O \ s k,/\ﬁ

J. ~" "CH

e

{400 MHz. DMSO-dB) 0.37 -
0.46 (m, 1H), 0.49 - 0.58 (m,
i), 0.77 - 0.90 {m, 2Hj,
0.85 {d, J=6.40Hz, 6H), 0.9%
- 111 {m, 2H}, 1.07 (L.
J=7.20Hz. 2H), 1.28 - 1.85
fm, 9H), 1.87 - 1.89 {m. 2H),
2.09 - 2.31 {m, 2H), 2.27 (s,
3H), 2.65 - 2.89 {m, 3H),
3.42 - 3.54 (m, 1H), 7.09 (d,
J=8.0GHz, 1H). 7.28 (5, 1H),
7.42 {d, J=8.00Hz, 1H), 9.45
{5, 1H), 12.08 (brs 1H}

w
[¥N
(¥
oy

(R}

b
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Ejemplo

Estructura

RMN

Estereoqui-
mica
de AUX-H

Materiales
0 estero-
quimica

(400 MHz. DMSO-d6) 0.34 -
0.44 (m, 1H), 0.47 - 0.56 (m,
1H), 0.73 - 0.81 {m, 2H),
0.86 (d, J=6.40Hz, 6H), 0.91
- 1.13 (m, 2H), 1.07 {4,
J=7.20Hz, 2H), 1.30 - 1.486
(m, 2H). 1.46 - 1.92 (m, 9H)
2.06 - 2.22 (m, 2H), 2.27 (s,
3H), 2.43 - 2,62 (m, 2H),
2.77 - 2.88 (m, 1H), 3.20 -
3.47 (m, 1H), 3.75 (s, 3H),
4.06 -4.19 (m, 2H), 6.64 (d.
J=7.20Hz, 1H), 6.76 (s, 1H),
6.89 (d, J=7.20Hz, 1H), 8.14
{dd, J=6.00, 6.00Hz, iH),
12.06 {brs, 1H)

(R)

H,C

HE

(400 MHz, DMSO-d8) 0.15 -
0.28 (m, 1H), 0.41 - 0.51 (m,
iH), 0.81 - 0.99 (m, 2H),
0.89 (d, J=7.20Hz, 6H), 1.71
-1.82 {m, 1H), 1.82 - 2.07
(m, 3H), 2.17 - 2.36 (m, 2H),
2.27 (s, 3H), 2.54 (d,
J=7.20Hz, 2H), 2.80 (dd,
J=14.80, 6.40Hz, 1H), 2.92
(dd, J=14.80, 8.00Hz, 1H),
3.56 - 3:68 (m, 1H), 7.09 (d,
J=7.20Hz, 1H), 7.25 - 7.33
(m, 1H), 7.28 (s, 1H), 7.40
-7.50 {m, 2H), 7.58 - 7.66
{m, 2H), 9.51 (s, 1H), 12.12
{brs, 1H)

509

(R}

CH,

OMe

(400 MHz, DMSO-d6) 0.13 -
0.23 {m, 1H), 0.40 - 0.51 (m,
1H), 0.83 - 0.99 {m, 2H),
0.80 (d, J=7.20Hz, 6R), 1.67
- 1.78 (m, 1H), 1.83 - 2.00
(m, 3H), 2.16 -~ 2.30 (m, 2H),
2.21 (s, 3H), 2.46 - 2.62 (m,
1H), 2.55 (d, J=6.80Hz, 2H),
2.69 (dd, J=14.40, 9.20Hz,
1H), 3.53 - 3.63 (m, 1H),
3.75 (s, 3H), 4.07 (dd,
J=15.60, 6.00Hz, 1H), 4.18
(dd, J=15.60, 6.00Hz, 1H),
6.50 (d, J=7.20Hz, 1H), 6.74
(s, 1H), 6.79 (d, J=7.60Hz,
1H), 7.31 (d, J=7.80Hz, 1H),
7,42 - 7.50 (m, 1H), 7.58 -
7.67 (m, 2H), 8,20 (dd,
J=6.00, 6.00Hz, 1H), 12.11
(brs, 1HY °

519

517

(R}

A-95

HC CH,
H,C

HO

(400 MHz, CDCI3) 0.87 (s,
9H), 1.39 (d, J=6.18Hz, 2H),
1.95 - 2.02 (m, 4H), 2.27 -
2.46 (m, 4H), 2.27 (s, 3H),
2.50 - 2.55 (m, 3H), 2.75
(dd, J=14.67, 10.48Hz, 1H),
3.30 - 3.44 (m, 2H), 3.58 -
3.81 (m, 1H), 3.58 (s, 1H),
3.71 (dd, J=10.81, 5.51Hz,
1H), 3.81 (s, 3H), 4.22 -
4.33 (m, 2H), 6.07 (s, 1H),
6.07 (t, J=5.62Hz, 1H), 6.65
- 6.68 (m, 2H), 6.67 (s, 1H),
6.98 (d, J=7.50Hz, 1H)

7
3
0
6.
9

527
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Ejemplo

Estructura

BMN

Estereoqui-| Materiales
mica 0 estero-
de AUX-H | quimica

HC CH,
HJC

O-y Oie
N\
i

OH

(400 MHz, CDCI3) 0.35 -
0.40 (m, 1H), 0.45 - 0.50 {m,
1H), 0.79 - 0.87 (m, 2H),
0.87 (s, 8H), 1.33 - 1.39 (m,
1H), 1.38 (d, J=5.95Hz, 2H),
1.92 (s, 3H), 1.92 - 2.21 (m,
4H), 2.33 - 2,50 (m, 5H),
2.76 (dd, J=13.56, 4.52Hz,
1H), 2.98 (dd, J=13.58,
10.70Hz, 1H), 3.46 - 3.55
(m. 1H), 3.63 - 3.70 (m, 1H),
3.79 (s, 3H), 6.66 (d,
J=8.16Hz, 1H), 7.09 (t,
J=8.16Hz, TH), 7.20 (d,
J=8.16Hz, 1H), 7.56 (brs,
iH)

497

(R) -

H,C CH,
HC

(400 MHz, DMSO-d6) 0.32 -
0.43 (m, 1H), 0.45 - 0.55 (m,
1H), 0.73 - 0.92 (m, 2H),
0.86 (s, 9H), 1.30 - 1.35 (m,
1H), 1.32 (d, J=5.60Hz, 2H),
1.79 - 2,00 (m, 4H), 1.94 (s,
3H), 2.13 - 2.25 {m, 2H),
2.18 (s, 3H), 2.32 - 2.46 (m,
3H), 2.67 (dd, J=14.40Hz,
6.80Hz, 1H), 2.75 (dd,
J=14.40, 8.40Hz, 1H), 3.39 -
3.66 (m, 2H), 3.60 (s, 3H),
6.88 - 6.98 (m, 2H), 9.29 (s,
1H), 12.08 (brs, 1H)

5t

569

HG CH,

HC

o-y ©

OH

(400 MHz, DMSO-d8) 0.31 -
0.41 (m, 1H), 0.44 - 0.53 (m,
1H), 0.69 - 0.93 (m, 2H),
0.86 (s, 9H}), 1.30-1.43 (m,
1H), 1.36 (d, J=6.00Hz, 2H),
1.78 - 1.97 (m, 4H), 2.05 -
2.25 (m, 2H), 2.13 (s, 3H),
2.22 (s, 3H), 2.32 - 2.54 {m,
4H), 2.59 (dd, J=14.40,
8.40Hz, 1H), 3.13 - 3.48 (m,
1H), 3.48 - 3.63 (m, 1H),
4.07 (dd, J=14.80, 5.60Hz,
1H), 4.20 (dd, J=14.80,
5.60Hz, 1H), 6.85 - 6.97 (m,
2H), 6.93 (s, 1H), 8.17 (dd
J=5.60, 5.60Hz, 1H), 12.07
(bes, 1H)

493

A-99

(400 MHz, DMS0-d6) 0.33 -
0.56 (m, 2H), 0.71 - 0.95 (m
2H), 0.85 (s, GH), 1.28 -
.47 (m, 1H), 1.34 (d,
J=6.00Hz, 2H), 1.76 - 1.99
(m, 4K), 2.08 - 2.31 (m, 2H),
2.26 (s, 3H), 2.31 - 2.45 (m,
3H), 2.72 (dd, J=14.80,
7.20Hz, 1H), 2.81 {dd,
J=14.80, 8.00Hz, 1H), 3.16 -
3.62 (m, 2H), 6.93 (d,
J=8.00Hz, 1H), 7.04 (d,
J=11.4Hz. 1H), 7.6% (dd,
J=8.00, 8.00Hz, 1H), 9.63
(s. 1H), 12.C8 (brs, 1H)

483
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E]emplo

Estructura

RMN

MS

M+H

Estereoqui-
mica
de AUX-H

Materiales
0 estero-
quimica

A-100

CH,

ZT

OH

(400 MHz, CDCI3) 0.37 (ad,
J=9.59, 4.52Hz, 1H), 0.49
(dd, J=9.70, 4.63Hz, 1H),
0.82 (dd, J=8.27, 4.74Hz,
2H), 0.87 (5. 9H), 1.33 -
1.38 (m, 1H), 1.37 (d,
J=5.73Hz, 2H), 1.8 - 2.12
(m, 7H), 2.38 - 2.42 (m, 5H),
2.77 (dd, J=13.78, 4.74Hz,
1H), 2.96 (dd. J=13.78,
10.70Hz, 1H), 3.50 - 3.52
(m, 1H), 3.67 - 3.69 (m, 1H),
6.81 - 6.83 (m, 2H), 7.41
(dd, J=8.49, 6.08Hz, 1H),
7.76 (s, 1H)

485

483

(R}

H,C

(400 MHz, CDCI3) 0.48 -
0.50 {m, 1H), 0.81 (d,
J=5.28Hz, 1H}, 0.90 (s, OH),
0.95 - 6.96 {m, 2H), 1.47
(dd, J=12.90, 7.39Hz, 3H),
2.13 (s, 2H), 2.31 - 2.34 (m,
8H), 2,62 (t, J=14.78Hz,
2H), 2.79 (dd, J=13.45,
4.63Hz, 1H), 3.06 (dd,
J=13.34, 10.70Hz, 1H), 3.54
-3.57 (m, 1H), 4.77 - 4.79
(m, 1H), 6.97 (d, J=8.38Hz,
1H), 7.08 (s, 1H), 7.83 (d,
J=8.38Hz, 1H), 7.90 (s, 1H)

501

499

(R)

A-102

HC, CH,
H,C

(o]
ZT
TN/

(400 #Hz, CDCI3) 0.43 -
0.46 (m, 2H), 0.84 - 0.87 (m,
1H), 0.86 (s, 9H), 1.34 -
1.36 (m, 3H), 1.91 - 2.19 (m,
8H), 2.36 - 2.42 {m, 5H),
2.78 (dd, J=13.78, 4.52Hz,
1H), 3.00 (dd, J=13.58,
10.70Hz, 1H), 3.46 - 3.55
(m, 1H), 3.65 - 3.67 (m, 1H),
6.70 - 6.72 (m, 1K), 7.04 (t,
J=7.28Hz, 1H), 7.58 (dd,
J=10.81, 2.43Hz, 1H), 7.81
(s, 1H) :

485

(R)

(480 MHz, CDCI3) 0.53 -
0.56 (m, 1H), 0.88 - 0.97 (m,
SH). 1.15 - 1.18 (m, 4H),
.52 - 1.54 (m, 1H), 1.68 -
1.71 (m, 7H), 2.12 - 2.14 (m,
2H), 2.26 - 2.31 {m, 5H),
2.80 (dd, J=13.78, 4.74Hz,
1H). 3.05 (dd, J=13.23,
10.81Hz, 1H), 3.58 (s, 1H),
4.30 (t, J=7.94Hz, 2H), 6.97
(3, 4=8.38Hz, 1H), 7.08 (s,
1K), 7.89 (d, J=7.72Hz, 2H)

487

485

(R}




344

Fig. 30

A MS Estereoqui-| Materiales
Ejemplo Estructura RMN - ereor ‘;eisr:fm'
° de AUX-H | quimica

CH,

(400 MHz, CDCI3) 0.45 -
0.48 (m, 1H), 0.86 - 1.02 (m,
5H), 1.19 - 1.30 (m, 4H),
1.44 - 1.51 (m, 1H), 1.65 -
1.78 (m, 7H), 2.02 - 2.10 (m,
5H), 2.15 - 2.33 (m, 5H),
D-6 2,83 -2.81 (m, 2H), 3.51 (. | 481 479 (R} -
J=5.51Hz, 1H), 4,06 (dd,
J=14.67, 4.96Hz, 1H), 4.22 -
4,29 (m, 3H), 6.64 (t,
J=5.62Hz, 1H), 6.76 (d,
J=7.72Hz, 1H), 6.84 - 6.87
(m, 2H)

H,G Oy {400 MHz, CDCI3) 0.54 (s,
1H), 0.87 - 0.89 (m, 10H),
0.96 (d, J=8.38Hz, 2H), 1.44
24,49 (m, 31), 1.87 (s, 3H),
2.06 - 2.00 (m, 2H), 2.27 -
2.38 (m, 8H), 2.62 - 2.63 (m,
A-103 2H), 2.81 (dd, J=13.23, 481 479 (R) -
4.63Hz, 1H), 3.03 (t,
J=12.35Hz, 1H), 3.58 - 3.60
{m. 1H), 4.75 - 4.84 (m, 1H),
6.86 - 6.87 (m, 2H), 7.16 (d,
J=8.82Hz, 1H), 8.05 (s, 1H)

CH
#,C CH, o0 m (400 MHz, CDCI3) 0.31 -
Ho O~N 0.37 (m, 1H), 0.49 - 0.55 (m,
3 g 1H), 0.80 (dd, J=8.40,
¢] CH, 1.90Hz, 2H), 0.85 (s, SH),
1.28 - 1.38 (m, 3H), 1.89 -
OH 2.04 (m, 4H), 2.25 (1,
A-104 J=7.80Hz, 2H), 2.31 - 2.40 481 479 (R) -

(m, TH), 2.61 (dd, J=16.20,
7.10Hz, 1H), 3.20 (s, 3H),
3.46 (1, J=6.50Hz, 1H), 3.58
{t, J=7.00Hz, 1H), 7.04 (d.
J=8.10Hz, 2H), 7.19 (d,
J=8.10Hz, 2H)

(400MHz, CDCI3) 0.36 -

0.43 (m, 1H), 0.51 - 0.60 (m,
H,C CH, 0oy O N 1H), 0.79 - 0.90 (m, 2H),
H,C 9 CH, | 0.84 (s, 9H). 1.36 (3,

o J=5.60Hz, 2H), 1.37 - 1.43
(m, 1H), 1.99 (t, J=10.10Hz,
oH 2H), 2.07 - 2.16 (m, 2H),
2.27 (s, 3H), 2.30 - 2.43 (m,
A-105 5H), 2.69 (3d, J=16.00, 493 | 491 (R)
6.50Hz, 1H), 3.01 (dd,
J=16.00, 7.20Hz, 1H), 3.11
(td, J=8.40, 0.10Hz, 2H),
3.43 - 3.54 (m, 1H), 3.75 (1,
J=6.90Hz, 1H), 3.99 - 4.13
(m, 2H), 6.94 (d. J=8.80Hz,
2M). 8.03 (d, J=8.10Hz, 1H)
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Eiemplo

Estructura

RMN

M+H

Estereoqui-
mica
de AUX-H

Materiales
0 estero-
quimica

1 A-106

(400 MHz, CDCI3) 0.32 -
0.58 (m, 2H), 0.80 - 0,89 (m,
11H), 1.23 - 1.38 (m, 3H),
1.90 - 2.04 (m, 4H), 2.20 -
2.60 (m, 10H), 3.13 (s, 2H),
3.18 (s, 1H), 3.41 - 3.52 (m,
1H), 3.56 - 3.66 (m, 1H),
7.09 - 7.14 (m, 2H), 7.26 -
7.30 (m, 1H)

513

A-107

HC CH,
HC

(400 MHz, CDCI3) 0.35 -
0.71 (m, 4H), 0.80 - 1.02 (m,
13H), 1.33 - 1.37 (m, 3H),
1.59 (s, 1H), 1.90 - 2.19 (m,
4H), 2.35 - 2.42 (m, 5H),
2.78 (dd, J=13.78, 4.74Hz,
1H), 3.01 (dd, J=13.56,
10.26Hz, 1H), 3.43 - 3.52
(m, 1H), 3.86 - 3.87 (m, iH),
6.98 - 7.07 (m, 2H), 7.16 {t,
J=7.61Hz, 1H), 7.97 (d,
J=7.94Hz, 1H), 8.02 (s, 1H)

493

491

A-108

H,G CH,

H,C

(400 MHz, CDCI3) 0.37 -
0.43 (m, 1H), 0.46 - 0.52 (m,
1H), 0.79 - 0.8 (m, 2H),
0.85 (s, 9H), 1.33 - 1.38 (m,
1H), 1.35 (d, J=6.00Hz, 2H),
1.89 -2.12 (m, 3H), 2.19
(dd, J=14.10, 7.10Hz, 1H),
2.31 - 2.44 (m, 5H), 2.44 (s,
3H), 2.76 (dd, J=14.30,
4.80Hz, 1H), 2.91 (dd,
J=14.30, 10.10Hz, tH), 3.44
-3.54 (m, 1H), 3.71 (dd,
§=9.50, 5.10Hz, 1R), 7.15
(d, $=8.40Hz, 1H), 7.48 (d,
J=8.60Hz, 1H), 7.76 (s, 1H),
8.44 (brd, J=14.20Hz, 1H)

492

490

A-109

H,C_CH,

H,C

(400 MHz, DMSO-d6) 0.31
- 0.42 (m, 1H), 0.48 - 0.5
6 (m, 1H), 0.72 - 0.91 (m,
2H), 0.86 {s, 9H), 1.29 -

1.46 (m, 1H), 1.35 (d, J=5.
6Hz, 2H), 1.76 - 1.87 (m,

4H), 1.85.(s, 3H), 2.08 - 2
.23 (m, 2H), 2.11 (s, 3H),

2.31 - 2.46 (m, 3H), 2.64

(dd, J=14.40, 6.80Hz, 1H),
2.73 (dd, J=14.40, 8.40Hz
. 1H), 3.17 - 3.62 (m, 2H),
6.60 (d, J=8.00Hz, 1H), 6
.81 (d. J=8.00Hz, 1H), 8.1
5 (brs, 1H), 9.24 (s, 1H),

12.08 (brs, 1H)

497

495
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Fig. 32
) MS Estereoqui- | Materiales
Ejemplo Estructura RMN mica | o estero-
M+H | M-H | de AUX-H| quimica
y @
H‘EQ CH; ,O“N OVN N
S g | P (400 MHz, CDCI3} 0.85 (s,
0 CH, | 9M), 1.37 (d, J=6.20Hz, 2
. : H), 2.02 - 217 (m, 4H), 2.
P 26 (s, 3H}, 2.37 - 2.47 (m,
5H). 2.73 (dd. J=14.40, 5.
A-110 80Hz, 1H), 2.99 (dd, J=15. | 329 527 {RJ -
20, 8.50Hz, 1H), 3.55 - 3.
86 {m. 2H). 7.02 (d, J=8.1
OHz, 1H). 7.14 (s, 1H), 7.6
s, 1H), B.11 (d, J=B.40
Hz, 1H)
{400 MHz, CDCI3) 0.34 - 0
(38 {m, 1H}, 0.40 - 0.45 {
CH, m, tH}, 0.78 - .63 (m, 2
HG, CHe o Vk}\ Y Hs)_. 0.86 (s, 9R), 1.29 - 1.
N7 N R 36 {m. 1H). 1.36 {d, J=4.4
He A L OHz, 2Hj, 1.50 (dd. J=20.2
Y o CN | B, 10.50Hz, TH), 2.03 (dt.
A =20.30, 5.40Hz, 2H), 2.15
4 o e 248 . ey o
A-111 o i 218 L =TI | yn | 490 | (1w -
_ 1My, 2.35 (. J=23.80, 7. ;
60Hz, 5H). 2.78 (dd, J=13.
60, 3.80Hz, 1H), 3.03 (dd.
J=14.40, 10.8GHz, 1H), 3.
49 (tt J=2.70, 4.10Hz, 1H)
. 3.62 (td, J=10.40, 5.90Hz
. 1H), 7.38 (s, TH), 7.43 (
d, J=8.60Hz, {H), 8 G5 (d,
J=5.30Hz, 2H)
{400 MHz, DMSO-d6} 0.35
- 044 (m. 2H), 0.72 - 0.8
2 {m, 2H), 0.83 {t, 4=7.83
oH 4 al Hz, 8H), 1.30 (t, J=6.73Hz, ) l“"°x°"
3 [e2 ZH). 1.36 - 1.43 (m, 1H). ciclopentan-
Hacwﬂ&ﬁ’ s 1.48 - 1.55 (m, 1H), 1.70 trans-1,2-
iz - 1.89 {m, 2H), 1.96 (dd, . ;
Ty YoM, | 505 T 25kz, 1H), B ) d(',?mﬂﬁ?
A — 0 (dt. J=15.88, 6.45Hz, 1H Sin usar
A-112 ~ J—OH ), 2.26 (s, 3H). 230 - 2.4 | 499 | 497 | AUX-H come un
o 4 {m, 4H), 2.45 - 2.47 (m, material
1H), 2.95 - 3,05 {m. 1H),
3.31 - 3.33 {m, 1H), 3.40
(g, =8.57Hz, tH}, 3.51 -
381 (m, 2M), 7.09 (dd, $
=8,80, 1.54Hz, 1H), 7.28 ¢
d, J=1.10Hz, 1H), 7.45 (d,
J=8.18Hz., 1H), 9.44 (s, 1
H)
(400 MHz, DMSO-d6) 0.40
(d, 4=3.06 Hz, 2H), 0.78 4-0x0-
oH {dd, J=8.16, 1.76Hz, 2H). ciclopentan-
e 0.85 (dd. J=6.51, 4.08Hz, \rans i 9.
HCA L 6H), 1.30 (1, J=6.84Hz, 2H ; :
- \ 3, 1.41 (1d, J=9.32, 5.15Hz dicarboxilato
; CAH), 1.48 - 1.55 (m, 1H), ) de dimetilo
Fa) 1.83 (1, J=10.59Hz, 2H), Sin usar como un
A-113 JOn 262 (i, J=30.80, 8.66Hz, | 499 | 497 | AUXH | material
o 2H), 2.27 (8, J=5.62Hz, 3H .
), 237 (1, $=17.53, 6.40H : .
Z, 4H}. 2.98 (i, J=7.83Hz, Diastereom
1H), 3.38 {t, J=9.26Hz, 2H e-ro de
), 3.51 - 3.65 (m, 2H), 7.1 A-112
0 (d, J=7.94Hz, 1H). 7.28
(s, {H), 7.47 {d, J=6.62Hz,
1H), 5.48 (s, 1H)
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Ejemplo

Estructura

RMN

MS

M+H

M-H

Estereoqui-
mica
de AUX-H

Materiales
o estero-
quimica

g ¢
Oy,

cH, Oide o
HC "< 7 A\ N i
e

f-A( AR i i
N/ YV/ o lk//’;\m-g

O

(400 MHz, CDCI3) .12 - O
.20 {m, TH), 0.25 - 0.33 (

m, 1H), 0.61 - 0.75 (m. 2

H), 0.83 (d. J=8.80Mz, 6H)
451 - 1.52 (m, iH) 1.84
- 1.88 {m, 1H), 210 - 2.3
4 (m, 2H). 2.27 (s, 2H}, 2.
44 - 2.56 (m, 2H), 2.51 (d
, J=7.20Hz, 2H). 2.81 (dd,

J=14.40, 5.60Hz, 1H), 3.1
0 {dd, J=14.40, 9.20Hz, 1H
3, 3.69 - 3.82 {m, 1H), 3.7
7 (s, 3H), 6.73 (s, 1H), 6.

79 (d, J=5.00, 1H), 7.02 (d
. J=8.40Hz. 1H), 7.14 (s, 4
H), 7.27 {d, J=8.00Hz, 1H)
. 7.88 is, 1H), 8.08 {d, 4=
2.40Hz, 1H)

e
L3
N

v
v
~F

(R

(400 MHz, CDGI3) 0.25 - 0
A5 {m, iH), C.44 - 0.54 {

m, 1H), 0.82 - 0.99 (m, 2

H), 0.92 (d, J=6.80Hz, 6H)
, 1.58 - 1.69 {m, 1H), 1.83
- 1.96 (m, tH), 292 - 2.3
2 {m, 2HY, 2.27 (s, 3H), 2.
40 - 2.53 {m. 2H), 2.46 {0
. J=6.80Hz, ZH}, 2.81 (dd,
J=14.40, 5.20Hz, 1H). 3.0
9 (dd, J=14.40, $.20Hz, 1H
3. 3.76 - 3.87 (m. 1H}, 6.7
8 (d. J=8.00Mz, 1H), 4.87

(s, 1H), 7.02 (g, J=8.40Hz,
iH), 7.14 (s, 1H), 7.50 (d
, J=8.40Hz, 1H). 7.78 (s,

1H). 8.08 (d, J=8.80Hz, 1H
H

w
Fel
)

(R}

A-114

{400 MHz, CDCI3) 0.38 - ©
48 (m, 1H). 0.49 - 0.56 {
m, 1H), 0.80 - 0.85 (m. 2
H}, 0.86 (s, 9H). 1.38 (d,
J=5,10Hz, 2H), 1.41 (i, J=
6.50, 1.70Hz. 1H). 1.98 -
2.23 {m, 4H), 2.32 (s, 3H),
2.35 - 2.45 (m, 5H), 2.78
(dd, J=14.80. 5.70Hz2, 1H)
, 3.63 (dd. J=15.00, 8.80H
z, 1H). 3.51 (ddd, J=18.00,
10.10, 7.30Hz, 1H), 3.66
(dt, J=14.70. 6.50Hz, 1H),
7.23 (dd, J=7.50. 2.00Hz,
M), 7.35 (4. J=1.80Hz, 1H
j. 7.96 {s. tH), 8.05 (d, J
=8.20Hz, 1H)

496

A-115

{400 MMz, CDCI3} 0.35 . 0
42 {m, TH), 0.44 - 0.48 {
m, 1H), 6.78 - 081 {m, 11
HY, 1.31 - 1.40 (m, 3H), 1.
81 - 2.22 (m, 4H), 2.27 (s,
3H), 2.31 - 2.48 (m, SM),
2.74 {dd, J=14.18, 5.12Hz
, 1H), 2.95 - 2.05 {m, 1H),
3.45 - 3.54 {m. 1H), 3.80
- 367 (m, 1H), 7.02 (d. J
=8.37Hz, 1H), 7.13 (5. 1H)
. T.78 s, 1H), 8.08 (d, J=
8.37Hz, iH)

501

499
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Ejemplo

Estructura

MS

RMN

M+H | M-

Estereoqui-
mica
de AUX-H

Materiales
0 estero-
quimica

(400 MHz, CDCI3) 031 - 6
38 {m, 1H), 0.40 - 0.48 {
m, 1H), 0.78 - 0.85 {m, 11
H), 1.31 - 1.39 {m, 1H), 1
44 (4, J=6.58Hz, 2H), 2.00
- 2.22 (m, 4H), 2.27 (s, 3

1 H). 2.32 - 2,51 (m, 4H), 2. | 501 499

63 - 2.80 (m, 2H), 2.97 -

3.08 {m, 1H), 3.59 - 3.69

(m, 2H}, 7.02 (d, J=8.37Hz
, THY 713 {s, 1H), 7.80 (
s, 1H), 8.07 {4, J=8.37Hz,
1H)

(8]

(400 MHz, CDCI3) 0.10 - ©
20 {m, 1H), 0.22 - 0.32 {
m, 1H), 0.65 - 9.79 (m, 2
H), 0.92 (d, J=7.20Hz, &H)
, 148 - 1.60 (m, 1H), 1.82
- 1.96 {m. TH), 2.10 - 2.3
8 (m. 28y, 2.21 {s. 3H), 2.
28 (s. 3H), 2.41 - 2.57 {m,
2H), 2.48 {d, J=8.00Hz, 2
H), 2,83 {dd, J=14.00, 5.60
Hz, 1H), 3.08 (dd, J=14.00
. 9.20Hz, 1H), 3.70 - 3.81
{m, 1H), 6.98 - 7.07 (m

3H), 7.14 (s, 1H), 7.23 {d.
J=7.60Hz, 1H), 7.86 (s, 1
H), 8.08 (d, J=8.40Hz, 1H)

S
[
hv)
wn
N

A-116

H,C CH,

(400 MHz, CDCI3} 0.36 -
A1 (m, iH), 0.44 . £.45 (

m, 1H), 0.80 - 0.85 {m, 2

H), 0.87 (s, 9H), 1.32 - 1.
39 (m, 3H), 1.94 - 2.18 (m
. 4H). 2.27 {s, 3H), 2.32 -
2.44 (m, 5H), 2.72 (dd, J
=14.40, 5.60Hz, 1H), 3.00

(dg, J=14.40, 9.60Hz2, 1H),
3.45 - 3,54 {m, 1H), 3.96
- 3.63 (m, 1H). 3.85 (s, 3
H). 7.02 (dd, J=8.40, 1.50
Hz, 1H), 7.14 (d, J=1.204z
L AH), 7.73 (s, 1H), 8.09 {
d. J=B.40Hz, 1H)

i
w
th
o

A-117

(200 MHz, CDCI3) 0.85 (s,
9H), 1.37 (d, J=6.4GHz, 2
H). 2.00 - 2.G7 (m, aH}, 2.
18 (dt, J=20.10, 5.90Hz, 1
Hy, 2.26 (s, 3H), 2.32 - 2.
49 (m, SR}, 2.87 (dd, J=14
4D, 4.50Hz, 1H), 2.02 (dd,
J=15.10. 10.60Hz, 14y, a. | 49! 489
43 - 3.52 (m, 1Hj, 3.5
3.62 (m, 1H). 4.45 (dd, J=
20.00, 12,80Hz, 2H), 6.98
(d, J=8 60Hz, 1H), 7.12 (s,
1H), 7.71 (s, tH). 7.8% id
. J=8.40Hz, 14)

ER
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Ejemplo

Estructura

RMN

Estereoqui-

mica
de AUX-H

Materiales
o estero-
quimica

A-118

(400 MHz, DMSO-d6) 0.39

(s, 2H), 0.78 (dd, J=8.27.
2.10Hz, 2H), 0.85 (dd, J=
6.51, 4.08Hz, 6H), 1.30 (t,
J=6.84Hz, 2H), 1.39 (t, J
=5.29Hz, 1H), 1.48 - 1.55
(m, 1H), 1.82 - 1.87 (m, 2
H), 1.98 - 2.09 (m, 2H), 2.
27 (d, J=6.84Hz, 3H), 2.33
- 2.41 (m, 4H), 2.97 - 3.0
1 (m, 1H), 3.38 - 3.42 (m,
2H), 3.81 - 3.59 (m, 2H),
7.08 - 7.11 (m, 1H), 7.28
(s, 1H), 7.46 - 7.48 (m, 1
H), 9.44 (s, 1H), 12.27 (br
s, 1H)

499

Sin usar
AUX-H

4-0%0-
ciclopentan-
trans-1,2-
dicarboxilato
de dimetilo
como un
materia!

Mezcla de
enantiémero
de A-112y
enantiomero
de A-113

A-119

H,C

(400 MHz, CDCI3) 0.36 - 0
47 (m, 2H), 0.60 - 0.64 (
m, 2H), 0.80 - 0.95 (m. 13
H), 1.32°- 1.3 (m, 3H), 1.
77 - 1.84 (m, 1H), 1.86 -

2.16 (m, 4H), 2.36 - 2.39

(m, 5H), 2.74 (dd, J=14.22
, 5.18Hz, 1H), 3.01 (dd, J

=14.11, 9.70Hz, 1H), 3.47

- 3.52 (m, 1H), 3.64 (s, 1
H), 6.91 (dd, J=8.60, 1.98

Hz, 1H), 7.02 (d, J=1.98Hz
, 1H), 7.82 (s, 1H). 8.03 {
d, J=8.60Hz, 1H)

wr
[ae
-3

525

(R)

A-120

(400 MHz, DMSO-d6) 0.34
- 0.42 (m, 1H), 0.42 - 0.5
4 (m, 1H). 0.7 - 0.86 (m,
13H), 1.13 - 1.22 (m, 2H)
, 1.28 -1.36 (m, 2H), 1.36
- 1.46 (m, 1H), 1.78 - 1.9
7 (m, 2H), 2.11 - 2.23 (m,
2H), 2.23 - 2,29 (m, 3H),
2.29 - 2.42 (m, 2H), 2.61
- 2.88 (m, 3H). 3.40 - 3.4
7 (m, 1H), 3.47 - 3.59 (m.
1H), 7.07 (d, J=52.34Hz,

1H), 7.27 (brs, 1H), 7.42 (
d, J=40.01Hz, 1H), 9.42 (b
rs, 1H), 12.63 (brs, 1H)

515

A-121

(400 MHz, DMSO-d6) 0.3
3 - 044 (m, 1H), 0.44 - 0.
55 (m, 1H), 0.71 - 0.86 (m
. A1H), 1.42 - 1.24 (m, 2H
), 1.27 - 1.35 (m, 2H), 1.3
5 - 1.47 (m, 1H), 1.80 - 1.
95 (m, 4H), 2.12 - 2.22 (m
, 2H), 2.22 - 2.30 (m, 3H),
2.29 - 2.44 (m, 3H), 2.62
- 2.89 (m, 2H), 3.38 - 36
3 (m, 2H), 6.87 - 6.98 (m,
1H), 7.00 - 7.08 (m, 1H),
7.53 - 7.66 (m, 1H), 9.66
(brs, 1H}

499

497

YL
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Ejemplo

Estructura

RMN

MS

M+H

Estereoqui-
mica
de AUX-H

Materiales
o estero-
quimica

A-122

(400 MH2, DMSO-d6) 0.71
- 0.85 (m. SH), 1.12 - 1.2
2 (m, 2H), 1.29 - 1.38 (m,
2H), 1.84 - 2.02 (m. 4H),
2.14 - 2.24 (m, 2H), 2.24
- 2.30 (m, 3H), 2.37 - 2.4
8 (m, 3H), 2.75 - 2.88 (m,
2H), 3.40 - 3.51 (m, 1H),
3.62 - 3.79 (m, 1H), 7.06
- 7.14 (m, 1H), 7.29 (brs,
iH), 7.40 - 7.48 (m, 1H),
9.53 (brs, 1H), 12.13 (brs
)

543

541

A-123

(400 MHz, CDCI3) 0.85 (s,
9H), 1.37 (d, J=6.30Hz, 2
H). 2.01 - 2.21 (m, 4H), 2.
26 (s, 3H), 2.31 - 2.50 (m,
5H), 2.76 (dd, J=15.10, 5.
30Hz, 1H), 2.96 (dd, J=14.
07, 8.80Mz, 1H), 3.48 - 3.
62 (m, 2H), 6.66 (1, J=54.7
OHz. 1H), 7.01 (d, J=8.80H
z, 1H), 7.13 (s, 1H), 7.61

(s, 1H), 8.07 (d, J=B.10Hz,
TH)

St

509

(R)

A-124

HC_CH,

(400 MHz, CDCI3) 0.50 - 0
51 (m, 1H). 0.83 - 0.85 (
m, 1H), 0.87 (s, 9H), 0.96
- 0.98 (m, 2H), 1.46 - 1.5
1 (m, 3H), 2.12 - 2.14 {m,
2H), 2.21 - 2.45 (m, 8H),
2.58 - 2.68 (m, 2H), 2.80
(dd, J=13.56, 4.74Hz, 1H)
. 3.00 - 3.06 (m, 1), 3.56
- 3.67 (m, 1H), 4.75 - 4.7
9 (m, 1H), 6.79 (t, J=10.37
Hz, 2H), 7.76 {t, J=8.16Hz,
1H), 8.08 (s, 1H)

485

(400 MHz, CDCI3) 0.29 - 0
.40 (m, 1H), 0.60 - 0.70 (
m, 1H), 0.75 - 0.92 (m, 2
H), 0.98 (s, SH), 1.48 - 1.
58 (m, 2H), 1.63 - 1.73 (m
, 1H), 2.08 - 2.32 (m, 2H),
2.26 (s, 3H), 2.32 - 2.49
(m. 2H), 2,59 - 2.70 (m, 2
H), 2.85 (dd, J=14.00, 4.80
Hz, 1H), 3.12 (dd, J=14.00
. 10.00Hz, 1H), 3.58 - 3.6
8 (m, 1H), 7.00 (d, J=8.40
Hz, 1H), 7.11 (s, 1H), 7.2¢
(d, J=8.40Hz, 2H), 7.38 (
d, J=8.40Hz, 2H), 7.75 (s,
1H), 7.97 {d, J=8.40Hz, 1H
)

537

12
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Ejemplo

Estructura

RMN

Estereoqui-
mica
de AUX-H

Materiales
0 estero-
quimica

c-9

(400 MHz, CDCI3) 0.30 - 0
.39 (m, 1H), 0.60 - 0.69 (
m, 1H), 0.74 - 0.98 (m, 2

H), 0.93 (s. OH), 1.64 - 1.
75 (m, 1H), 2.1 - 2.31 (m
. 2H), 2.26 (s, 3H), 2.32 -
2.49 (m, 2H), 2.57 (s, 2H
), 2.86 (dd, J=13.60, 4.80H
2, 1H), 3.12 (dd, J=13.60,

10.00Hz, 1H), 3.58 - 3.70

(m, 1H), 7.00 (d, J=8.00Hz
, 1H), 7.11 (s, 1H), 7.23 (
d, J=8.00Hz, 2H), 7.38 (d,
J=8.00Hz, 2H), 7.76 (s, 1
H), 7.97 (d, J=8.00Hz, iH)

(R}

A-125

CH,

(400 MHz, DMSO-d6) 0.41

- 0.55 (m, 1H), 0.74 - 0.8
6 (m, 11H), 0.86 - 0.95 (m
., 2H), 1.16 - 1.25 (m, 2H),
1.35 - 1.43 (m. 2H), 1.47
- 1.61 (m, 1H), 1.82 - 1.9
6 {m, 2H), 2.00 - 2.19 (m,
5H), 2.19 - 2.30 (m, 3H),
2.56 - 2.85 (m, 4H), 4.79
- 4.97 (m, 1H), 7.02 - 7.1
2 (m, iH), 7.22 - 7.28 (m,
1H), 7.32 - 7.39 (m, 1H),
9.20 - 9.40 (m, TH), 11.8
6 - 12.09 (m, 1H)

A-126

(400 MHz, DMS0-d6) 0.72

- 0.84 (m, 11H), 1.16 - 1.
28 (m, 2H), 1.35 - 1.43 (m
. 2H), 1.87 - 2.01 (m, 2H),
2.01 - 2.12 (m, 1H), 2.18
- 2.37 (m, 5H), 2.55 . 2.7
3 (m, 2H), 2.73 - 2.98 (m,
2H), 3.42 - 3.55 (m, 1H),
4.80 - 5.00 (m, 1H), 7.03
- 7.10 (m, 1H), 7.23 - 7.2
8 (m, tH), 7.32 - 7.42 (m.
1H), 9.38 - 9.54 (m, 1H),
12.05 (brs, 1H)

A-127

(400 MHz, DMSO-d6) 0.
2 - 0.56 (m, 1H), 0.73 -
83 (m, 13H), 0.88 - 0.97
m, 1H), 1.14 - 1.26 (m, 2

H), 1.34 - 1.41 (m, 2H), 1.
50 - 1.861 (m, 2H), 1.77 -

1.92 (m, 1H), 1.96 - 2.09

(m, 1H), 2.09 - 2.18 (m, 2
H), 2.18 - 2.26 (m, 3K}, 2.
55 - 2.81 (m, 5H), 4.78 -

4.93 (m, 1H)}, 6.83 - 6.94

(m, 1H), 6.94 - 7.03 (m, 1
H), 7.44 - 7.80 (m, 1H), 9.
49 (brs, 1H), 11.98 (brs, 1
H) :

4
0.
(

MS
M+H | M-H
523 521
515 513
543 341
499 497

(R}




10

15

20

Fig. 38

352

Ejemplo

Estructura

RMN

M+H

mica
de AUX-H

Estereoqui- Materiales

o estero-
quimica

A-128

(400 MHz, CDCI3) 0.85 (s,
9H), 1.35 (d, J=6.30Hz, 2
H), 1.97 - 2.14 (m, 4H), 2.
26 (s, 3H), 2.33 (t, J=7.40
Hz, 2H), 2.37 - 2.48 (m, 3
H), 2.72 (dd, J=15.00, 5.90
Hz, 1H), 2.84 (dd, J=14.90
, 8.60Hz, 1H), 3.52 - 3.65

(m, 2H), 6.83 (d, J=5.80H
z, 1H), 6.85 (s, 1H), 7.53

(s, 1H), 7.99 (1, J=8.10Hz,
1H)

513

511

(R)

A-129

wgon o o B

(400 MHz, CDCI3) 0.86 (s,
9H), 1.37 (d, J=6.00Hz, 2
H), 2.00 - 2.20 {m, 4H), 2.
13 (s, 3H), 2.25 (s, 3H), 2
37 - 2.48 (m, 5H), 2.71 (
dd, J=14.20, 6.00Hz, 1H),

2.95 (dd, J=14.20, 9.10Hz,
1H), 3.56 - 3.68 (m, 2H).
.87 (s, 1H), 6.88 (d, J=8
.80Hz, 1H), 7.13 (s, 1H), 7
48 (d, J=8.80Hz, 1H)

509

(R}

A-130

H
H,C CH, o o _N
HC N
3 N i

O

(400 MHz, CDCI3) 0.35 - 0
41 (m, 1H), 0.44 - 0.50 {
m, 1H), 0.80 - 0.84 (m, 2

H). 0.85 (s, 9H), 1.37 (d,

J=5.80Hz, 2H), 1.93 - 2.21
(m, 4H), 2.30 - 2.44 (m,

5H), 2.74 (dd, J=14.20, 5.3
OHz, 1H), 2.98 {dd, J=14.4
0, 9.30Hz, 1H), 3.49 (ddd,
J=18.40, 9.80, 6,30Hz, 1H
), 3.64 (ddd, J=14.30, 7.00
. 5.60Hz, 1H), 6.97 - 7.09
(m, 3H), 7.72 (s, 1H), 8.1
7 (1, J=7.70Hz, 1H)

471

469

(R)

15
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Ejemplo

' Estructura

RMN

MS

M+H

M-H

Estereoqui-|
mica
de AUX-H

Materiales
o estero-
quimica

A-131

CH,

(400 MHz, DMSO-d8) 0.80
- 0.82 {m, 9H), 1.34 - 1.4
§ (m, 2H), 1.81 - 2.02 (m,
2H), 2.02 - 2.17 (m, 2H),
2.17 - 2.38 (m, 6H), 2.59
- 2,76 (m, 2H), 2.76 - 2.9
4 (m, 2H), 3.39 - 3.55 (m,
1H), 4.80 - 5.01 (m, 1H),
7.02 - 713 (m, 1H), 7.21
- 730 (m, 1H), 7.32 - 7.4
1 (m, 1H), 9.32 - 9.54 (m,
tH), 11.82 - 12.23 (m, 1

)

529

(R)

A-132

(400 MHz, DMSO-d6) 0.8
0 - 0.89 (m, 9H), 1.84 - 1.
98 {m, 2H), 2.03 - 2,15 (m
, 2H), 2.18 - 2.34 (m, 6H),
2.58 - 2.68 (m, 2H), 2.79
- 2.86 {m, 2H), 3.36 - 3.5
G (m, 3H), 4.83 - 4.94 (m,
1H), 6.84 - 6.93 (m, 1H),
6.97 - 7.05 (m, 1H), 7.36
- 7.65 {m, 1H), 9.45 - 9.7
3 (m, 1H), 11.94 - 12.15 (
m, 1H)

511

(R)

A-133

(400 MHz, CDCI3) 0.85 (s,
9H), 1.36 (d, J=6.00Hz, 2
H), 1.86 (t, J=18.50Hz, 3H
Y 1.97 - 2.17 (m, 4H), 2.2
6 (s, 3H), 2.34 - 2.46 (m,
5H), 2.71 (dd, J=14.70, 5.3
OHz, 1H), 3.00 (dd, J=14.0
7. 8.10Hz, 1H), 3.50 - 3.6
0 (m, 2H), 7.00 (d, J=7.90
Hz, 1H), 7.13 (s, 1H), 7.58
(brs, 1H), 8.06 (d, J=8.60
Hz, 1H)

(R)
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Ejemplo

Estructura

RMN

MS

M+H

Estereoqui-
mica
de AUX-H

Materiales
o estero-
quimica

A-134

(400 MHz, CDCI3) 0.85 (s,

9H), 1.36 (d, J=5.30Hz, 2
H). 1.87 (1, J=18.50Hz, 3H
), 1.87 - 2.16 (m, 4H), 2.2
7 (s, 3H), 2.34 - 2.48 (m,
5H), 2.71 (dd, J=14.80, 5.2
OHz, 1H), 2.97 (dd, J=14.7
0, 8.50Hz, 1H), 3.50 - 3.6
1 (m, 2H), .83 - 6.87 (m,
2H), 7.38 (brs, 1H), 7.98
(t, J=8.50Hz, 1H)

509

A-135

H.C GH,
HC

(400 MHz, CDCI3) 0.37 - 0
.49 (m, 2H), 0.81 - 0.87 (
m, 2H), 0.81 (s, 9H), 1.31

- 1.36 (m, 1H), 1.38 (d, J
=7.50Hz, 2H), 2.02 - 2.15

(m, 7HY, 2.37 - 2.42 (m, 5
H), 2.75 (dd, J=14.34, 5.07
Hz, 1H), 3.02 (dd, J=14.34
. 8.48Hz, 1H), 3.45 - 3.52
(m, 1H), 3.62 - 3.63 (m,

1H), 7.12 (d, J=7.50Hz, 1H
3, 7.86 (s, 1H), 8.03 (d, J

=11.47Hz, 1H)

519

517

(R)

A-136

HC, CH,

O~
Hsc{_fo_ q {4
A

(400 MMz, CDCI3) 0.85 (s
, 9H), 1.38 (d, J=6.40Hz,
2H), 2.04 - 2.12 (m, 4H),
2.28 (s, 3H), 2.37 - 2.48 (
m, 5H), 2.78 (dd, J=15.00,
5.51Hz, 1H), 2.95 (dd, J=
14.89, 9.15Hz, 1H), 3.55 -
3.59 (m, 2H), 6.71 (t, J=5
6.59Hz, 1M}, 6.83 - 6.87 (
m, 2H), 7.56 (brs, 1H), 7.8
8 (1, J=8.38Hz, 1H)

(R}

I
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Ejemplo

Estructura

MS

RMN

M+H

M-H

Estereoqui-
mica
de AUX-H

Materiales

o estero-
quimica

A-137

(400 MHz, CDCI3) 0.85 (s,
9H), 1.03 - 1.07 (m, 2H),
1.34 - 1.40 (m, 2H), 1.92
- 2.02 (m, 2H), 2.05 - 2.2
0 {m, 3H),.2.26 (s, 3H), 2.

34 - 2.45 (m, 4H), 2.76 (d

d, J=15.10, 5.30Hz, 1H), 2
.97 (dd, J=15.20, 8.50Hz,
1H), 3.48 - 3.61 (m, 2H).

6.67 (1, J=54.50Hz, 1H), 7.

01 (d, J=8.40Hz, 1H), 7.13
(s, 1H), 7.62 (s, 1H), 8.0
7 (d, J=8.40Hz, 1H)

525

(R)

A-138

(400 MHz, CDCI3) 0.85 (s,
9H), 1.03 - 1.07 (m, 2H),
1.34 - 1.40 (m, 2H), 1.93
- 2.22 (m, 5H), 2.27 (s, 3
H), 2.36 - 2.46 (m, 4H), 2.
75 (dd, J=14.90, 5.60Hz, 1
H), 2.93 (dd, J=15.08, 9.00
Hz, 1H), 3.49 - 3.63 (m, 2
H), 6.87 (t, J=54 60Hz, 1H
), 6.77 (s, 1H), 6.86 (d, J
=16.70Hz, 1H), 7.41 (s, 1H
), 8.00 (t, J=8.30Hz, 1H)

509

(R}
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Fig. 42
in vitro EC50{(uM)
Ejemplo LUC

Humano Ratoén

A-1 0.024 0.024
A-2 0.053 0.042
A-3 0.055 0.051
A-4 0.058 0.044
A-5 0.13 0.11
A~6 0.25 0.14
A-7 0.064 . 0.041
A-8 0.33 0.20
A-9 0.39 0.23
A-10 0.033 0.025
A-11 0.029 0.032
A-12 0.094 0.060
A-13 0.018 0.016
A-14 0.088 0.067
A-15 0.32 0.41
A-16 0.055 0.040
A-17 0.064 0.054
A-18 0.072 0.046
A-19 0.037 0.018
A-20 0.020 0.039
A-21 ©0.034 0.049
A-22 0.088 0.096
A-23 0.079 0.064
A-24 0.020 0.032
A-25 0.098 0.054
A-26 0.065 0.039
A-27 0.094 0.098
A-28 0.097 0.050

356
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Fig. 43
in vitro EC50{uM)
Ejemplo LuC

Humano Ratén
A-29 0.060 0.030
A-30 0.16 0.097
A-31 0.26 0.21
A-32 0.046 0.042
A-33 0.78 0.72
A-34 >3.2 0.48
A-35 1.8 1.1
A-36 0.063 0.039
A-37 0.10 0.076
A-38 0.26 0.083
A-39 0.021 0.036
A-40 0.23 0.095
A-41 >3.2 2.0
A~42 0.25 0.098
A-43 0.088 0.057
A-44 0.12 0.12
A-45 0.42 0.14
A-46 0.092 0.087
A-47 0.27 0.12
A-48 0.064 0.049
A-49 1.2 0.23
A-50 0.17 0.12
A-51 0.11 0.069
A-52 0.54 0.53
A-53 0.033 0.037
A-54 0.065 0.086
A-55 0.063 0.094
A-56 0.092 0.056
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Fig. 44
in vitro EC50{uM)
Ejemplo LUC
Humano Ratén
A-5T7 0.044 0.028
A-58 0.024 0.034
A-59 0.029 0.034
A-60 0.024 0.040
A-61 0.96 0.95
A-62 0.081 0.080
A-63 0.21 0.056
A-64 6.077 0.027
A-65 0.11 0.15
A-66 0.053 0.036
A-67 0.043 0.026
A-68 0.077 0.055
A-69 0.17 0.13
A-T70 0.10 0.076
A-T1 0.39 0.14
A-T2 0.058 0.049
A-T73 0.66 0.18
A-T4 1.1 0.50
A-T5 0.027 0.039
A-76 0.045 0.043
A-T1 0.057 0.031
A-T8 0.030 0.0186
A-T9 0.041 0.050
A-80 0.16 0.13
A-81 1.1 0.84
A-82 0.071 0.065
A-83 0.53 0.19
B-1 0.025 0.037

358
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Fig. 45

in vitro EC50(uM)
Ejemplo LUC
Humano Ratén
5 B-2 0.087 014
A-84 0.052 0.040
A-85 0.029 0.047

10




10

15

20

Fig. 46
in vitro EC50( M)
Ejemplo LUC

Humano Ratén

A-86 0.089 0.089
A-87 0.60 0.71
A-88 (;32'5) 2.9
A-89 0.65 0.12
B-3 0.048 0.060
B-4 0.32 0.34
C-1 0.044 0.032
c-2 0.27 0.26
D-1 0.073 0.052
D-2 0.21 0.31
A-30 0.026 0.032
A-91 0.017 0.026

A-93 0.024 0.024
A-94 0.018 0.011
D-3 0.091 0.056
P-4 0.22 0.18
C-3 0.68 0.11
C-4 0.12 0.24
A-95 0.035 0.026
A-96 0.021° 0.028
A-97 0.029 0.047
A-98 0.39 0.50
A-99 0.019 0.026
A-100 0.029 0.042

360
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Fig. 47
in vitro EC50( 2 M)
Ejemplo LUC

Humano Ratén
A-101 0.017 0.025
A-102 0.027 0.037
D-5 0.032 0.022
D-6 0.21 0.39
A-103 0.022 0.048
A-104 (7>9§s) (8>28%)
A-105 3.2 0.92
A-106 (8>28%) <9>28%)
A-107 0.10 0.054
A-108 0.17 0.16
j—ms 0.13 0.12
A-110 0.065 0.045
A-111 0.022 0.031
A-112 (6>;%) 1.9
A-113 0.076 0.1
c-5 5.8 1.6
C-6 0.23 0.078
A-114 0.021 0.025
A-115 1.2 0.36
B-5 2.4 0.40
c-1 2.0 0.82
A-116 0.024 0.018
A-117 0.067 0.040
A-118 0.48 0.19
A-119 0.061 0.072
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. in vitro EC50( x M)

Ejemplo 0
Humano Ratén

A-120 0.014 0.022
A-121 0.011 0.017
A-122 0.028 0.030
A-123 0.024 0.020
A-124 0.019 0.022

C-8 0.25 0.059

C-9 0.020 0.019
A-125 0.0099 0.017
A-126 0.014 0.018
A-127 0.013 0.021
A-128 0.11 0.046
A-129 0.051 0.038
A-130 - 0.019 0.014
A-131 0.022 0.021
A-132 0.053 0.030
A-133 no ensayado no ensayado
A-134 no ensayado no ensayado
A-135 no ensayado no ensayado
A-136 no ensayado no ensayado
A-137 no ensayado no ensayado
A-138 no ensayado no ensayado
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DESCRIPTION

AMIDE COMPOUND AND PHARMACEUTICAL APPLICATION THEREFOR

Technical Field
[0001]

The present invention relates to amide compounds and
medicinal use thereof.

In particular, the present invention relates to
compounds which can inhibit retinoid-related orphan
receptor gamma (RORy), thereby the differentiation and

activation of T helper 17 (Thl7) cells can be inhibited,

and the ‘production of interleukin-17 (IL-17) <can be
inhibited.
Specifically, the present invention relates to

compounds for preventing or treating a disease related to
Thl7 cells, for example, autoimmune .disease such as
rheumatoid arthritis, psoriasis, inflammatory bowel disease
such as Crohn's disease and ulcerative colitis, multiple
sclerosis, systemic lupus erythematosus (SLE), ankylosing
spondylitis, uveitis, polymyalgia rheumatica, and type I
diabetes; allergic disease such as asthma; dry eye;
fibrosis such as pulmonary fibrosis and primary biliary
cirrhosis; and metabolic disease such as diabetes .and

medicinal use thereof.

B8
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Background Art
[0002]

RORy is a nuclear receptor which is important for the
differentiation and activation of Thl7 cells. RORyt is
also known as a splice variant of RORYy. RORy and RORyt
differ only in their N-terminal domains, and share the same
liéand—binding domain and DNA-binding domain. © It is
reported that RORy 1s expressed in other tissues besides
Thl7 cells. By inhibiting RORy, the differentiation and
activation of Thl7 cells can be inhibited. IL-17 produced
in Thl7 cells is involved in the induction of a varie;y of
chemokines, cytokines, metalloproteases and other
inflammatory mediators, and the migration of ‘neutrophil,
hence, the inhibition of IL-17 may lead to the inhibition
of such induction and migration. RORy in adipose tissues
is related to the regulation of adipogenesis, and Dby
inhibiting RORy, insulin resistance can be improved.

Tt is known that Thl7 cells are involved in autoimmune
disease such as rheumatoid arthritis, psoriasis,
inflammatory bowel disease such as Crohn's disease and
ulcerative colitis, multiple sclerosis, systemic lupus
erythematosus, ankylosing spondylitis, uveitis, polymyalgia
rheumatica, and type I diabetes; allergic disease; dry evye;

and fibrosis such as pulmonary fibrosis and primary biliary
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CLAIMS
1. A compound of formula [I-W]:
dt . d2
o R R
| | d2 o a3
G?\ ‘Gd O N Y \ / R
a a :
d5 d4
R G\ \Gb’ Gc Yd1 LE | R R
b/ ct n c2 l
R ( nYc O\Rc
[-W] O
wherein
(;{'(Bd /N::N
___(;a : —N ‘
. bjac e
G ~
) - or |
1s ’ ;
R® is

(1) Cs.i» alkyl group which may be substituted with the

same or different 1 to 5 substituents selected from Group A,

or

Y@

(2) - wherein
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- Y? is
(1) single bond, or
(ii) Ci.¢ alkylene group,
cyclic moiety U is
(1) Cs.7 cycloalkyl group which may be substituted with

the same or different 1 to 5 substituents selected £from
Group A,

(11) Cs.11 spirocyclic cycloalkyl group which. may be
substituted with the same or different 1 to 5 substituents
selected from Group A, of

(1i1) Cs-10 aryl group which may be substituted with the
same or different 1 to 5 substituents selected from Group
A;

R® is a group selected from the following (1) to (3):
(1) Ci3 alkyl group which may be substituted with the same
or different 1 to 5 substituents selected from Group A,
(2) Cy.3 alkenyl group which ﬁay be substituted with the
same oxr different 1 to 5 substituents selected from Group A,
(3) Ci-4 cycloalkyl group which may be substituted with the

same or different 1 to 5 substituents selected from Group

R¢ is
(1) hydrogen atom, or
(2) Ci6 alkyl group;

Y® is a group selected from the following (1) to (7):
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(1) éingle bond,
(2) Ci.¢ alkylene group which may be substituted with the
same or different 1 to 5 substituents selected from Group A,
(3) _NR'- wherein R is hydrogen atom or C;.¢ alkyl group,
(4) -0O-,
(5) Ci.10 cycloalkylene group which may be substituted with
the same or different ‘1 to 5 substituents selected from
Group A,
(6) Cg.10 arylene group which may be substituted with the
same or different 1 to 5 substituents selected from Group A,
(7) monocyclic heteroaromatic group which may be
substituted with the same or different 1 to 5 substituents
selected from Group A wherein the monocyclic heteroaromatic
ring consists of carbon atoms and the same or different 1
to 4 hetero atoms selected from nitrogen atom, oxygen atom
and sulfur atom, and is 3 to 7-membered;

Y is
(1) single bond, or
(2) Ci.¢ alkylene group which may be substituted with the
same or different 1 to 5 substituents selected from Group
A; or alternativély

both Y° and Y* may be methine and be linked each other
directly or via C;.;, alkylene group to form C;.;, cycloalkyl
ring;

v ig
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(15 single bond, or
(2) Ci.¢ alkylene group;

R¥, R®, rR®, rR¥, and R®® are the same or different
group selected from the.following (1) to (7):
(1) hydrogen atom |
(2) halogen atom,
(3) Ci.¢ alkyl group which may be substituted with the same
or'diffefent 1 to 5 substitugnts selécted.from Group A,
(4) -OR*? wherein R™° is hydrogen atom or CLG alkyl group
which may be substituted with the same or different 1 to 5
substituents selected from Group.A,
(5) -COOR%! wherein R is hydrogen atom or C;.¢ alkyl
group,
(6) Cs.9 cycloalkyl group which may be substituted with the
same or different 1 to 5 substituents selected from Group A,
(7) cyano group, of alternatively

R* and R%¥, or R®¥ and R® can be taken together to
form a Cg.10 aryl ring fused to the benzene ring to which
they are all attached wherein the C4.10 aryliring may be
substituted with the same or different 1 to 4 substituents
selected from Group A;

R® is
(1) Thydrogen atbm, or
(2) . Ci.3 alkyl group, or alternatively

R® and R“y or R® and R® can be taken together to form

&
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Ci.4 alkylene;

n* is an integer selected from 0 or 1 to 4,

n® is an integer selected from 0 or 1 to 3,
n? is an integer selected from 0 or 1 to 3,
5 Group A 1is
(a) Ci-¢ alkyl group,
(b) halogen atom, and

(c) -OR™ wherein RM is hydrogen atom or C,.¢ alkyl group,

or a pharmaceutically acceptable salt thereof.

10
2. The compound of formula [I-W] according to claim
1:
d1 d2
e R R
| d d3
G g 0. N—Y% R
R—G@G? : ds d4
N \Gbl GC Yd1 ) n d R R
b c1 c2
R ( nYc { CL\RC
[1-W] O
wherein
e
- d
6 ¢ |
a X e
—G_ G°
\Gb, \
‘ or
15 / is ‘ ;

R® is
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(1) Cs.12 alkyl group which may be substituted with the

same or different 1 to 5 substituents selected from Group A,

or
Y@
(2) \ wherein
Y® is
(1) single bond, or

(ii) Ci.¢ alkylene group,
cyclic moiety U is

(1) C}7.cycloalkyl group which may be substituted with
the same or different 1 to 5 substituenté selected from
Group A, or

(i1) Cs.11 spirocyclic cycloalkyl group which may be
substituted with the same or different 1 to 5 substituents
selected from Group A;

R® is a group selected from the following (1) to (3):

(1) Ci.3 alkyl group whicﬁ may be substituted with the same
or different 1 to 5 substituents selected from Group A,
(2) C,.3 alkenyl group which may be substituted with the
same or different 1 to 5 substituents selected from Group A,
(3) Ci.7 cycloalkyl group which may be substituted with the

same or different 1 to 5 substituents selected from Group
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(1) hydrogen atom, or
(2) Ci.6 alkyl group;

Y is a groﬁp selected from thé following (1) to (7):
(1) single bond,
(2) Ci.¢ alkylene group which may be substituted with the
same or different 1 to 5 substituents selected from Group A,
(3) -NR®- wherein R®* is hydrogen atom or Ci.¢ alkyl group,
(4) -0-,
(5) Cs-10 cycloalk?lene group Which may be substituted with
the same or different 1 to 5 substituents selected from
Group A,
(6) Cg.10 arylene group which may be substituted with the
same Or differeﬁt 1 to 5 substituents selected from Group A,
(7) monocyclic heteroaromatic group which may be
substituted with the same or different 1 to 5 substituents
selected from Group A wherein the monocyclic heterocaromatic
ring consists of carbon atoms and the same or different 1
to 4 hetero atoms selected from nitrogen atom, oxygen atom
and sulfur atom, and is 3 to 7-membered;

v is
(1) single bond, or
(2) Ci.¢ alkylene group which may be subsﬁifuted with the

same or different 1 to 5 substituents selected from Group

v% ig
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(1) single bond, or
(2) Ci.¢ alkylene group;

R, R%¥, R¥®, R*, and R®® are the same or different
group selécted from the following (i) to (4):
(1) hydrogen atom
(2) halogen atom,‘
(3) Ci.¢ alkyl group which may be substituted with the same
or different 1 to 5 substituents selected from Group A,
(4) -OR*° wherein R*° is hydrogen atom or C;-¢ alkyl group
which may be substituted with the same or different 1 to 5
substituents selected from Group A, or alternatively

R¥ and R*®, or R*® and R® can be taken together to
form a Cg.10 aryl ring fused to the benzene ring to which
they are all attached wherein the Ce.i0 aryl ring may be
substituted with the same or different 1 to 4 substituents
selected from Group A;,

n° is an integer selected from 0 or 1 to 3,

n°® is an integer selected from 0 or 1 to 3,

n® is an integer selected from 0 or 1 to 3,
R® is hydrogen atom,
Group A 1is

(a) Ci-¢ alkyl group,

(b) halogen atom, and

(c) -OR™ wherein R is hydrogen atom or C;.¢ alkyl group,

or a pharmacéutically acceptable salt thereof.

a7
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3. The compound of formula [II] according to claim
1:
Rd‘l 'RdZ
(e

Ydij:n" RdS Rd4

[l
wherein each symbol is as defined in claim 1,

or a pharmaceutically acceptable salt thereof.

4. The compound of formula [III] according to claim

[

wherein each symbol is as defined in claim 1,

or a pharmaceutically acceptable salt thereof.

5. The compound of formula [IV] according to claim 4:
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d3

Rd4

(vl

wherein R*' is C;.¢ alkyl group, and the other symbols are
as defined in claim 1,

or a pharmaceutically acceptable salt thereof.

6. The compound of formula [V] according to claim 1:
. Rd1 Rdz
H
N=— o} N—YdZ—QR“
/N
R*—N P Vi) e RY R4
¢ Gt
0

[vi

wherein each symbol is as defined in claim 1,

or a pharmaceutically acceptable salt thereof.

7. The compound according to any one of claims 1 to
6 wherein:

R® is C;.;, cycloalkyl group which may be substituted
with the same or different 1 to 5 substituents selected
from Group A,

or a pharmaceutically acceptable salt thereof.
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8. The compound according to any one of claims 1 to
7 wherein:
R® is cyclopropyl group,

or a pharmaceutically acceptable salt thereof.

9. The compound according to any one of claims 1 to
8 wherein:

the cyclic moiety U is Cjz.; cycloalkyl group which may
be substituted with the same or different 1 to 5
substituents selected from Group A,

or a pharmaceutically acceptable salt thereof.

10. The compound according to any one of claims 1 to
9 wherein:

the cyclic moiety U is cyclobutyl group which may be
substituted with the same or different 1 to 5 suﬁstituents
selected from Group A,

or a pharmaceutically acceptable salt thereof.

11. The compound according to claim 1 or 2 which 1is
selected from the group consisting of the following

formulas or a pharmaceutically acceptable salt thereof:
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CH CH,
O H * CH3 O‘N o] H
O-,\\] , H,C 9
CH
N\ CH, 3
OH oH
0 )
b CH,
H,C O-N O~ N
\ |
H,C CH,
OH
0]
. C}“f3 H CH3
H,C CH, o~y © H\Ej H;3C o-y O N [ N
|
U \ P
HC CH, HC CH,
OH OH
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12. The compound according to claim 1 or 2 which is
selected from the group consisting of the following

formulas or a pharmaceutically acceptable salt thereof:

5
13. A pharmaceutical composition comprising the
compound according to any one of claims 1 to 12 or a
10 pharmaceutically acceptable salt thereof, and a

pharmaceutically acceptable carrier.
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14. A RORy antagonist comprising the  compound
according to any one of c¢laims 1 to 12 or a

pharmaceutically acceptable salt thereof.

15. - A medicament for treating or preventing a disease
selected from the group consisting of autoimmune disease,
allergic disease, and metabolic disease, comprising the
compound according to any one of claims 1 to 12 or a

pharmaceutically acceptable salt thereof.

16. A medicament for treating or preventing a disease
selected from the group consisting of autoimmune disease
and allergic disease, comprising the compound according to
any one of claims 1 to 12 or a pharmaceutically acceptable

salt thereof.

17. The medicament according to c¢laim 15 or 16
wherein the autoimmune disease is selected from the group
consisting of rheumatoid arthritis, psoriasis, inflammatory
bowel disease, multiple sclerosis, systemic lupus
erythematosus, ankylosing spondylitis, uveitis, polymyalgia

rheumatica, and type I diabetes.

18. The medicament according to claim 15 wherein the

metabolic disease is diabetes.

105



10

15

20

25

335

19. A method of inhibiting ‘RORy in a mammal,
comprising administering to said mammal a‘therapeutically
effective amount of the compound according to any one of
claims 1 to 12 or a pharmaceutically acceptable salt

thereof.

20. A method of treating or preventing a disease in a
mammal selected from the group consisting of autoimmune
disease, allergic disease, and metabolic disease,
comprising administering to said mammél a therapeutically
effective amount of the compound according to any one of
claims 1 to 12 or a pharmaceutically acceptable salt

thereof.

21. A method of treating or preventing a disease in a
mammal selected fronlvthe group consisting of .autoimmune
disease and allergic disease, comprising administering to
said mammal a therapeutically effective amount ~of the
compound according to any one of claims 1 to 12 or a

pharmaceutically acceptable salt thereof.

22. The method according to claim 20 or 21 wherein
the autoimmune disease is selected from the group
consisting of rheumatoid arthritis, psoriasis, inflammatory

bowel disease, multiple sclerosis, systemic lupus
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erythematosus, ankylosing spondylitis, uveitis, polymyalgia

rheumatica, and type I diabetes.

23. The method according to claim 20 wherein the

metabolic disease is diabetes.
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ABSTRACT

A compound of formula [I-W]:

Re
N— Y2

e o
G-g* j
a a \ :
R*G“Gb' GCW/YM ynd RY

: (Wnet a0 0
R L\)\\Yc \ch

[-W] O

wherein each symbol is as defined in the description,

or a pharmaceutically acceptable salt thereof.
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Example

Structure

NMR

MS

Stereochemistry

M-H

of AUX-H

HC

CH,

(400 MHz, CDCI3) 0.36 - 0.55
(m, 2H), 0.76 - 0.82 {m, 2H),

‘| 0.86 (d, J=6.68Hz, 8H), 1.29 -
1.45 (m, 3H), 1.47 - 1.61 (m,
1H), 1.85 - 2.05 (m, 2H), 2.08

(s, 3H), 2.25 (s, 3H), 2.28 -

2.43 (m, 3H), 2.71 (dd,
J=15.20, 8.40Hz, 1H), 2.87
(dd, J=15.20, 4.40Hz, 1H),
2.97 (dd, J=14.00, 4.80Hz,
1H), 3.06 (dd, J=14.00,
8.20Hz, 1H), 3.41 - 3.57 {m,
1H), 3.89 - 4.02 (m, 1H), 6.90
- 6.99 (m, 2H), 7.49 (dd,
J=8.40, 2.40Hz, tH), 7.81
{brs, 1H)

451

(8)

1H,C

CH,

{400 MHz, DMSO-d6) 0.80 -
0.88 (m. 1H). 0.95 (d,
J=6.45Hz, 7H), 1.10 (d,
J=7.25Hz, 2H), 1.90 (s, 1H),
2.00 - 2.08 (m, 1H), 2.12 (d,
J=2.42Hz, 3H), 2.24 (s, 3H),
2.77 (d, J=6.85Hz, 2H), 2.99
(d, J=3.63Hz, 3H), 3.40 - 3.80
(m, 7H), B.79 (s, 1H), 6.98 (d,
J=10.07Hz, 1H), 7.03 (s, TH),
7.26 (s, 1H), 9.69 (s, 1H)

467

465

(R)

H,C

)

(400 MHz, DMSO-d6) 0.47 (1,
J=4.43Hz, 2H), 0.77 - 0.82 {m,
2H), 0.85 (q, J=3.48Hz, 6H),
1.30 (t, J=6.85Hz, 2H), 1.45
{t, J=5.64Hz, 1H), 1.51 (dd,
J=13.30, 6.85Hz, 1RH), 1.82 (1,
J=8.27Hz, 2H), 2.08 (s, 3H),
2.37 (dt, J=19.61, 6.45Hz,
3H), 2.89 (dtd, J=49.36,
16.82, 7.32Kz, 4H), 3.53 (t,
J=8.86Hz, 1H), 3.77 (t,
J=7.25Hz, 1H), 7.18 (dd,
J=8.88, 2.22Hz, 1H), 7.27 (d,
J=2.01Hz, 1H), 7.35 (d,
J=8.46Hz, 1H), 9.35 (s, 1H),
12.217(s, 1H)

473

471}

(S)

CH,

{400 MHz, CDC13) 0.46 (4,
J=14.91Hz, 2H), 0.87 (d,
J=8.87Hz, 2H), 1.38 {d,
J=12.89Hz, 5H), 1.47 (s, 4H),
1.58 (d, J=5.24Hz, 2H), 2.05
(ddd, J=28.51, 16.62, 7.35Hz,
8H), 2.26 (s, 3H), 2.76 {t,
J=7.86Hz, 1H), 2.97 (ddd,
J=37.88, 20.75, 8.46Hz, 3H),
3.61 (t, J=9.07Hz, 1H), 3.94
(s, 1H), 6.98 (d, J=15.72Hz,
2H), 7.52 (1, J=4.43Hz, 1H),
7.73 (s, 1H)

465

463

(8)
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Example

Structure

NMR

MS

M+H

Stereochemistry
of AUX-H

H,C

CH,

(400 MHz, CDCI3) 0.41 - 0.46
(m, 2H). 0.86 (d, J=6.80Hz,

6H), 1.30 - 1.33 (m, 3H), 1.49
- 1.56 {m, 1H), 1.88 - 1.99 (m,

. 3H), 2.16 (s, 3H), 2.29 - 2.38

{m, 3H). 2.85 - 2.72 {m, 2H),
2.85 - 2.896 (m, 2H), 3,07 -
3.13 {m, 1H), 3.44 - 3.50 (m,

1H), 3.88 - 3.95 (m, 1H), 7.03 -

(dd, J=8.00Hz, 1H), 7.15 (d,
J=8.00Hz, 1H), 7.50 (d,
J=8.00Hz, 1H), 8.19 (s, 1H)

471

(8)

A-6

H,C

CH,

(460 MHz, DMSO-d6) 0.35 -
0.56 (m, 2H), 0.74 - 0.90 {(m,
2H), 0.85 (d, J=6.40Hz, 6H),
1.27 - 1.35 (m, 2H), 1.45 -
1.58 (m, 2H), 1.76 - 1.92 (m,
2H), 2.07 (s, 3H), 2.23 (s,
3H), 2.28 - 2.45 (m, 3H), 2.79
(dd. J=15.20, 6.40Hz, 1H),
2.88 (dd. J=15.20, 8.00Hz,
1H), 3.48 - 3.61 (m, 1H), 4.36
- 4.35 (m, 1H), 6.93 (d,
J=8.00Hz, 1H), 6.98 (s, 1H),
7.26 (d, J=8.00Hz, 1H), 8.55
(s, 1H)

468

466

without using
AUX-H

H,C

CH,

(400 MHz, CDCI3) 0.38 - 0.57
(m. 2H), 0.77 - 0.92 (m, 2M),
0.87 {d, J=6.80Hz, 6H), 1.27 -
1.45 (m, 3H), 1.47 - 1.62 {m,
1H), 1.84 - 2.05 {m, 2H), 2.12
(s, 3H), 2.30 - 2.44 (m, 3H),
2.74 (dd, J=15.20, 8.00Hz, -
1R), 2.88 (dd, J=15.20,
5.20Hz, 1H), 2.97 (dd,
J=14.00, 5.20Hz, 1H), 3.08
(dd, J=14.00, 9.20Hz, 1H),
3.44 - 3.57 (m, 1H), 3.91 -
4.03 (m, 1H), 6.81 - 6.89 (m,
2H), 7.49 - 7.58 (m, 1H), 7.87
(s, 1H)

457

455

(S8)

A-8

(400 MHz, DMSO-d6) 0.41 -
0.48 (m, 1H), 0.54 - 0.81 (m,
1H), 0.77 - 0.89 (m, 8H), 1.26
-1.35 {m, 2H), 1.47 - 1.57 (m,
2H), 1.83 - 1.90 (m, 2H), 2.04
(s, 3H), 2.22 (s, 3H), 2.30 -
2.48 (m, 3H), 2.81 (dd,
J=14.96, 6.38Hz, 1H), 3.12
(dd, J=15.07, 7.88Hz, 1H),
3.52 - 3.58 (m, 1H), 3.89 (d,
J=16.00Hz, 1H), 4.00 (d,
J=16.23Hz, 1H), 5.12 (1,
J=7.07Hz, 1H), 6.92 (d,
J=8.58Hz, 1H), 6.98 (s, 1H),
7.13 (d, J=8.12Hz, 1H), 8.59
(s, 1H), 12.64 (s, 1H)

469

467

without using|
AUX-H




Fig. 3
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Example

Structure

NMR

MS

Stereochemistry

M+H

M-H

of AUX-H

CH,
H,C

(400 MHz, DMSO-d6) 0.40 -
0.61 (m, 2H), 0.76 - 0.89 (m,
2H), 0.86 (d, J=6.40Hz, 6H),
1.27 - 1.34 (m, 2H), 1.38 -
1.58 (m, 2H), 1.76 - 1.91 (m,
2H), 1.95 (s.'3H), 2.22 (s,
Hol | 3H), 2.30 - 2.47 (m, 4H), 3.52
- 3.65 (m, 1H), 3.86 (brs, 2H),
4.87 - 5.00 {m, 1H), 6.93 (d,
J=8.00Hz, 1H), 6.98 (s, 1H),
7.08 (d, J=8.00Hz, 1H), 9.61
(s, 1H)

468

466

without using
AUX-H

{400 MHz,CDCI3) 0.49 (m,
1H), 0.54 - 0.61 (m,.1H), 0.88
(s, 8H), 0.84 - 0.93 (m. 2H),
1,20 - 1.27 (m, 2H), 1.41 -
1.47 (m., 1H), 1.62 (1, J=9.15,
4.52Hz, 2H), 2.13 (s, 3H),
2.28 (s, 3K}, 2.71 (dt,
J=25.43, 7.71Hz, 3H), 2.99
(ddt, J=50.24, 25.35, 8.46Hz,
3H), 3.97 (dd, J=8.46, 4.99Hz,
1H), 6.96 (d, J=4.87Hz, 2H),
7.52 (m, 1H), 7.83 (s, 1H)

441

439

(S)

A-11

H,C, CH,
H,C

(460 MHz, CDCI3) 0.47 (dt,
J=19.07, 7.76Hz, 2H), 0.87 (s,
12H), 1.38 (d, J=5.64Hz, 2H),
2.00 (dd, J=25.59, 10.28Hz,
2H), 2.11 (s, 3R), 2.26 (s,
3H), 2.39 (dd, J=13.70,
8.08Hz, 3H), 2.75 (dd,
J=14.71, 8.26Hz, 1H), 2.88 -
3.03 (m, 3H), 3.50 (d,
J=9.87Hz, 1H), 3.94 (s, 1H),
6.98 (d, J=16.12Hz, 2H), 7.51
(d, J=7.66Hz, 1H), 7.71 (s,
1H)

467

465

(S)

CH,
H,C

(400 MHz. CDCI3) 0.3% - 0.40
(m, 1H), 0.44 - 0.53 (m, 1H),
0.79 - 0.91 (m, 8H), 1.30 -
1.38 (m, 2H), 1.39 - 1.93 (m,
8H), 1.97 - 2.07 (m, 1H), 2.02
(s, 3H), 2.25 (s, 3H), 2.30 -
2.44 {m, 4H), 2.71 - 2.80 (m,
1H), 2.92 - 3.02 (m, 1H), 3.45
- 3.62 {m, 2H), 6.92 - 6.97 (m,
2H), 7.43 (d, J=8.82Hz, 1H),
7.51 (s, 1H)

481

479

(R)
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Example

Structure

NMR

MS

M+H

M-H

Stereochemistry
of AUX-H

(td
(t

{400 MHz, CDCI3) 0.30 (dd,
J=9.81, 4.96Hz, 1H), 0.53 (dd,
J=8.82, 4.85Hz, 1H), 0.80 -
0.85 (m, 2H), 0.87 (dd,
J=13.23, 6.62Hz, 6H), 1.18

, $=8.82, 4.34Hz, 1H), 1.36
J=6.62Hz, 2H), 1.52 - 1.59
(m, 1H), 1.91 (d, J=9.48Hz,
1H). 2.03 - 2.06 (m, 1H), 2.04
(brs, 3H), 2.23 (s, 3H), 2.37
(td, J=14.00, 7.13Hz, 3H),
2.78 (dd, J=13.89, 4.41Hz,
1H), 2.99 - 3.06 (m, 2H), 3.
(dd, J=13.34, 6.51Hz, 1H),
3.50 (dd, J=18.31, 8.38Hz,
1H), 3.95 (dd, J=11.14,
4.96Hz, 1H), 6.92 - 6.94 (m,
2H), 7.13 (d, J=8.16Hz, 2H),
7.41 (d, J=8.38Hz, 1H), 7.86
(brs, 1H), 7.91 (d, J=8.16Hz,
2H)

-

5

529

527

(8)

H,C

CH

(400 MHz, DMSO-d6) 0.41 -
0.52 (m, 2H), 0.74 - 0.83 (m,
2H), 0.85 (d, J=6.80Hz, 6H}),
1.27 - 1.35 (m, 2H), 1.39 -
1.57 (m, 2H), 1.75 - 1.93 (m,
2H), 1.88 (s, 3H), 2.27 - 2.42
(m, 3H), 2.56 - 2.69 (m, 2H),
2.69 - 2.83 (m, 2H), 3.47 -
3.60 (m, 1H), 3.68 - 3.83 (m,
1H), 3.76 (s, 3H), 6.78 (d.
J=8.00Hz, 1H), 6:86 (d,
J=8.00Hz, 1H), 7.08 (dd,
J=8.00, 8.00Hz, 1H), 9.33 (s,
1H), 12.19 (brs, 1H)

469

467

(S)

H,C

CH,

{400 MHz, DMS0-d6) 0.38 -
0.51 (m, 2H), 0.72 - 0.81 (m,
2H), 0.85 (d, J=6.40Hz, 6H),
1.26 - 1.34 (m, 2H), 1.37 -
1.47 (m, 1H), 1.47 - 1.58 (m,
1H), 1.76 - 1.88 (m, 2H), 2.27
(s, 3H), 2.31 - 2.42 (m, 3H),
2.42 -2.62 (m, 3H), 2.67 (dd,
J=16.00, 8.80Hz, 1H), 3.47 -
3.59 (m, 1H), 3.66 - 3.79 (m,
1H), 3.75 (s, 3H), 4.13 (t,

6.00Hz, 2H), 6.65 (d,

8.00Hz, 1H), 6.77 (s, 1H),
.89 (d, J=8.00Hz, tH), 8.14
{t, J=6.00Hz, 1H), 12.14 (brs,
1H)

J
J
6

483

481

($)

CH,

(400 MHz, DMSO-dB) 0.44 -
0.48 (m, 2H), 0.79 (ddd,
J=9.22, 5.16, 3.07Hz, 2H),
0.85 (d, J=6.49Hz, 6H), 1.30
(dd, J=6.72, 6.72Hz, 2H), 1.39
- 1.47 (m, 1H), 1.51 (t,
J=6.72Hz, 1H), 1.79 - 1.87 (m,
2H), 2.27 (s, 3H), 2.29 - 2.43
(m, 3H), 2,66 - 2.75 (m, 4H),
3.53 (dt, J=20.41, 6.96Hz,
1H), 3.71 - 3.80 (m, 1H), 7.10

(dd, J=8.58, 1.38Hz, 1H), 7.28 |

(s, 1H), 7.45 (d, J=8.12Hz2,
1H), 9.47 (s, 1H), 12.22 (brs,
1H)

473

471

(8)




‘"Fig. 5
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Example

Structure

NMR

MS

Stereochemistry

of AUX-H

H,C

CH

(400 MHz, DMSO0-d8) 0.47 -
0.48 (m, 2H), 0.78 - 0.81 (m,
2H), 0.85 (d, J=6.72Hz, 6H),
1.30 (dd, J=6.84, 6.84Hz, 2H),
1.40 - 1.55 (m, 2H), 1.77 -
1.88 (m, 2H), 2.02 (s, 3H),
2.22 (s, 3H), 2.30 -'2.42 (m,

3H), 2.57 - 2.78 (m, 4H), 3.51 -

. 3.56 (m, 1H), 3.73 - 3.81 (m,
1H), 6.87 {d, J=8.81Hz, 1H),
7.04 (d, J=7.88Hz, 1H), 7.11
(s, 1H), 9.26 (s, 1H), 12.23
(brs, 1H)

453

451

(8)

A-18

H,C

H,C

(400 MHz, DMSO-d6) 0.43 -
0.52 (m, 2H), 0.76 - 0.82 (m,
2H), 0.85 (d, J=6.72Hz, 6H),
0.87 (s, 3H), 1.04 - 1.12 (m,
2H), 1.34 - 1.42 (m, 2H), 1.43
- 1.54 (m, 2H), 1.76 - 1.86 (m,
2H), 2.21 - 2.24 (m, 1K), 2.22
(s, 3H), 2.31 - 2.41 (m, 2H),
2.57 - 2.68 {m, 2H), 2.69 -
2.78 (m, 2H), 3.48 - 3.57 (m,
1H), 3.73 - 3.80 (m, 1H), 6.92
(d, J=8.35Hz, 1H), 6.98 (s,

AH), 7.13 (d, J=8.12Hz, 1H),

8.23 (s, 1H), 12.21 (brs, 1H)

467

465

()

cH
H,C

(400 MHz, CDCI3) 0.35 - 0,38
(m, 1H), 0.45 - 0.51 (m, 1H),
0.79 - 0.90 (m, 8H), 1.32 -
1.37 (m, 3H), 1.41 - 1.43 (m,
2H), 1.52 - 1.58 (m, 1H), 1.63
- 2.00 (m, 5H), 2.03 (s, 3H),
2.26 (s, 3H), 2.34 - 2.40 (m,
8H), 2.72 (dd, J=13.57,
4.52Hz, 1H), 2.96 (dd,
J=13.68, 10.67Hz, 1H), 3.47 -
3.58 (m, 2H), 6.92 - 6.98 (m,-
2H), 7.43 - 7.52 (m, 2H)

493

(R)

(400 MHz, DMSO-d8é) 0.44 -
0.50 (m, 2H), 0.76 -.0.81 (m,
11H), 1.19 (q, J=7.50Hz, 2H),
1.32 (d, J=6.03Hz, 2H), 1.41 -
1.48 (m, 1H), 1.79 - 1.91 (m,
2H), 2.02 (s, 3H), 2.22 (s,
3H), 2.32 - 2.42 (m, 3H), 2.58
- 2,66 (m, 2H), 2.70 - 2.78 (m,
2H), 3.51 - 3.56 (m, 1H), 3.73
-3.80 ({m, 1H), 6.92 (d,
J=8.12Hz, 1H), 6.97 (s, 1H),
7.13 (d, J=8.12Hz, 1H), 9.22
(s, 1H), 12.20 (brs, 1H)

479

(s)

\3



Fig. 6
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Example

Structure

NMR

MS

Stereochemistry

M+H

of AUX-H

(400 MHz, CDCI3) 0.43 - 0.54

1.04 - 1.11 (m, 2H), 1.23 -
1.30 (m, 1H), 1.35 - 1.44 (m,
2H), 1.88 - 2.00 (m, 2H), 2.13
(s, 3H), 2.15 - 2.24 (m, 1H),

, | 2.28 (s, 3H), 2.31 - 2.43 (m,
2H), 2.77 (dd, J=15.31,
8.12Hz, 1H), 2.89 - 2.99 (m,
2H), 3.04 (dd, J=14.03,
8.70Hz, 1H), 3.46 - 3.56 (m,
1H),-3.92 - 3.99 (m, 1H), 6.96
- 7.00 (m, 2H), 7.53.(d,
J=8.58Hz, 1H), 7.68 (s, 1H)

(m, 2H), 0.84 - 0.82 (m, 11H),

481

479

($)

" CH,
H,C

{400 MHz, ODMSC-d6) 0.43 -
0.53 (m, 2H), 0.75 - 0.82 (m,
2H), 0.85 (d, J=6.80Hz, 6H),
1.27 - 1.34 (m, 2H). 1.39 -
1.58 (m, 2H). 1.75 - 1.90 (m,
2H), 1.94 (s. 3H), 2.22 (s,
3H), 2.29 - 2.43 (m, 3H), 2.58
-2.70 (m, 2H), 2.70 - 2.82 (m,
2H), 3.49 - 3.60 (m, 1H), 3.72
- 3.83 (m, 1H), 6.95 - 7.07 (m,
3H), 9.35 (s, 1H), 12.18 (brs,
1H)

453

451

(38)

CH,

(400 MHz, DMS0-d6) 0.42 -
0.52 (m, 2H), 0.76 - 0.89 (m,
2H), 0.84 (d, J=6.40Hz, BH),
1.26 - 1.34 (m, 2H), 1.38 -
1.59 (m, 2H), 1.75 - 1.89 (m.
2H), 2.09 (s, 3H), 2.27 - 2.43
(m. 3H), 2.56 - 2.89 (m, 4H),
3.48 - 3.61 (m, 1H), 3.71 -
3.84 (m, 1H), 7.10 (dd,
J=8.40, 2.00Hz, 1H), 7.20 (d,
J=B.40Hz, 1H), 7.47 (d,
J=2.00Hz, 1H), 9.36 (s, 1H),
12.22 (brs, tH)

471

(8)

A-24

{400 MHz, DM50-d6) 0.46 -
0.52 (m, 2H), 0.77 - 0.83 (m,
2H), 0.80 (d, J=6.85Hz, 6H),
1.33 - 1.40 (m, 1H), 1.42 -
1.49 (m, 1H), 1.95 - 2.14 (m,
4H), 2.02 (s, 3H), 2.22 (s,

CHy | 3H), 2.31 - 2.40 (m, 1H), 2.58

- 2.67 (m, 2H), 2.70 - 2.78 (m,
2H), 3.40 - 3.49 (m, 1H), 3.73
- 3.80 (m, 1H), 6.82 (d,
J=8.06Hz, 1H), 6.98 (s, 1H),
7.13 (d, J=8.06Hz, 1H), 9.22
(s, 1H), 12.21 (brs, 1H)

481

479

(S)




Fig. 7

7 / 48

Example

Structure

NMR

MS

Stereochemistry|
of AUX-H

A-25

HC

H,C

(400 MHz, DMS0-d6) 0.46 -
0.58 (m, 2H), 0.75 - 0.85 (m,
2H), 0.80 (d, J=6.62Hz, 6H),
1.16 - 1.35 (m, 4H), 1.40 -
1.54 (m, 2H), 2.04 (s, 3H),
2.05 - 2.17 (m, 3H), 2.22 (s,
3H), 2.27 - 2.42 (m. 1H), 2.56
- 2.82 (m, BH), 3.71 - 3.84

| (m, 1H), 6.91 (d. J=7.94Hz,

1H), 6.97 (s, 1H), 7.13 (d,
J=7.94Hz, 1H), 9.21 (brs, 1H),
12.23 (brs, 1H) '

467 | 465

(8)

H,C

CH

(400 MHz, DMSO-d6) 0.42 -
0.52 (m, 2H), 0.74 - 0.90 (m,
2H), 0.85 (d, J=6.80Hz, 6H),
1.25 - 1.35 (m, 2H), 1.39 -
1.58 (m, 2H), 1.75 - 1.89 (m,
2H), 2.26 - 2.43 (m, 3H), 2.59
- 2.88 (m, 4H), 3.47 - 3.60 (m,
1H), 3.70 - 3.83 (m, 1H), 7.19
(ddd, J=8.40, 6.00, 2.80Hz,
1H), 7.47 (dd, J=8.80, 2.80Hz,
1H), 7.57 (dd, J=8.80, 6.00Hz,
1H), 8.59 (s, 1H), 12.22 (brs,
1H)

477 | 475

($)

(400 MHz, CDCI3) 0.64 - 0.65
(m. 1H), 0.81 - 0.83 (m, 1H),
0.89 (d, J=8.84Hz, 6H), 0.98
(d, J=10.59Hz, 2H), 1.42 (.
J=8.69Hz, 2H), 1.50 - 1.58 (m,
2H), 1.94 (s, 3H), 2.22 - 2.24
(m, 2H). 2.23 (s, 3H), 2.36 (g,
J=9.56Hz, 1H), 2.75 (q,
J=137.18Hz, 5H), 3.06 (dd,
J=24.92, 14.34Hz, 1H), 3.97
{dd, J=10.03, 5.40Hz, 1H),
4.74 - 4.83 (m, 1H), 6.90 -
6.94 (m, 2H), 7.30 (t,
J=8.60Hz, 1H), 7.99 (brs, 1H)

(8)

A-28

H,C

c

{400 MHz, DMSO-d6) 0.39 -
0.54 (m, 2H}, 0.72 - 0.91 (m,
2H), 0.84 (d, J=6.40Hz, 6H),
1.23 - 1.35 (m, 2H), 1.37 -
1.58 (m, 2H), 1.73 - 1.89 (m,
2H), 2.25 - 2.43 {m, 3H), 2.59
(dd, J=16.40, 6.40Hz, 1H),
2.65 - 2.79 (m, 2H), 2.85 (dd,
J=15.60, 7.20Hz, 1H), 3.46 -
3,60 (m, 1H), 3.68 - 3.85 (m,
1H), 7.16 - 7.29 (m. 1H), 7.40
-7.52 (m, 1H), 7.80 - 7.93 (m,
1H), 9.85 (s, 1H), 12.22 (brs,
1H)

477 | 475

(8)

s
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Example

Structure

NMR

MS

Stereochemistry

M+H

M-H

of AUX-H

A-29

H,C

CH,

(400 MHz, DMSO0-d6) 0.41 -

0.52 (m, 2H), 0.75 - 0.88 (m,
2H), 0.84 (d, J=6.80Hz, 6H),
1.25 - 1.34 (m, 2H), 1.38 -
1.60 (m, 2H), 1.74 - 1.89 (m.
2H), 2.27 (s, 3H), 2.29 - 2.42
(m, 3H), 2.59 (dd. J=16.00,
6.40Hz, 1H), 2.63 - 2.86 (m,
3H), 3.46 - 3.60 (m, 1H), 3.68

- 3.83 (m, 1H), 6.93 (d,

J=8.4CHz, 1H), 7.04 (d,
J=12.00Hz, tH), 7.55 - 7.67
(m, 1H), 9.63 (s, 1H), 12.20

(brs, 1H)

457

455

(8)

{400 MHz, DMSO-d8) 0.56 -
0.62 (m, 1H), 0.73 - 0.81 (m,
2H), 0.82 - 0.88 (m, 6H), 1.00
{d, J=8.72Hz, 3H), 1.27 - 1.31
(m, 2H), 1.36 - 1.43 (m, 1H),
1.46 - 1.54.(m, 1H), 1.74 -
1.86 (m, 2H), 1.90 (s, 3H),
2.20 (s, 3H), 2.29 - 2.43 (m,
4H), 2.58 - 2.69 (m, 2H), 2.81

-2.88 (m, 1H), 3.60 - 3.56 (m,

1H), 3.62 - 3.70 (m, 1H), 6.88
(d, J=8.12Hz, 1H), 6.93 (s,
1H), 7.02 (d, J=8.12Hz, 1H),
9.31 (s, 1H), 12.43 (brs, 1H)

467

465

(3)

H,C

CH,

(400 MHz, CDCI3) 0.37 (t,
J=5.64Hz, 1H), 0.48 (t,
J=5.24Hz, 1H), 0.82 (dt,
J=8.33, 2.12Hz, 1H), 0.87 (4,
J=5.84Hz, 7TH), 1.25 (q,
J=3.63Hz, 4H), 1.32 - 1.38 (m,
3H), 1.51 - 1.58 (m, 2H), 1.74
(dd, J=13.50, 5.44Hz, 1H),
1.95 (dd, J=34.25, 8.87Hz,
2H), 2.04 (s, 3H), 2.25 (s,
3H), 2.34 (ddd, J=27.40,
14.71, 6.45Hz, 3H), 2.64 (d,
J=5.64Hz, 1K), 2.83 (dd,
J=1

(dd, J=13.80, 9.87Hz, 1H),
3.49 (t, J=8.87Hz, 1H), 3.69
(s, 1H), 6.94 (d, J=5.64Hz,
2H), 7.42 (d, J=8.87Hz, 1H),
7.60(s, 1H)

3.90, 5.04Hz, 1H), 2.96

481

479

(R)

H,C

CH, .

{400 MHz, DMSO-d6) 0.41 -
0.48 (m, 1H), 0.49 - 0.55 (m,
1H), 0.74 - 0.80 (m, 2H), 0.82
- 0.86 (m, 7H), 1.08 (d,
J=6.96Hz, 3H), 1.29 (t,
J=6.84Hz, 2H), 1.38 - 1.44 (m),
1H), 1.47 - 1.55 (m, 1H), 1.74
- 1.89 (m, 2H), 1.96 (s, 3H),
2.20 (s, 3H), 2.32 - 2.37 (m,
2H), 2.51 - 2.59 (m, 1H), 2.74
- 2.8 (m, 2H), 3.47 - 3,56 (m,
1H), 3.82 - 3.88 {m, 1H), 6.89
(d, J=8.58Hz, 1H), 6.94 (s,
1H), 7.07 (d, J=8.12Hz, 1H).
9.19 (s, 1H), 12.30 (s, 1H)

467

465

(s)
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Example

Structure

NMR

Stereochemistry
of AUX-H

CH
HC

(400 MHz, CDCI3) 0.42-0.51
(m, 2H), 0.79 - 0.88 (m, OH),
1,29 - 1.43 (m, 5H), 1.48 -
1.56 (m. tH), 1.83 - 1,98 (m,
1H), 2.08 (s, 3H), 2.24 - 2.39
(m, 4H), 2.25 (s, 3H), 2.80 -
2.94 (m, 2H), 3.01 - 3.12 (m,
1H), 3.44 - 3.52 (m, 1H), 3.73
- 3.81 (m,"1H), 8.92 - 6.97 (m,
2H), 7.36 (d, J=10.80Hz, 1H),
7.51 (s, 1H)

467

465

(S)

A-34

H,C

(400 MHz, DMSO-d6) 0.39 -
0.54 (m, 2H), 0.73 - 0.81 (m,
2HK), 0.85 (d, J=6.80Hz, 6H),
1.26 - 1.34 (m, 2H), 1.41 -
1.58 (m, 2H), 1.74 - 1.89 (m,
2H), 1.97 (s, BH), 2.26 - 2.43
(m. 3H), 2.62 (dd, J=16.00,
6.80Hz, 1H), 2.65 (dd, 1H,
J=14.80, 6.80Hz, 1H), 2.72
(dd. J=16.00, 8.00Hz, 1H),
2.80 {dd, J=14.80, 8.40Hz,
1H), 3.48 - 3.59 (m, 1H), 3.71
- 3.83 (m, 1H), 6.97 - 7.04 (m.
3H), 9.25 (s, 1H), 12.23 (brs,
1H)

453

451

(s)

ZT

CH, o cH
ot
H,C N

OH CH,

{400 MHz, DMS0-d6) 0.42 -
0.52 (m, 2H), 0.75 - 0.87 (m.
2H), 0.83 (d, J=6.40Hz, 6H),
1.22 - 1.33 (m, 2H), 1.37 -
1.57 (m, 2H), 1.73 --1.87 (m,
2H), 2.20 (s, 6H), 2.26 - 2.41
{m, 3H), 2.55 (dd, J=16.40,
6.80Hz, 1H), 2.61 (dd, 1R,
J=15.20, 7.20Hz, 1H), 2.70
(dd, J=16.40, 8.00Hz, 1H),
2.75 (dd, J=15.20, 7.60Hz,
1H), 3.46 - 3.58 (m, 1H), 3.70
- 3.82 (m, 1H), 6.66 (s, 1H),
7.16 (s, 2H), 9.78 (s, 1H),
12.22 (brs, 1H)

453

451

(s)

A-36

(400 MHz, DMS0-d6) 0.84 (d,
J=6.40Hz, BH), 1.02 {1,
J=7.20Hz, 3H), 1.25 - 1.34 (m,
2H), 1.44 - 1.58 (m, 1H), 1.73
- 1.88 (m, 2H), 2.00 (s, 3H),
2.21 (s, 3H), 2.26 - 2.42 (m,
5H), 2.55 - 2.74 (m, 4H), 3.40
- 3.52 (m, 1H), 3.52 - 3.64 (m,
1H), 6.91 (d, J=8.40Hz, 1H),
6.97 (s, 1H), 7.11 (s, 1H),
9.23 (s, 1H), 12.24 (brs, 1H)

441

439

(s)

W



Fig. 10
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Example

Structure

NMR

M-H

Stereochemistry
of AUX-H

{400 MHz, CDCI3) 0.40 - 0.47
(m, 2H), 0.79 - 0.85 {m, 1H).
0.88 (dd, J=12.17, §.45Hz,

1 7H), 1.25 (d, J=6.86Hz, 4H),

1.33 - 1.43 (m, 3H), 1.52 -
1.58 (m, 1H), 1.87 - 2.03 (m,
2H), 2.05 (d, J=4.87Hz, 3H),
2.12 - 2.20 (m, 1H), 2.26 (s,
3H), 2.32 - 2.42 (m, 3H), 2.53
(dt, J=5.02, 1.80Hz, 1H), 2.79
(dd, J=13.57, 5.22Hz, 1H),
2.89 (dd, J=13.68, 9.97Hz,
1H), 3.49 - 3,51 (m, 1H), 3.64-
3.67 (m, 1H), 6.95 (d.
J=4.17Hz, 2H), 7.39 (&,
J=4.29Hz, 1H), 7.57 (s. 1H)

481

479

(R)

H,C

CH,

CH,
0-y O Mo

CH,
H,C OH

{400 MRz, CDCI3) 0.33 - 0.40
(m, 1H), 0.67 - 0.76 (m;, 1H),
0.80 - 0.91 (m G§y 1127 -
1.39 (m, 2H), 1.30 (s, 3H),
1.36 (s, 3H), 1.48 - 1.58 {(m,
1H), 1.81 - 1.83 {m, 1H), 1.95
(s, 3H), 2.00 - 2.09 (m, 1H),
2.25 (s, 3H), 2.29 - 2.43 (m,
3H), 2.88 (dd, J=13.57,
3.13Hz, 1H), 3.10 (t,
J=12.89Hz, 1H), 3.49 - 3.58
(m, 1H), 3.86 - 3.95 (m, 1H),
6.90-6.94 (m, 2H), 7.23 (d.
J=8.12Hz, 1H), 7.84 (brs, 1H)

481

479

(s)

H,C CH,

H.C

CH
O~nN 0

vy
G.

OH CH,

(400 MHz, CDCI3) 0.46 (s,
2H), 0.88 (d, J=6.45Hz, 10H),
1.38 (d, J=5.64Hz, 3H), 2.00
(dd, J=22.36, 9.47Hz, 2H),
2.12 (s, 3H), 2.28 (s, 4H),
2.39 (t, J=10.48Hz, 3H), 2.77
(d, J=8.46Hz, 1H), 2.93 (1,
=10.28Hz, 2H), 3.04 (d,
=8.06Hz, 1H), 3.50 (d,
=8.06Hz, 1H}. 3.94 (s, 1H),
.86 (d, J=7.66Hz, 1H), 7.02
J=7.66Hz, 1H), 7.55 (s,
L 7.75 (s, 1H)

J
J
J
8
(d,

1H)

467

465

(s)

A-40 .

H,C

CH,

o

(400 MHz, DMS0-d6) 0.41 -
0.53 (m, 2H), 0.73 - 0.82 (m,
2H), 0.84 (d, J=6.80Hz, 6H),
1.00 (t, J=7.20Hz, 3H), 1.25 -
1.34 (m, 2H), 1.38 - 1.58 (m,
2H), 1.74 - 1.88 (m, 2H), 2.24
(s, 3H), 2.28 - 2.45 (m, 5H),
2.55 - 2.68 (m, 2H), 2.68 -
2.82 (m, 2H), 3.47 - 3.59 (m,
1H), 3.69 - 3.82 (m, 1H), 6.92
(d, J=8.00Hz, 1H), 6.98 (s,
1H), 7.08 (d, J=8.00Hz, 1H),
9.21 (s, 1H), 12.22 (brs, 1H)

467

465

(8)
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Example

Structure

NMR

MS

M+H

Stereochemistry
of AUX-H

A-41

(400 MHz, CDCI3) 0.39 - 0.46
(m, 1H), 0.50 - 0.55 (m, 1H),
0.83 - 0.89 (m, SH), 1.25 (d,
J=6.96Hz, 3H), 1.32 - 1.44 (m,
3H), 1.49 - 1.60 (m, 1H). 1.93
- 2.04 {m, 2H), 2.21 (s, 3H),
2.29 (s, 3H), 2.31 - 2.43 (m,
2H), 2.81 (dd, J=16.12,
4.98Hz, 1H), 2.91 - 3.05 (m.
2R), 3.45 - 3.57 (m, 1H), 3.69
-3.77 (m, 1H), 6.98 - 7.02 (m,
2H), 7.46 (s, 1H), 7.68 (d,
J=8.81Hz, 1H)

467

465

(8)

(400 MHz, CDCl3) 0.44 - 0.61
(m, 2H), 0.83 (d, J=6.72Hz,
6H), 0.87 - 0.94 (m, 2H), 1.19
- 1.37 (m, 4H); 1.39 - 1.55(m,
2H), 2.02 (s, 3H), 2.07 - 2.23
(m, 3H), 2.28 (s, 3H), 2.35 -
2.46 (m, 1H), 2.68 - 2.78 (m,
3H), 2.88 (dd, J=15.31,
5.33Hz, 1H); 2,98 (dd,
J=14.03, 5.10Hz, 1H), 3.07
(dd, J=14.03, 9.39Hz, 1H),
3.85 - 4.05 (m, 1H), 6.98 (d,
J=7.65Hz, 1H), 7.04 (t,
J=7.65Hz, 1H), 7.34 (d,
J=7.65Hz, 1H), 7.88 (brs, 1H)

467

465

($)

A-43

H.C

H,C

(400 MHz, CDCl;) 0.46 - 0.60
(m, 2H), 0.83 (d, J=6.72Hz,
6H), 0.87 - 0.93 (m, 2H), 1.24
(t, J=6.96Hz, 2H), 1.31 (t,
J=9.86Hz, 2H), 1.39 - 1.54 (m,
2H), 2.10 (s, 3H), 2.11 - 2.23
(m, 3H), 2.28 (s, 3H), 2.36 -
2.45 (m, 1H), 2.68 - 2.78 (m,
3H), 2.89 (dd, J=15.42,
5.22Hz, 1H), 2.97 (dd,
J=14.03, 5.10Hz, 1H), 3.07
(dd, J=14.03, §.16Hz, 1H),
3.97 - 4.01 (m, 1H), 6.86 (d,
J=7.65Hz, 1H), 7.02 (d,
J=7.65Hz, 1H), 7.52 (s, 1H),
7.85 (brs, 1H)

467

465

(8)

A-44

(400 MHz, DMS0-d6) 0.41 -
0.53 (m, 2H), 0.74 - 0.83 (m,
2H), 0.85 (d, J=6.80Hz, 6H),
1.25 - 1.35 (m, 2H), 1.36 -
1.58 (m, 2H), 1.76 - 1.89 (m,
2H), 1.98 (s, 3H), 2.12 (s,
3H), 2.13 (s, 3H), 2.27 - 2.43
(m, 3H), 2.57 - 2.69 (m, 2H),
2.69 - 2.81 (m, 2H), 3.47 -
3.61 (m, 1H), 3.69 - 3.84 (m,
1H), 6.92 (s, 1H), 7.01 (s,
1H), 9.18 (s, 1H), 12.20 (brs,
1H)

467

465

(S)

I\
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Example

Structure

NMR

MS

M+H

Stereochemistry
of AUX-H

H,C

. EH,

(400 MHz, DMS0-d6) 0.41 -
0.52 {m, 2H), 0.75 - 0.88 (m,
2H), 0.84 (d, J=6.80Hz, 6H),
1.25 - 1.34 (m, 2H), 1.39 -
1.59 (m, 2H), 1.73 - 1.88 (m,
2H), 2.26 - 2.42 {m, 3H), 2.58
(dd, J=16.60, 6.80Hz, 1H),
2.65 - 2.78 (m, 2H), 2.82 (dd,

J=15.20, 7.60Hz, 1H), 3.47 -

3.60 (m, 1H), 3.68 - 3.82 {m,
1H), 3.91 (s, 3H), 7.02 - 7.12
{m, 1H), 7.36 - 7.46 (m, 1H),
9.77 (s, 1H), 12.25 (brs, 1H)

491

489

(S)

A-46

H,C

CH,

(400 MHz, DMSO-d6) 0.42 -
0.53 (m, 2H), 0.74 - 0.83 (m,
2H). 0.85 (d, J=6.40Hz, 6H),
1.26 - 1.35 (m, 2H), 1.39 -
1.58 (m, 2H), 1.75 - 1.89 (m,
2H), 1.96 (s, 3H), 2.18 (s,
3H), 2.29 - 2.43 (m, 3H), 2.56
- 2.69 (m, 2H), 2.69 - 2.83 (m,
2H), 3.48 - 3.59 (m, 1H),
3.60 (s, 3H), 3.70 - 3.85 (m,
1H), 6.90 - 6.39 (m, 2H), 9.28
(s, 1H), 12.21 (brs, 1H)

483

481

(8)

A-47

H.C

CH

(400 MHz, DMS0-d6) 0.45 -
0.50 (m, 2H), 0.78 - 0.86 (m.
BH),1.28 (t, J=6.73Hz, 2H),
1.47 (m, 2H), 1.81 (m, 2H),
2.14 (s, 3H), 2.16 (s, 3H),
.35 (m, 3H), 2.58 (m, 2H).
.72 (m, 2H), 3.53 (m, 1H),
.74 - 3.81 (m, 1H), 7.01 {d.
8.38Mz, 1H), 7.24 (dd,
8.16, 1.98Hz, 1H), 7.32 (d.
1.76Hz, 1H), 8.77 (s, 1H),
21 (s, 1H)

453

(S)

A-48

H,C

CH,

(400 MHz, CDCI3) 0.45 - 0.52
(m, 2H), 0.87 - 0.89 (m, 2H),
0.87 - 0.89 (br m, 6H), 1.34 (t,
J=6.84Hz, 2H), 1.38 - 1.42 (m,
1H), 1.51 - 1.58 (m, 1H), 1.91
- 1.89 (m, 2H), 2.07 (s, 3H),
2.18 (s, 3H), 2.33 - 2.40 (m,
3H), 2.72 - 2.75 (m, 1H), 2.90
-2.97 (m, 2H), 3.07 - 3.11 (m,
1H), 3.48 - 3.50 (m, 1H), 3.97
©3.98 (m, 1H), 6.92 (d,
J=8.35Hz, 1H), 7.52 (d,
J=11.36Hz, 1H), 7.91 (s, 1H)

471

469

. (8)
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Example

Structure

NMR

Stereochemistry

M+H

of AUX-H

CH,

(400 MHz, CDCI3) 0.84 - 0.88
(m, BH), 1.25 - 1.27 (m, 2H),
1.31 - 1.37 (m, 2H), 1.4 -
1.58 (m, 1H), 1.93 - 2.04 {m,
4H), 2.14 (s, 3H), 2.27 (s,
3H), 2.30 - 2.40 (m, 2H), 2.69
(dd, 3=15.31, 8.35Hz, 1H),
2.84 (dd, J=15.31, 5.33Hz,
1H), 2.92 (dd, J=14.03,
5.22Hz, 1H), 3.03 (dd,
J=14.03, 8.48Hz, 1H), 3.35 -
3.45 (m, 1H), 3.79-3.88 (m,
1H), 4.92 (s, 1H), 5.27 (s,
1H), 6.95 - 6.99 (m. 2H), 7.55
(d, J=8.58Hz, 1H), 7.72 (s,
1H)

451

(S)

A-50

H,C

CH

CH

{400 MHz, DMS0-d6) 0.38 -
0.54 (f, 2H). 0.71 - 0.87 (m,
2H), 0.83 (d, J=6.40Hz, 6H),
1.41 (t, J=7.60Hz, 3H), 1.25 -
1.34 (m, 2H), 1.38 - 1.57 (m,
2H), 1.74 - 1.88 (m, 2H), 2.01
(s, 3H), 2.26 - 2.41 (m, 3H),
2.50 (q. J=7.60Hz, 2H), 2.57 -
2.68 {m, 2H), 2.68 - 2.81 (m,
H), 3.46 - 3.59 (m, 1H), 3.67
3.83 (m, 1H), 6.89 (d.
=8.00Hz, 1H), 7.06 (d,

2
J
J=8.00Hz, 1H), 7.10 (s, 1H),
9

'9.24 (s, 1H), 12.19 (brs, 1H)

467

465

(8)

SH,C

CH

(400 MHz, DMSC-d6) 0.40 -

1 0.50 (m, 2H), 0.72 - 0.83 (m,

2H), 0.84 (d, J=6.80Hz, 6H),
1.13 (t, J=7.60Hz, 3H), 1.25 -
1.33 (m, 2H), 1.38 - 1.57 (m,
2H), 1.72 - 1.88 (m, 2H), 2.02
(s, 3H), 2.26 - 2.42 (m, 3H),
2.50 (g, J=7.60Hz, 2H), 2.55 -
2.67 (m, 2H), 2.68 - 2.79 (m,
2H), 3.46 - 3.58 (m, 1H), 3.68
-3.81 (m, 1H), 6.90 - 6.97 (m,

1 1H), 6.99 (s, 1H), 7.14 (d,

J=8.40Hz, 1H). 9.22 (s, 1H),
12.20 (brs, 1H)

467

465

(8)

(400 MHz,CDCI3) 0.37 (m,
1H), 0.52 (m, 1H), 0.76 - 0.84
(m, 2H), 0.86 (dd, J=11.03,
4.41Hz, 8H), 1.21 (s, 3H),
1.27 (s, 3H), 1.30 - 1.43 (m,
4H), 1.52 (td, J=13.34,
6.69Hz, 1H), 1.90 (dq,
J=35.95, 8.78Hz, 2H), 2.02 (s,

3H), 2.12 (tt, J=24.15, 8.01Hz,

1H), 2.25 (s, 3H), 2.33 (¢,
J=15.22, 5.18Hz, 3H), 2.73 -
2.87 (m, 2H), 3.46 (dd,
J=17.75, 8.05Hz, 1H), 3.69
(dd, J=9.37, 5.62Hz, 1H), 6.91
(d, J=5.73Hz, 2H), 7.34 (m,
1H), 7.41 (s, 1H)

495

493

(R)




Fig.
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Example

Structure

NMR

MS

Stereochemistry

M+H

M-H

of AUX-H

CH,

{400 MHz, CDCI3) 0.36 (ad,
J=9.37, 4.74Hz, 1H), 0.48 (dd,
J=9.70, 4.85Hz, 1H), 0.80 -
0.82 (m, 2H), 0.87 (s, 9H),
1.34 - 1.37 (m, 1H), 1.39 (d,
J=6.55Hz, 2H), 1.93 - 2.09 (m,
3H), 1.93 (s, 3H), 2.14 - 2.17
(m, 1H), 2.25 (s, 3H), 2.35 -
2.43 (m, 5H), 2.75 (dd,
J=13.67. 4.85Hz, 1H), 2.95
(dd, J=13.67, 10.58Hz, 1H),
3.49 - 3.57 (m; 1H), 3.65 -
3.67 (m, 1H), 6.93 - 6.94 (m,
2H), 7.38 (d, J=8.60Hz, 1H),
7.57 (s, 1H)

481

479

(R)

. CH,
R,C

{400 MHz, CDCI3) 0.47 (m,
2H), 0.79 - 0.88 (m, 8H), 1.23
(td, J=13.34, 6.25Hz, 1H),
1,33 - 1.45 (m, 2H), 1.54 (1d,
J=13.18, 6.54Hz, 1H), 1.96
(dd, J=17.08, 7.39Hz, 2H),
2.05 (s, 3H), 2.17 (s, 3H),
2.24 (s, 3H), 2.28 - 2.57 (m,
3H), 2.75 (dd, J=15.00,
8.16Hz, 1H), 2.87 - 3.07 (m,
3H), 3.45 - 3.53 (m, 1H), 4.05
(t, J=33.85Hz, 1H), 6.97 (¢,
J=10.03Hz, 1H), 7.16 (1,
J=10.14Hz, 1H), 7.61 (s, 1H)

467

465

(8)

CH,
H,C

(400 MHz, CDCI3) 0.47 (m,
2H), 0.87 (m, 8H), 1.39 (dt,
J=31.81, 6.88Hz, 3H), 1.51 -
1.58 (m, 1H), 1.97 (dd,
J=20.29, 8.48Hz, 5H), 2
3H), 2.25 (s, 3H), 2.38 (d,
J=14.11Hz, 3H), 2.78 (dd,
J=15.00, 8.16Hz, 1H), 2.98 (t,
J=22.61, 7.02Hz, 3H), 3.50
(dd, J=17.97, 8.49Hz, 1H),
3.94 (t, J=5.62Hz, 1H), 6.83
(s, 1H), 7.22 (t, J=3.86Hz,
1H), 7.65 (s, 1H)

.23 (s,

467

465

(8)

A-56

{400 MHz, CDCI3) 0.37 (1,
J=5.18Hz, 1H), 0.49 (t,
J=5.29Hz, 1H), 0.82 (d,
J=8.38Hz, 2H), 0.88 (t,
J=7.72Hz, 6H), 1.06 - 1.11 (m,
2H), 1.37 - 1.44 (m, 3H), 1.5
(td, J=13.12, 6.47Hz, 1H),
1.86 - 2.1 (m, 7H), 2.18 (dt,
J=22.13, 7.39Hz, 1H), 2.29 (t,
J=8.49Hz, 3H), 2.37 (dt,
J=25.44, 9.21Hz, 4H), 2.75
(dd, J=13.45, 4.41Hz, 1H),
2.98 (t, J=12.24Hz, 1H), 3.44
3.53 (m, 1H), 3.66 (d,
=5.51Hz, 1H), 6.84 (d,
=7.28Hz, 1H), 7.00 (d,
=7.50Hz, 1R),-7.44 (s, 1H),
57 (s, 1H)

J
J
J
7

481

479

(R)

L
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Example

Structure

NMR

MS

Stereochemistry

M+H-

M-H

of AUX-H

H,C

H,C

{400 MHz, CDCI3) 0.36 (t.
=5.29Hz, 1H), 0.48 (1,

=5 18Hz, 1H), 0.82 (d,
=8.38Hz, 2H), 0.89 (t,
=7.72Hz, 6H), 1.09 (dd,
=15.55, 7.39Hz, 2H), 1.36-
45 (m, 3H), 1.48 - 1.54 (m,
H). 1.94 (dq, J=36.22,
.96Hz, TH), 2.14 - 2.21 (m,
1H), 2.25 (s, 3H), 2.38 (dd,
J=22.05, 13.67Hz, 4H), 2.75
(d, J=10.37Hz, 1H), 2.96 (t,
J=11.80Hz, 1H), 3.44 - 3.53
(m, 1H), 3.65 (s, 1H), 6.96 (t,
J=11.91Hz, 2H), 7.44 (¢,
J=13.56Hz, 2H)

481

479

(R)

(400 MHz, CDCI3) 0.37 - 0.40
{m, 1H), 0.44 - 0.49 (m, 1H),
0.77 - 0.80 (m, 2H), 0.77 (s,
gH), 1.33 - 1.37 (m, 1H), 1.35
(d, J=10.00Hz, 2H), 1.96 -
2.18 (m, 4H), 2.26 (s, 3H),
CH, 2.36 - 2.39 (m, 5H), 2.75 (dd,
J=14.11, 5.07Hz, 1H), 3.00 -
3.03 {m, 1H), 3.45 - 3.51 (m,
1H), 3.63 - 3.66 (m, 1H), 7.01
(d, J=8.38Hz, tH), 7.12 (s,
1H), 7.84 (s, 1H), 8.03 (d,
J=8.16Hz, 1H)

501

499

(R)

A-59

H,C CH,
H,C

zI
-

O
L

oF

\

Q
o

{400 MHz, CDCI3) 0.36 - 0.37
(m, 1H), 0.48 - 0.50 (m, 1H),
0.81 - 0.82 (m, 2H), 0.87 (s,
9H), 1.37 - 1.38 (m, 1H), 1.37
{d, J=10.00Hz, 2H}, 2,00-2.09
{m, 4H), 2.05 (s, 3H), 2.26 (s,
3H), 2.36 - 2.40 (m, 5H), 2.76
(dd, J=13.67, 4.63Hz, 1H),
2.97 (dd, J=12,02, 6.01Hz,
1H), 3.49 - 3.51 (m, 1H), 3.65
- 3.68 (m, 1H), 6.84 (d,
J=7.72Hz, 1H), 6.99 (d, -
J=7.72Hz, 1H), 7.40 (s, 1H),
7.68 (s, 1H)

481

479

(R)

H,C

(400 MAz, CDCI3) 0.53 - 0.38
(m, 2H), 0.84 (t, J=7.25Hz,
6H), 0.89 - 0.79 (m, 2H), 1.20
- 1.11 (m, 1H), 1.32 - 1.20 (m,
4H)Y, 1.43°- 1.33 (m, 3H), 2.04
- 1.87 {m, 2H), 2.10 (s, 3H),

5 2.25 (s, 3H), 2.43 - 2.28 (m,
3H), 2.79 - 2.85 (m, 1H), 3.01
1-2.84 (m, 2H), 3.11 - 3.01 (m,
1H), 3.55 - 3.42 (m, 1H), 4.00
-3.90 (m, 1H), 6.98 - 6.91 (m,
2H), 7.50 (d, J=8.46Hz, 1H),
17.78 (s, 1H)

481

479

(s)
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Example

Structure

NMR

MS

Stereochemistry

M+H | M-H

of AUX-H

A-61

(400 MHz, DMSO-d6) 0.40 -
CH 0.50 (m, 2H), 0.73 - 0,80 (m,
Z ] ® | 2H), 0.85 {d, J=6.40Hz, 6H),
. 1.26 - 1.34 {m, 2H), 1.356-
1.46 (m, 1H), 1.46 - 1.58 (m,

(s. 3H), 2.22 (s, 3H), 2.28 -
2.71 (m, TH), 3.46 - 3.59 (m,
1H), 3.64 - 3.77 {(m, 1H), 4.09
(dd, J=14.80, 5.80Hz, 1H),
4.18 (dd, J=14.80, 5.60Hz,
1H), 6.89 (d, J=8.40Hz, 1H),
6.93 (s, 1H), 6.96 (d,
J=8.40Hz, 1H), 8.18 (1,
J=5.60Hz, 1H), 12.18 (brs,
1H)

. 1H), 1.76 - 1.88 (m, 2H), 2.14

467

465

(s)

H,C

CH

(400 MHz, CDCI3) 0.40 - 0.48
(m, 2H), 0.82 - 0.88 {m, 2H),
0.85 (d, J=6.62Hz, 6H), 1.27 -

1.30 (m, 2H), 1.37 - 1.39 (m,
1H), 1.48 - 1.54 (m, 1H), 1.85

O - 1.96 (m, 2H), 2.32 - 2.33 (m,
3H), 2.77 (ad, J=15.22,

8.16Hz, 1H), 2.92 (dd,

OH J=15.33, 4.96Hz, 1H). 3.10

(dd, J=14.11, 4.85Hz, 1H),
3.23 (dd, J18.86, 4.74Hz,
1H), 3.45 - 3.47 (m. 1H), 4.04
- 4.06 {m, 1H), 7.39 - 7.43 (m,
3H), 7.64 (d, J=B.16Hz, 1H),
7.77 - 7.79 (m, 3H), 8.60 (s.
1H)

475

473

(8)

H,C

CH,

(400 MHz, DMSO-d6) 0.45 -
0.50 (m, 2H), 0.78 - 0.86 (m,

1 8H), 1.28 (t, J=6.72Hz, 2H),
1.41 - 1.54 {m, 2H), 1.81 (m,
- 2H), 2.23 (s, 3H), 2.28 - 2.41

3 (m, 3H), 2.52 - 2.78 (m, 4H),
H/OH 3.48 - 3.55 (m, 1H), 3.75 -

3.82 (m, 1H), 7.07 (d,
J=8.35Hz, 2H), 7.42 (d,
J=8.35Hz, 2H), 9.86 (s, 1H),
12.23 (s, 1H)

439

(8)

H,C

CH,

(400 MHz, DMS0-d6) 0.48 (t,
CH J=2.43Hz, 2H), 0.80 (td,
3

n J=4.17, 1.70Hz, 2H), 0.85 (d.
J=6.61Hz, 6H), 1.30 (t,
| J=6.84Hz, 2H), 1.45 - 1.52 (m,

2H), 1.81 - 1.84 (m, 2H), 2.07
OH (s, 3H), 2.33 - 2.37 (m, 3H),

' 2.59 - 2.81 (m, 4H), 3.52 -
3.55 (m, 1H), 3.77 - 3.79 (m,
1H), 7.10 - 7.23 (m, 4H), 8.30
(s, 1H), 12.20 (s, 1H)

439

(s)
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Example

Structure

" NMR

MS

M-H

Stereochemistry
of AUX-H

{400 MHz, CDCI3) 0.38 - 0.28
(m, 1H), 0.61 - 0.52 (m, 1H),
0.87 (d, J=7.25Hz, 6H), 0.89 -
0.83 (m, 4H), 1.37 - 1.29 (m,
4H), 1.58 - 1.49 (m, 1H), 2.04
(s, 3H), 2.08 - 1.90 (m, 3H),
2.23 (s, 3H), 2.44 - 2.29 (m,
5H), 3.03 - 2.93 (m, 1H), 3.21
- 3.08 (m, 1H), 3.58 - 3.38 (m,
3H), 4.20 - 4.09 (m, 1H), 6.92
- 6.90 (m, 2H), 7.38 (d,
J=7.66Hz, 1H), 8.02 (s, 1H),
8.07 (s, 1H)

534

(8)

A-66

(400 MHz, DMSO-d6) 0.34 -
0.55 (m, 2H), 0.75 - 0.82 (m,
2H), 0.85 (d, J=6.72Hz, 6H),
1.30 (dd, J=6.84, 6.84Hz, 2H),
1.39 - 1.45 (m, 1H), 1.52 {t,
J=40.12Hz, 1H), 1.76 - 1.87
{m, 2H), 1.90 - 1.95 (m, -2H),
2.00 (s, 3H), 2.15 - 2.22 (m,
2H), 2.21 (s, 3H), 2.28 - 2.43
(m. 3H), 2.88 - 2.75 (m, 2H),
3.42 - 3.50 (m, 1H), 3.52 -
3.59 (m, 1H), 6.87 (d,
J=7.88Hz, 1H), 7.04 (3,
J=7.65Hz, 1H), 7.08 (s, 1H),
9.26 (s, 1H), 12.13 (brs, 1H)

467

465

(R)

H.C

CHy

OH

(400 MHz, DMSO-d6) 0.32 -
0.54 (m, 2H), 0.76 - 0.83 (m,
2H), 0.85 (d, J=6.51Hz, 6H),
1.30 (dd, J=6.73, 6.73Hz, 2H),
1.38 - 1.45 (m, 1H), 1.47 -
1.57 (m, tH), 1.75 - 2.04 (m,
4H), 2.10 - 2.22 (m, 2H), 2.26
(s, 3H), 2.30 - 2.43 (m, 3H),
2.68 - 2.85 (m, 2H), 3.36 -
3.58 (m, 2H). 7.09 (dd,
J=8.38, 1.10Hz, 1H), 7.28 (s,
1H), 7.43 (d, J=8.16Hz, 1H),
8.46 (s, 1H), 12.14 (brs, 1H)

487

485

(R)

(400 MHz, CDCI3) 0.32 - 0.39
{m, 1H), 0.46 - 0.54 (m, 1H},
.78 - 0.84 (m, 2H), 0.85 -
.88 (m, BH), 1.14 (d, .
=6.84Hz, 3H), 1.32 - 1.38 (m,
), 1.49 - 1.59 (m, 1H), 1.88
(d, J=9.48Hz, 1H), 1.97 - 2.06
(m, 4H), 2.15 (dd, J=15.33,
8.15Hz, 1H), 2.24 (s, 3H),
2.29 - 2.43 (m, 3H), 2.47 -
2.60 (m, 2H), 2.68 (dd,
J=13.34, 3.20Hz, 1H), 2.93 (t,
J=12.68Hz, 1H), 3.45 - 3.54
(m, 1H), 3.58 - 3.71 (m, 1H),
6.90 - .87 (m, 2H), 7.31 (s,
1H), 7.38 (d, J=8.82Hz, 1H)

0
o]
J
3

481

479

(S)

s



18 / 48 .

Fig. 18

MS Stereochemistry

of AUX-H

Example Structure NMR
M+H | M-H

{400 MHz, CDCI3) 0.33 - 0.39
(m, 1H), 0.46 - 0.54 (m, 1H),
, 0.78 - 0.89 (m, 8H), 1.01 (d,
! J=6.84Hz, 3H), 1.32 - 1.39 (m,
= 3H), 1.48 - 1.60 (m, 1H), 1.83
3 Q3 | - 1.91 (m, 1H), 1.96 - 2.06 (m,
o] CHy | 4H), 2.24 (s, 3H), 2.27 - 2.43
(m, 4H), 2.50 - 2.70 (m, 3H),
A-69 H,C OH 2.98 (t, J=12.46Hz, 1H), 3.45 | 481 | 479 (S)
- 3.55 {m, 1H), 3.63 - 3.70 (m,
1H), 6.91 - 6.95 (m, 2H), 7.39
(d, J=8.82Hz, 1H), 7.46 - 7.50
(m, 1H)

(400 MHz, CDCI3) 0.43 - 0.53
CH (m, 2H), 0.88 (d, J=6.8Hz,
q 3 6H), 1.06 - 1.12 (m, 2H), 1.37
. - 1.45 (m, 3H), 1.48 - 1.55 (m,
S 1H), 1.88 - 2.02 (m, 2H), 2.11
H,C (s, 3H), 2.18 - 2.27 (m, 2H),
2.29 (s, 3H), 2.33 - 2.40 (m,
OH  CH, 2H), 2.75 (dd, J=15.60,
A-T70 o ‘ 8.00Hz, 2H), 2.94 (ddd, 467 | 465 (S)
. | J=18.40, 13.50, 4.80Hz, 2H),
3.07 (dd, J=14.00, 8.80Hz,
1H), 3.46 - 3.55 (m, 1H). 3.82
- 3.88 (m, 1H), 6.87 (d,
J=7.60Hz, 1H), 7.03 (d,
J=7.60Hz, 1H), 7.55 (s, 1H),
7.80 (s, 1H)

H,C

(400 MHz, CDCI3) 0.44 - 0.54
(m, 2H), 0.88 (d, J=6.40Hz,
6H), 1.04 - 1.13 (m, 2H). 1.37
- 1.46 (m, 3H), 1.48 - 1.56 (m,
1H), 1.89 - 2.00 (m, 2H), 2.03
(s, 3H), 2.17 - 2.23 (m, 2H),
2.27 (s, 3H), 2.35 - 2.41 (m,
2H), 2.75 (dd, J=15.20,
8.40Hz, 2H), 2.94 (ddd, 467 | 465 (S)
J=28.30, 13.80, 5.20Hz, 2H),
3.08 (dd, J=13.80, 9.20Hz,
1H), 3.47 - 3.56 (m, 1H), 3.94
- 4.00 (m, 1H), 6.99 (d,
J=7.60Hz, 1H), 7.06 (dd,
J=7.60, 7.60Hz, 1H), 7.36 (d,
J=7.60Hz, 1H), 7.85 (s, 1H)

A-T1

(400 MHz, CDCI3) 0.48 - 0.49
(m, -2H), 0.87 (d, J=6.80Hz,

cl 6H), 1.06 - 1.12 (m, 2H), 1.37
- 1.45 (m, 3H), 1.48 - 1.56 (m,

1H), 1.80 - 2.03 (m, 2H), 2.17
.l , |- 2.26 (m, 2H), 2.29 (s, 3H),

2 CH, 2.31 - 2.40 (m, 2H), 2.80 (dd,
OH J=16.00, 7.60Kz, 2H), 2.93
A-72 (ddd, J=15.40, 15.40, 6.40Hz, | 487 485 (S)
o] 2H), 3.04 (dd, J=14.40,
8.40Hz, 1H), 3.45 ~ 3.54 (m,
1H), 3.92 - 3.99 (m, 1H), 7.04
(d, J=8.20Hz, 1H), 7.16 (s,
1H), 7.92 (s, 1H), 8.11 (d,
J=8.20Hz, 1H)

ZX

H,C oy ©

7




Fig.
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Example

Structure

NMR

MS

M+H

M-H

Stereochemistry
of AUX-H

{400 MHz, CDCI3) 0.83 - 0.90
(m, 6H), 1.12 - 1.23 (m, 6H),
1.35 (t, J=6.72Hz, 2H), 1.49 -
1.59 (m, 1H), 1.92 - 2.06 (m,
2H), 2.08 (d, J=3.48Hz, 3H),
2.26 (s, 3H), 2.29 - 2.42 (m,
3H), 2.65 - 2.86 (m, 3H), 2.89
- 2.96 (m, 1H), 2.97- 3.06 (m,
1H), 3.39'- 3.50 (m, 1H), 3.78
- 3.87 {(m, 1H), 6.93 - 6.98 (m,
2H), 7.47 - 7.52 (m, 1H), 7.59
- 7.65 (m, 1H)

4355

453

(8)

A-74

(400 MHz, DMSO-d6) 0.32 -
0.42 (m, 1H), 0.44 - 0.53 {(m,
1H), 0.72 - 0.86 (m, 2H), 0.84
(d, J=6.40Hz, 6H), 1.25 - 1.34
(m, 2H), 1.35 - 1.45 (m, 1H),
1.46 - 1.58 (m, 1H), 1.74 -
1.88 (m, 2H), 1.88 - 1.97 (m,
2H), 2.00 (s, 3H), 2.28 - 2.43
(m, 3H), 2.66 (dd, J=14.40,
7.20Hz, 1H), 2.75 (dd,
J=14.40, 8.00Hz, 1H), 3.41 -
3.49 (m, 1H), 3.50 - 3.60 (m,
1H), 6.91 (d, J=8.00Hz, 1H),
6.96 (s, 1H), 7.09 (d,
J=8.00Hz, 1H), 9.23 (s, 1H),
12.10 (brs, 1H)

467

465

(8)

(400 MHz, CDCI3) 0.50 - 0.45
(m, 2H), 0.83 (t, J=7.25Hz,
6H). 0.89 - 0.82 (m, 2H). 1.20
-1.10 (m, 1H), 1.29 - 1.23 (m,
4H). 1.41 - 1.35 (m, 3H), 2.03
- 1.82 (m, 2H), 2.28 (s, 3H),
2.39 - 2.30 (m, 3H), 2.79 (dd,
J=15.72, 7.25Hz, 1H), 2.87 -
2.89 (m, 2H), 3.03 (dd,
J=14.91, 8.46Hz, 1H), 3.53 -
3.44 (m, 1H), 3.99 - 3.92 (m,
1H), 7.02 (d, J=8.06Hz, 1H),
7.14(s, 1H), 7.91 (s, 1H), 8.10
(d, J=8.06Hz, 1H)

499

(s)

H,C_CH,

0~y Ox

D>z

OH

Cl

CH,

(400 MHz, DMSO-d6) 0.44 -
0.50 (m, 2H), 0.78 (m, 2H),
0.88 (s, 9H), 1.34 (m, 2H),
1.44 (dd, J=0.97, 8.124z, 1H),
1.88 (dd, J=12.52, 8.58Hz,
2H), 2.27 (s, 3H), 2.37 - 2.43
(m, 3H), 2.59 - 2.83 (m, 4H),
3.52 - 3.57 (m, 1H), 3.72 -
3.80 (m, 1H), 7.10 (d,
J=7.88Hz, 1H), 7.28 (s, 1H),
7.45 (d, J=8.35Hz, 1H), 9.47
(s, 1H), 12.25 (s, 1H).

487

485

(S)

\b¥
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Example

Structure

NMR

MS

M+H

M-H

Stereochemistry

of AUX-H

H,C

H.C

O-N 0

pran o

o]

OH

CH,

(400 MHz, CDCI3) 0.41 - 0.37
(m, 1H), 0.49 - 0.44 (m, 1H),
0.87 (d, J=6.04Hz, 6H), 0.80 -
0.81 (m, 2H), 1.11 - 1.06 (m,
2H), 1.54 - 1.33 (m, 4H), 2.03
- 1.89 (m, 2H), 2.23 - 2.07 (m,
2H), 2.27 (s, 3H), 2.44 - 2.31
(m, 4K), 2.74 (dd, J=14.51,
5.24Hz, 1H), 3.01 (dd,
J=14.91, 9.27Hz, 1H), 3.53 -
3.44 (m, 1H), 3.67 - 3.60 (m,
1H), 7.02 (d, J=8.46Hz, 1H),
7.14 (s, 1H), 7.76 (s, 1H),
8.07 (d, J=7.66Hz. 1H)

501

499

(R)

{400 MHz, CDCI3) 0.36 -
0.37 (m, 1H), 0.47 - 0.48 (m,
1H), 0.79 - 0.90 {m, 2H), 0.87
(d, J=6.62Hz, BH), 1.31 - 1.35
(m. 3H), 1.52 - 1.55 (m, 1H),
1.85 - 1.87 {m, 6H), 2.00 (s,
3H), 2.25 (s, 3H),2.31 - 2.39
{m, 6H), 2.69 (dd, J=13.586,
4.30Hz, 1R), 2.88 - 2.99 (m,
2H), 3.46 - 3.50 (m, 2H), 6.93
- 6:94 (m, 2H), 7.41 - 7.43 (m,
1H), 7.5% (s, 1H)

505

(R)

H,C._CH,

(400 MHz, CDCI3) 0.35 -.0.40
(m. 1H), 0.45 - 0.49 (m. 1H),
0.80 - 0.83 (m, 2H), 0.87 (s,
gH), 1:33 - 1.37 (m, 1H), 1.37
(d, J=5.95Hz, 2H), 1.82 (dd,
J=21.28, 11.14Hz, 1H), 2.00 -
2.21 (m, 3H), 2.03 (s, 3H),
2.32 - 2.45 (m, 5H), 2.77 (dd,
J=13.89, 4.63Hz, 1H), 2.97
(¢d, J=13.67, 10.81Hz, 1H),
3.46 - 3.55 (m, 1H), 3.66 -
3.71(m, 1H), 7.08 - 7.10 (m,
2H), 7.53 (d, J=9.15Hz, 1H),
7.86 (s, 1H)

501

499

(R)

(400 MHz, DMSO0-d6) 0.42 -
0.51 (m, 2H), 0.75 - 0.82 (m,
2H), 0.85 (d, J=6.40Hz, 6H),
1.26 - 1.35 {m, 2H), 1.39 -

1.58 (m, 2H), 1.76 - 1.91 (m,

2H), 2.29 - 2.43 (m, 3H), 2.36 |

(s, 3H), 2.55 - 2.83 {m, 4H),
3.48 - 3.61 (m, 1H), 3.68 -
3.81 (m, 1H), 7.26 (d,
J=8.40Hz, 1H), 7.45 (d,
J=8.40Hz, 1H), 7.51 (s, 1H),
9.53 (s, 1H), 12.20 (brs, 1H)

507

(8)
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Example

Structure

NMR

MS

M-+H

Stereochemistry
of AUX-H

A-81

CH
H,C

H

0y O N

N

OH

CH

3

"CH,

(400 MHz, DMSO0-d8) 0.46 -
0.47 (m, 2H), 0.77 - 0.80 (m,
2H), 0.84 (s, 6H), 1.29 (t, -
J=6.72Hz, 2H), 1.43 - 1.51 (m,
2H), 1.81 - 1.84 (m, 2H), 2.04
(s, 3H). 2.22 (s, 3H), 2.29 -
2.40 (m, 3H), 2.57 - 2.77 (m,
4H), 3.50 - 3.54 (m, 1H), 3.72
- 3.79 (m, 1H), 6.91 (d,
J=8.12Hz, 1H), 6.97 (s, 1H),
7.13 (d, J=8.12Hz, 1H), .23
(s, 1H), 12.22 (s, 1H)

451

(S)

A-82

2

(400 MHz, DMSO-d6) 0.41 -
0.52 (m, 2H), 0.74 - 0.8% (m,
2H), 0.84 (d, J=6.40Hz, 6H),
1.24 - 1.34 {m, 2H), 1.37 -
1.58 (m, 2H), 1.75 - 1.89 (m,
2H), 2.26 (s, 3H), 2.28 - 2.43
(m, 3R), 2.55 - 2.87 (m, 4H),
3.45 - 3.61 (m, 1H), 3.68 -
3.83 (m, 1H), 6.99 (d, J=8.40,
1H), 7.32 (d, J=8.40Hz, 1H),
7.44 (s, 1H), 8.46 (s, 1H),
12.22 (brs, 1H) .

473

471

(%)

(400 MHz, CDCi3) 0.29 - 0.34
(m, 1H), 0.58 - 0.64 (m, 1H),
0.78 - 0.83 {m, 2H), 0.86 -
0.80 (m, 6H), 1.18 (s, 3H),
1.23 (s, 3H), 1.27 - 1.39 (m,
3H), 1.50 - 1.59 (m, 1H), 1.82
- 1.81 (m, 1H), 1.82 (s, 3H),
2.00 - 2.08 (m, 1H), 2.25 (s,

“3H), 2.30 - 2.48 (m, 5H), 2.78

- 2.93 (m, 2H), 3.47 - 3.56 {m,
1H), 3.70 (dd, J=11.71, :
4.06Hz, 1H), 6.90 - 6.93 (m,
2H), 7.06 (s, 1H), 7.21 - 7.25
(m, 1H)

495

493

(§)

H,C CH
H,C

3

cl

OH

CH

(400 MHz, CDCI3) 0.31 - 0.48
(m, 2H), 0.79 - 0.84 (m, 2H),
0.87 (s, 9H), 1.31 - 1.40 (m,
1H), 1.44 (d, J=6.84Hz, 2H),
2.02 - 2.23 (m, 4H), 2.27 (s,
3H), 2.33 - 2.50 (m, 4H), 2.67
- 2.77 (m, 2R), 3.03 (dd,
J=14.34, 5.04Hz, 1H), 3.69 -
3.60 (m, 2R), 7.02 (d,
J=8.38Hz, 1H), 7.13 (5, 1H),
7.78 (s, 1H), 8.09 (d,
J=8.38Hz, 1H)

501

499

(R)

NA
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Fig. 22

MS ) .
Stereochemistry

of AUX-H

Example Structure NMR
M+H | M-H

(400 MHz. CDCI3) 0.30 - 0.45
{(m, 2H), 0.76 - 0.85 (m, 2H),
0.87 (s, 9H), 1.31 - 1.41 (m,
2H), 1.45 (d, J=6.75Hz, 2H),
1.99 - 2.13 (m, 5H), 2.13 -
2.24 (m,1H), 2.28 - 2.51 (m,
4H), 2.62 - 2.73 (m, 1H), 2.78
(dd, J=13.72, 4.42Hz, 1H), :

B-2 3.00 (dd, J=13.37, 10.82Hz, 501 | 499 (R)
1H), 3.60 - 3.72 (m, 2H), 7.10
(d, J=1.86Hz, 2H), 7.58 (d,
J=9.07Hz, 1H), 7.75 (s, 1H)

(400 MHz, DMSO-d6) 0.37 -
0.49 (m, 2H), 0.75 - 0.80 (m,
2H), 0.84 (d, J=6.80Hz, 6H),
1:30 (t, J=6.80Hz, 2H), 1.37 -
1.44 (m, 1H), 1.47 - 1.56 {(m,
1H), 1.76 - 1.89 (m, 6H), 2.02
(s, 3H), 2.21 (s, 3H), 2.28 -
2.41 (m, 3H), 2.61 - 2.72 (m,
2H), 3.36 - 3.40 (m, 2H), 3.48 467 465 (R)
- 3.56 (m, 1H), 6.90 (d,
J=8.00Hz, 1H), 6.95 (s, 1H),
7.11 (d, J=8.40Hz, 1H), 9.55
(s, 1H)

(400 MHz, DMS0-d6) 0.43 -
0.48 (m, 2H), 0.73 - 0.77 (m,
2H), 0.80 (t, J=7.60Hz, 6H),
1.10 - 1.17 (m, 1H), 1.20 -
1.27 (m, 3H), 1.33 (1,
J=6.40Hz, 2H), 1.38 - 1.45 (m,
1R), 1.77 - 1.86 (m, 2H), 2.12
-2.18 (m, 1H), 2.25 (s, 3H),
2.29 - 2.38 (m, 3H), 2.66 - 501 499 (S)
2.73 (m, 1H), 2.83 (dd.
J=14.60, 4.80Hz, 1H), 3.25 -
3.40 (m, 2H), 3.47 - 3.54 (m,
1H), 3.59 - 3.67 (m, 1H), 7.06
(d, J=6.80Hz, 1H), 7.25 (s,
1H), 7.49 (d, J=8.00Hz, 1H),
10.21 (brs, 1H)




23 / 48
Fig. 23
MS Stereoch | Materials
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CH,
CH, o. R (400 MHz, CDCI3) 0.37 -
O~N X 0.42 (m, 2H), 0.79 - 0.85 (m,
He ! { P 2H), 0.85 - 0.90 {m, 6H), Dimethyl
CH, 1.32 - 1.38 (m, 3H), 1.50 -~ 4-0X0-
1.59 (m, 1H), 1.88 - 1.86 (m, cyclopent
o 1H), 1.96 - 2.05 (m, 1H), ane-
2.05 - 2.08 (m, 3H), 2.23 - Without trans-
A-86 © 2.28 (m, 3H), 2.32 - 2.4 (m, | 479 | 477 using 1,2-
5H), 2.57 - 2.7C (m, 1H), AUX-H | dicarbox
2.72-2.84 {m, 1H}, 3.08 - ylate was
3.19 (m, 2H), 3.41 - 3.66 (m, used as
2H), 6.81 - 6.95 (m, 1H), a
6.95 - 7,00 (m, tH), 7.69 - material.
7.75 (m, 1H), 7.89 - 7.94 (m,
1H)
(400 MHz, CDCI3) 0.37 - Dimethyl
0.42 (m, 2H), 0.79 - 0.85 (m, 4-0%0-
2H), 0.85 - 0.90 (m, 6H), cyclopent
1.32 - 1.38 {m, 3H), 1.50 - ane-
1.59 (m, 1H), 1.88 - 1.96 (m, trans-
1H), 1.86 - 2.05 (m, 1H), 1,2
8 2.05 - 2.08 (m, 3H), 2.23 - Without | dicarbox
A-87 2.28 {m, 3H), 2.32 - 2.49 (m, | 479 477 using ylate was
aH}), 2.57 - 2.70 {m, 1H), AUX-H used as
2.72 - 2.84 (m, 1H), 3.08 - a
3.19 (m, 2H), 3.41 - 3.66 (m, material.
2H), 6.81 - 6.85 (m, 1H), .
6.95 -7.00 (m, 1H), 7.69 - Enantio
7.75 (m, 1H), 7.89 - 7.94 (m, mer of A
1H) _ 86
CH N s (400 MHz, CDCI3) 0.37 - Dlmefhyl
s 0-y © 0.42 (m, 2H), 0.75 - 0.85 (m, 4-0%0-
H,C 9 2H), 0.85 - 0.90 (m, 6H), cyclopent
CH 1.32 - 1.38 (m, 3H), 1.51 - ape-
: 1.58 (m, 1H), 1.88 - 1.87 (m, trlags»
1H), 1.97 - 2.03 (m, 1H), . ,2-
OH 2.0)4 -72.08 (m, 3(H)‘ 2,2)3 . Without | gicarbox
A-88 0 2.27 (m, 3H), 2.32-2.44(m, | 479 | 477 AU | Flate was
5H}, 2.60 - 2.71 (m, 1H}, . . used as
2.71-2.85 (m, 1H), 3.14 - a
3.25 (m, 1H), 3.38.- 3:57 (m, material.
2H), 3.57 - 3.69 (m, 1H), .
6.91 - 6.85 (m, 1H), 6.95 - Diastereo
6.99 (m, 1H), 7.69 - 7.75 (m, mer of A
1H), 7.89 - 7.84 (m, 1H) 86
CH, (400 MHz, CDCI3) 0.37 - Dimethyl
CH, o. R 0.42 (m, 2H), 0.75 - 0.85 (m, 4-oxo-
HC O~N 2H), 0.85 - 0.80 (m, 6H), cyclopent
s W 1.32 - 1.38 (m, 3H), 1.51 - ane-
CH, 1.58 (m, 1H), 1.88 - 1.97 {m, trans-
1H), 1.97 - 2.03 (m, 1H), 1,2-
OH 2.04 - 2.08 {m, 3H), 2.23 - Without dicarbox
A-89 Ies 2.27 (m, 3H), 2.32 - 2.44 (m, | 479 477 using ylate was
5H), 2.60 - 2.71 (m, 1H), AUX-H used as
2.71 - 2.85 (m, 1H), 3.14 - a8
3.25 (m, 1H), 3.3B - 3.57 (m, material.
2H), 3.57 - 3.69 (m, 1H), .
6.81 - 6.95 (m, 1H), 6.85 - Diasterco
6.99 (m, 1H), 7.69 - 7.75 (m, mer of A
1H), 7.85 - 7.94 (m, 1H) _ 86

)\
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B-3

CH,
H,C

(400 MHz, CDCI3) 0.41 -
0.50 (m, 2H), 0.83 - 0.88 (m,
2H), 0.87 (d, J=6.62Hz, 6H),
1.32 - 1.43 (m, 3H), 1.55 (m,
1H), 1.95 - 2.04 (m, 2H),
2.28 (s, 3H), 2.34 - 2.59 (m,
3H), 2.78 - 3.07 (m, 4H),
3.64 - 3.72 (m, 1H), 3.83 -
4.00 {m, 1H), 7.03 (dd,
J=8.27, 1.65Hz, 1H), 7.15
(s, 1H), 7.89 (s, 1H), 8.12
(d, J=8.38Hz, 1H)

473

471

CH,
HC

(400 MHz, CDCI3) 0.43 -
0.49 (m, 2H), 0.84 - 0.88 (m,
2H), 0.87 (d, J=6.62Hz, 6H),
1.38 - 1.43 (m, 3H), 1.94 -
2.04 (m, 2H), 2.28 (s, 3H),
2.37 - 2,50 {m, 2H), 2.50 -
2.62 {m, 1H), 2.80 - 3.06 (m,
4H), 3.84 - 3.73 (m. 1H),
3.92 - 3.99 (m, 1H), 7.04
(dd, J=8.16, 1.32Hz, 1H),
7.16 (s, 1H), 7.86 (s, 1H),
8.13 (d, J=8.16Hz, 1H)

471

CH,
HC

(400 MHz, CDCI3) 0.27 -
0.38 (m, 1H), 0.47 - 0.58 (m,
1H), 0.84 - 1.03 (m, 2H),
0.92 (d, J=6.40Hz, BH), 1.59
-1.70 (m, 1H), 1.84 - 1.97
(m, 1H), 2.08 - 2.32 (m, 2H),
2.27 (s, 3H), 2.39 - 2.57 (m,
2H), 2.52 (d, J=7.20Hz, 2H),
2.80 (dd, J=14.40, 5.20Kz,
1H), 3.09 (dd, J=14.40,
9.60Hz, 1H), 3.74 - 3.85 (m,
1H), 7.02 (d, J=8.40Hz, 1H),
7.12 (s, 1H), 7.23 (d,
J=8.40Hz, 2H), 7.73 (d,
J=8.40Hz, 2H), 7.80 (brs,
1H), 8.08 (d, J=8.40Hz, 1H)

509

507

(R}

(400 MHz, CDCI3) 0.18 -
0.27 (m, 1R), 0.39 - 0.49 (m,
1H), 0.82 - 1.02 (m, 2H),
0.94 (d, J=7.20Hz, 6H), 1.50
- 1.60 (m, 1H), 1.85 - 1.98
(m, 1H), 1.99 - 2.22 (m, 2H),
2.17 (s, 3H), 2.34 - 2.47 (m,
2H), 2.54 (d, J=7.30Hz, 2H),
2.61 (dd, J=14.00, 5.60Hz,
1H), 2.75 (dd, J=14.00,
10.00Hz, 1H), 3.66 - 3.83
(m, 1H), 3.78 (s, 3H), 4.24
(dd, J=14.40, 5.60Hz, 1H),
4.34 (dd, J=14.40, 6.40Hz,
1H), 6.20 - 6.28 (m, 1H),
6.53 - 6.57 (m, 1H), 6.54 (s,
1H), 6.95 (d, J=8.00Hz, 1H),
7.24 (d, J=8.00Mz, 2H), 7.73
(d, J=8.00Hz, 2H)

519

517

(R)

|5l
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H,C

CH,

(400 MHz, CDCI3) 0.38 -
0.44 (m, 1H), 0.46 - 0.54 (m,
1H), D.78 - 0.8 (m. 2H),
0.86 (d, J=6.52Hz, 6H), 1.19
(t, J=7.00Hz, 2H), 1.33 -
1.40 (m, TH), 1.40 - 1.66 (m,
8H), 1.76 - 1.80 (m, 2H),
2.03 - 2.22 (m, 2H), 2.25 (s,
3H), 2.36 - 2.45 (m, 2H),
2.73 (dd, J=14.00, 5.36Hz,
1H), 2.95 - 3.07 (m, 2H),
©3.60 - 3.68 {m, 1H), 7.00 (d,
J=8.00Hz, 1H). 7.11 (s, 1H),
7.71 (brs, 1H), 8.06 (d,
J=8.00Hz, 1H)

515

513

(R)

{400 MHz, CDCI3) 0.33 -
0.41 {m, 1H), 0.45 - 0.53 {m,
1H), 0.80 - 0.82 (m, 2H),
0.88 (d, J=6.80Hz, 6H), 1.19
{t, J=7.20Hz, 2H), 1.32 -
1.40 (m, 1H), 1.41 - 1.70 (m,
8H), 1.78 - 1.81 (m, 2H),
1.85 - 2.16 (Mm, 2H), 2.28 -
2.42 (m; 2H), 2.32 (s, 3R),
2.54 (dd, J=14.40, 6.00Hz,
1H), 2.70 (dd, J=14.40,
8.40Hz, 1H), 2.96 - 3.05 (m,
1H), 3.55 - 3.66 (m, 1H),
3.81 (s, 3H), 4.24 - 4.37 (m,
2H), 6.20 (dd, J=5.60,
5.60Hz, 1H), 6.64 (s, 1H),
6.66 (d, J=7.60Hz, 1H), 7.01
(d, J=7.80Hz, 1H)

(400 MHz, CDCI3) 0.87 (s,
9H), 1.39 (d, J=6.18Hz, 2H),
2.06 - 2.14 (m, 4H), 2.27 (s,
3H), 2.32 - 2.46 (m, 5H),
2.74 (dd, J=14.45, 5.62Hz,
1H). 3.02 (dd, J=14.45,
8.93Hz, 1H), 3.44 - 3.61 (m,
2H), 5.35 (ddd, J=14.56,
8.38, 1.21Hz, 2H), 6.37 (dd,
J=17.64, 11.47Hz, 1H), 7.01
(d. J=9.70Hz, 1H), 7.14 (s,
1H), 7.82 (s, 1H), 8.07 (d,
J=8.38Hz, 1H)

487

485

(R}

(400 MHz, CDCI3) 0.87 (s,
8H), 1.03 (t, J=7.28Hz, 3H),
1.40 (d, J=11.69Hz, 2H).
2.04 - 2,11 (m, 4H), 2.26 -
2.3¢ (m, 10H), 2.75 (dd,
J=14.11, 4.52Hz, 1R), 2.98
{dd, J=13.23, 9.70Hz, 1H),
3.31 - 3.45 (m, 2H), 7.01 (d,
J=7.94Hz, 1H), 7.13 (s, 1H),
7.81 (s, 1H), .03 (d,
J=7.94Hz, 1H)

489

487

1%
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A-92

(400 MHz, DMSO-d6) 0.38 -
0.43 (m, 1H), 0.46 - 0.51 (m,
1H), 0.78 - 0.83 (m, 2K),
0.85 (s, 9H), 1.33 (d,
J4=6.00Hz, 2H), 1.38 - 1.45
(m, 1H), 1.83 - 1.96 (m, 4H),
2.43-2.24 (m, 2H), 2.38 -
2.43 (m, 3H), 2.83 (dd,
J=15.20, 6.80Hz, 1H), 2.94
(dd, J=15.40, 8.00Hz, 1Hj),
3.43 - 3.59 (m, 2H), 7.84
(dd, J=8.40, 2.00Hz, 1H),
7.92 (d, J=8.80Hz, 1H), 7.82
(d, J=2.00Hz, 1H}, 9.65 (s,
1H)

531 529

(R}

A-93

(400 MHz, CDCI3) 0.87 (s,
9H), 1.03 (t, J=7.28Hz, 3H),
1.40 (d, J=11,69Hz, 2H),
2.04 - 2.11 (m, 4H). 2.26 -
2.39 (m, t0H), 2.75 (dd,
J=14.11, 4.62Hz, 1H), 2.98 505 503
(dd, J=13.23, 9.70Hz, 1H),
3.31 - 3.48 (m, 2H), 7.01 (d,
J=7.94Hz, 1H), 7.13 (s, 1H),
7.81 (s, 1H), 8.03 (d,
J=7.94Hz, 1H)

(R)

A-94

H,C. CH,

OMe

(400 MHz, CDCI3) 0.87 (s,
9H), 1.38 (d, J=5.95Hz, 2H),
2.02 - 2.09 (m, 4H), 2.27 (s,
3H), 2.35 - 2.41 (m, 5H),
2.51 - 2.61 (m, 2H), 2.77
(dd, J=14.88, 4.74Hz, 1H),
3.06 (dd, J=14.78, 10.37Hz, 519 517
1H), 3.34 - 3.38 (m, 1H),
3.48 - 3.50 (m, 1H), 3.48 (s,
3H), 3.63 - 3.72 (m, 2H),
7.00 (d, J=8.38Hz, 1H), 7.14
(s, 1H), 7.87 (s, 1H), 8.03
(d, J=8.38Hz, 1H)

(R)

(400 MHz, DMSO-d6) 0.37 -
0.46 (m, 1H), 0.48 - 0.58 (m,
1H), 0.77 - 0.80 {m, 2H),
0.85 (d, J=6.40Hz, 6H), 0.91
- 1.11 (m, 2H), 1.07 (t,
J=7.20Hz, 2H), 1.29 - 1.85
(m, 9H), 1.87 - 1.29 (m, 2H). 515 513
2.09 - 2.31 (m, 2H), 2.27 (s,
3H), 2.85 - 2.89 (m, 3H),
3.42 - 3.54 (m, 1H), 7.09 (d,
J=8.00Hz, 1H), 7.28 (s, 1H),
7.42 (d, J=8.00Hz, 1H), §.45
(s, 1H}, 12.08 (brs, 1H)

(R}
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CH,
H
CH:‘ O-N 0 N\/Q/
e !

(400 MHz, DMSO-d6) 0.34 -
0.44 (m, 1H}, 0.47 - 0.56 (m,
1H), 0.73 - 0.81 (m, 2H),
0.86 (d, J=6.40Hz, 6H), 0.91
- 1.13 {m, 2H), 1.07 (¢,
J=7.20Hz, 2H), 1.30 - 1.46
(m, 2H), 1.46 - 1.92 (m, 9H),
2.06 - 2.22 {m, 2H), 2.27 (s,
3H), 2.43 - 2.62 (m, 2H),

. 2.77 - 2.88 {m, 1H), 3.20 -
3.47 (m, 1H), 3.75 (s, 3H),
4.06 - 4.19 (m, 2H), 6.64 (d,
J=7.20Hz, 1H), 6.76 (s, 1H),
6.89 (d, J=7.20Hz, 1H), 8.14
(ad, J=6.00, 6.00Hz, 1H),
12.08 (brs, 1H)

525

523

(R}

HC :
OH

H,C

(400 MHz, DMS0-d8) 0.15 -
0.28 {m, 1H), 0.41 - 0.51 (m,
1H), 0.81 - 0.98 (m, 2H),
0.89 (d, J=7.20Hz, 6H), 1.71
-1.82 (m, 1H), 1.82 - 2.07
(m, 3H), 2.17 - 2.36 (m, 2H),
2.27 {s, 3H), 2.54 (d,
J=7.20Hz, 2H), 2.80 (dd,
J=14.80, 6.40Hz, 1H), 2.92
(dd, J=14.80, 8.00Hz, 1H),
3.56 - 368 (m, 1H), 7.08 (d,
J=7.20Hz, 1H), 7.25 - 7.33
(m, 1H), 7.28 (s, 1), 7.40
-7.50 (m, 2H), 7.58 - 7.66
(m, 2H), §.51 (s, 1H), 12.12
(brs, 1H)

509

507

(R}

CH,

ZT

O-N C

HC
OH
H,C

(400 MHz, DMSO-d6) 0.13 -
0.23 {(m, 1H), 0.40 - 0.5% (m,
1H). 0.83 - 0.99 {m, 2H),

10.9C (d, J=7.20Hz, 6H), 1.67

-1.78 {m, 1H), 1.83 - 2.00
{m, 3H), 2.16 - 2.30 (m, 2H),
2.21 {s, 3H), 2.46 - 2.62 (m,
1H), 2.55 (d, J=6.80Hz, 2H),
2.69 (dd, J=14.40, 9.20Hz,
1H), 3.53 - 3.63 (m, 1H),
3.75 (s, 3H), 4.07 (dd,
J=156.60, 6.00Hz, 1H), 4.18
(dd, J=15.60, 6.00Hz, tH),
6.50 (d, J=7.20Hz, 1H)}, 6.74
(s, 1H), 6.79 (d, J=7.60Hz,
1H}, 7.31 (d, J=7.80Hz, 1H),
7,42 - 7,50 (m, 1H), 7.58 -
7.687 {m, 2H), 8.20 {dd,
J=6.00, 6.00Hz, 1H), 12.11
{brs, 1H)

519

(R)

A-85

CH

H,C CH,
H,C

+HO

(400 MHz, CDCI3) 0.87 (s,
9H), 1.39 (d, J=6.18Hz, 2H),
1.95 - 2,02 (m, 4H), 2.27 -
2.46 (m, 4H), 2.27 (s, 3H),
2.50 - 2.55 (m, 3H), 2.75
{dd, J=14.57, 10.48Hz, 1H),
3.30 - 3.44 {m, 2H), 3.58 -
3.61 (m. 1H), 3.58 (s, 1H),
71 (dd, J=10.81, 5.51Hz,
H). 3.81 (s, 3H), 4.22 -

33 (m, 2H), 6.07 (s, 1H),
07 (t, J=5.62Hz, 1H), 6.65
6.68 (m, 2H), 6.67 (s, 1H),
.98 (d, J=7.50Hz, 1H)

529

527

(R}
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A-96

(460 MHz, CDCI3) 0.35 -
0.40 (m, 1H), 0.45 - 0.50 (m,
1H), 0.79 - 0.87 (m, 2H),
0.87 (s. 9H), 1.33 - 1.39 (m,
1H), 1.38 (d, J=5.95Hz, 2H),
1.92 (s, 3H), 1.92 - 2.21 (m,
4H), 2.33 - 2.50 (m, 5H),
2.76 (dd, J=13.56, 4.52Hz,
1H), 2.98 (dd, J=13.58,
10.70Hz, 1H), 3.46 - 3.55
(m, 1H), 3.63 - 3.70 (m, 1H),
3.79 (s, 3H), 6.66 (d,
J=8.16Hz, 1H), 7.08 (1,
J=8,16Hz, 1H), 7.20 (d,
J=8.16Hz, 1H), 7.56 (brs,
1H)

497 495

A-97

H,C CH,
H,C

o-n O

OH

CH,
OiMe

CH,

(400 MHz, DMSO-d6) 0.32 -
0.43 (m, 1H), 0.45 - 0.55 (m,
1H), 0.73 - 0.92 (m, 2H),
0.85 (s, 9H), 1.30 - 1.35 (m,
1H), 1.32 (4, J=5.60Hz, 2H),
1.79 - 2.00 (m, 4H), 1.94 (s,
3H), 2.13 - 2.25 (m, 2H),
2.18 (s, 3H), 2.32 - 2.46 (m,
3H), 2.67 (dd, J=14.40Hz,
6.80Hz, 1H), 2.75 (dd,
J=14.40, 8.40Hz, 1H), 3.39 -
3.66 (m, 2H), 3.60 (s, 3H},
6.88 - 6.98 (m, 2H), 9.28 (s,
1H), 12.08 (brs, 1H)

511 509

(R)

A-98

(400 MHz, DMSO-d6) 0.31 -
0.41 (m, 1H), 0.44 - 0.53 {m,
tH), 0.69 - 0.83 (m, 2H),
0.86 (s, 9H), 1.30 - 1.43 (m,
1H), 1.36 (d, J=6.00Hz, 2H),
1.78 - 1.87 {m, 4H), 2.05 -
2.25 (m, 2H), 2.13 (s, 3H),
2.22 (s, 3H), 2.32 - 2.54 (m,
4H), 2.59 (dd, J=14.40, 495 493
8.40Hz, 1H), 3.13 - 3.48 (m,
1H), 3.48 - 3.83 (m, 1H),
4.07 (dd, J=14.80, 5.60Hz,
1H), 4.20 (dd, J=14.80,
5.60Hz, 1H), 6.85 - 6.97 (m,
2H), 6.83 (s, 1H), 8.17 (dd,
J=5.60, 5,60Hz, 1H), 12.07
(brs, 1H)

{R)

A-99

(400 MHz, DMSO-d6) 0.33 -
0.56 (m, 2H}, 0.71 - 0.95 (m,
2H), 0.85 (s, 9H), 1.28 -
1.47 (m, 1H), 1.34 (d,
J=6.00Hz, 2H), 1.78 - 1.99
(m. 4R), 2.08 - 2.31 (m, 2H),
2.26 (s, 3H), 2.31 - 2.45 (m,
3H), 2,72 (dd, J=14.80,
7.20Hz, 1H), 2.81 (dd,
J=14.80, 8.00Hz, 1H), 3.16 -
3.62 (m, 2H), 6.93 (d,
J=8.00Hz, 1H), 7.04 (d,
J=11.4Hz, 1H), 7.61 (dd,
J=8.00, 8.00Hz, 1H), 9.63
(s, 1H), 12.08 (brs, 1H)

485 483
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A-100

(400 MHz, CDCI3) 0.37 (dd,
J=9.59, 4,52Hz, 1H), 0.49
(dd, J=9.70, 4.63Hz, 1H),
0.82 (dd, J=8.27, 4.74Hz,
2H), 0.87 (s, 9H), 1.33 -
1.38 (m, 1H), 1.37 (d,
J=5.73Rz, 2H), 1.88 - 2.12
(m, TH), 2.38 - 2.42 (m, 5H),
2.77 (dd, J=13.78, 4.74Hz,
1H), 2.96 (dd, J=13.78,
10.70Hz, 1H), 3.50 - 3.52
(m, tH), 3.67 - 3.69 (m, 1H),
6.81 - 6.83 {m, 2H), 7.41
(dd, J=8.49, 6.06Hz, 1H),
7.76 (s, tH)

485 483

(R}

A-101

HG, CH,

(400 MHz, CDCI3) 0.48 -
0.50 (m, 1H), 0.81 (d,
J=5.29Hz, 1H), 0.80 (s, 9H),
0.95 - 0.96 (m, 2H), 1.47-
(dd, J=12.90, 7.39Hz, 3H),
2.13 (s. 2H), 2.31 - 2.34 (m,
8H), 2.62 (1, J=14.78Hz,
2H), 2.78 (dd, J=13.45,
4.63Hz, 1H), 3.06 (dd,
J=13.34, 10.70Hz, 1H), 3.54
- 3.57 (m, 1H), 4.77 - 4.7¢
(m, 1H), 6.97 (d, J=8.38Hz,
1H), 7.08 (s, 1H), 7.83 (d,
J=8.38Hz, 1H), 7.90 (s, 1H)

501 499

(R}

A-102

H,GC CH,
H,C

(400 MHz, CDCI3) 0.43 -
0.46 (m, 2H), 0.84 - 0.87 (m,
1H), 0.86 (s, 9H), 1.34 -
1.36 (m, 3H), 1.91 - 2.19 (m,
8H), 2.36 - 2.42 (m, 5H),
2.78 (dd, J=13.78, 4.52Hz,
1H), 3.00 (dd, J=13,58,
10.70Hz, 1H), 3.46 - 3.55
{m, 1H), 3.65 - 3.67 (m, 1H),
6.70 - 6.72 (m, tH), 7.04 (t,
J=7.28Hz, 1H), 7.58 (cdd,
J=10.81, 2.43Hz, iH), 7.81
(s, 1H)

485 483

(400 MHz, CDCI3) 0.53 -
0.56 (m, 1H), 0.88 - 0.97 (m,
SH), 1.15- 1.18 (m, 4H),
1.52 - 1.54 (m, 1H), 1.68 -
1.71 (m, 7H). 2.12 - 2.14 (m,
2H), 2.26 - 2.31 (m, 5H),
2.80 (dd, J=13.78, 4.74Hz,
1H), 3.05 {dd, J=13.23,
10.81Hz, 1H), 3.58 (s, 1H),
4.30 (t, J=7.94Hz, 2H), 6.87
(d, J=8.38Hz, 1H), 7.08 (s.
1H), 7.89 (d. J=7.72Hz, 2H)

487 485

)5y
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(400 MHz, CDCI3) 0.45 -
0.46 (m, 1H), 0.86 - 1.02 (m,
§H), 1.19 - 1.30 (m, 4H),
1.44 - 1.51 (m, 1H), 1.65 -
1.78 (m, 7H), 2.02 - 2.10 (m,
5H), 2.15 - 2.33 (m, 5H),
2.63 - 2.81 (m, 2H), 3.51 {t,
J=5.51Hz, 1H), 4.06 (dd,
J=14.67, 4.96Hz, 1H), 4.22 -
4.29 (m, 3H), 6.84 (t,
J=5.62Hz, 1H), 6.76 (d,
J=7.72Hz, 1H), 6.84 - 6.87
(m, 2H)

479

(R}

A-103

H,C, CH,

(400 MHz, CDC13) 0.51 {s,
1H), 0.87 - 0.89 (m, 10H),
0.96 (d, J=8.38Hz, 2H), 1.44
-1.49 (m, 3H), 1.87 (s, 3H),
2.06 - 2.09 {m, 2H), 2.27 -
2.38 (m, 8H), 2.62 - 2.63 (m,
2H), 2.81 (dd, J=13.23,
4.63Hz, tH), 3.03 (¢,
J=12.35Hz, 1H), 3.68 - 3.60
(m, 1H), 4.75 - 4.84 (m, 1H),
6.86 - 6.87 (m, 2H), 7.16 (d,
J=8.82Hz, 1H), 8.05 (s, 1H)

481

479

A-104

(400 MHz, CDCI3) 0.31 -
0.37 (m, 1H). 0.49 - 0.55 (m,
1H), 0.80 (dd, J=8.40,
1.90Hz, 2H), 0.85 (s, 9H),
1.28 - 1.38 (m, 3H), 1.89 -
2.04 (m, 4H), 2.25 (t,
J=7.80Hz, 2H), 2.31 - 2.40
(m, 7H), 2.61 {dd, J=16.20,
7.10Hz, 1H), 3.20 (s, 3H).
3.46 {t, J=6.50Hz, 1H), 3.58
{t, J=7.00Hz, 1H), 7.04 (d,
J=8.10Hz. 2H), 7.19 (d,
J=8.10Hz, 2K)

481

479

A-105

H,C_CH,

H,C

{(400MHz, CDCI3) 0.36 -
0.43 (m, 1H), 0.51 - 0.60 (m,
1H), 0.79 - 0.90 (m, 2H),
0.84 (s, 9H), 1.36 (d,
J=5.60Hz, 2H), 1.37 - 1.43
(m, 1H), 1.98 (t, J=10.10Hz,
2H), 2.07 - 2.16 (m, 2H)»
2.27 (s, 3H), 2.30 - 2.43 (m,
5H), 2.69 (dd, J=16.00,
6.50Hz, 1H), 3.01 (dd.
J=16.00, 7.20Hz, 1H), 3.11
(td, J=8.40, 0.10Hz, 2H),
3.43 - 3.54 (m, 1H), 3.75 (t,
J=6.90Hz, 1H), 3.99 - 4.13
(m, 2H), 6.94 (d, J=8.80Hz,
2H), 8.03 (d, J=8.10Hz, 1H)

493

491
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Fig. 31
MS Stereoch | Materials
Exam . emistry or
ple Structure NMR M+H | M-H | °f AUX= | Stereoch
. H emistry
cH, Cf
H,C CH, Oun O N
HC i
N\
o] CH,

s {400 MHz, CDCI3) 0.32 -
oH 0.58 (m, 2H), 0.80 - 0.8 (m,
11H), 1.23 - 1.38 (m, 3H),
1.90 - 2.04 {m, 4H), 2.20 -
A-106 | 2.60 (m, 10H), 3.13 (s, 2H), | 515 | "513 (R} -
» 3.18 (s, 1H), 3.41 - 3.52 (m,
1H), 3.56 - 3.66 (m, 1H),
7.09 - 7.14 (m, 2H), 7.26 -
7.30 (m, 1H)

HGC CH, o. N (400 MHz, CDCI3) 0.35 -
O-N | 0.71 (m, 4H), 0.80 - 1.02 (m,

) P 13H), 1.33 - 1.37 (m, 3H),
o} 1.59 (s, 1H), 1.80 - 2.18 (m,

o oH 4H), 2.35 - 2.42 (m, 5H),
2.78 (dd, J=13.78, 4.74Hz, .
A-107 1K), 3.01 (dd, J=13.56, 493 | 491 {R)

10.26Hz, 1H), 3.43 - 3.52
(m, 1H}), 3.68 - 3.67 (m, 1H),
6.98 - 7.07 (m, 2H), 7.16 (t.

J=7.61Hz, 1H), 7.97 (d,

J=7.94Hz, 1H), 8.02 (s, 1H)

/

(400 MKz, CDCI3) 0.37 -
0.43 (m, 1H), 0.46 - 0.52 (m,

H N .
H.C CH P 1H), 0.79 - 0.89 (m. 2H),
hoN Oy Oj/N Z 0.85 (s, OH), 1.33 - 1.38 (m,
] g 1H). 1.35 (d, J=6.00Hz, 2H),
o CH, | 1.89-2.12 (m, 3H), 2.19
(¢d, J=14.10, 7.10Hz, 1H),
oH 2.31 - 2.44 (i, 5H), 2.44 (s, _
A-108 3H), 2.76 (dd, J=14.30, 492 1 490 (R)

4.80Hz, 1H), 2.91 (dd,
J=14.30, 10.10Hz, 1H), 3.44
- 3.54 (m, 1K), 3.71 (dd.
J=9.50, 5.10Hz, 1H), 7.15
(d, J=8.40Hz, 1H), 7.48 (d,
J=8.60Hz, 1H), 7.76 (s, 1H),
8.44 (brd, J=14.20Hz, 1H)

(400 MHz, DMSO-d6) 0.31
. 0.42 (m, 1H), 0.46 - 0.5
6 (m, 1H), 0.72 - 0.91 (m,
2H), 0.86 (s, 9H), 1.29 -
1.46 (m, 1H), 1.35 (d, J=5.
BHz, 2H), 1.79 - 1.87 (m.
4H), 1.85 (s, 3H), 2.08 - 2

23 (m, 2H), 2.11 (s, 3H),
A-109 2.31 - 2.46 (m, 3H), 2.64 | 497 | 495 (R} -
{dd, J=14.40, 6,80Hz, 1H),
2.73 (dd, J=14.40, 8.40Hz
C1H), 3.7 - 3.62 (m.. 2H),
6.60 (d, J=8.00Hz, 1H), &
81 (d, J=B.00Hz, 1K), 8.1
5 (brs, 1H), 9.24 (s, TH).
12.08 (brs, 1H)
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‘Fig. 32
- MS Stereoch | Materials
xam . . emistry or
ple Structure NMR M+H | M-H |of AUX= | Stereoch
H emistry
(400 MHz, CDCI3) 0.85 (s,
CH, 9H), 1.37 (d, J=6.30Hz, 2
H), 2.02 - 2.17 {m, 4H), 2.
26 (s, 3H), 2.37 - 2.47 (m,
5H), 2.73 (dd, J=14.40, 5.
A-110 80Hz, 1H), 2.99 (dd, J=15. | 529 527 (R} -
20, 8.50Hz, 1H), 3.56 - 3.
66 (m, 2H), 7.02 (d, J=8.1
OHz, 1H), 7.14 (s, 1H), 7.6
1 (s. 1H), 8.11 (d, J=8.40
Hz, 1H)
(400 MHz, CDCI3) 0.34 - 0
.39 (m, 1R), 0.40 - 0.45 (
m, 1H), 0.78 - 0.83 (m, 2
H), 0.86 (s. 9H), 1.29 - 1.
36 (m, 1H), 1.36 (d, J=4.4
OHz, 2H), 1.90 (dd, J=20.2
0. 10.50Hz, 1H), 2.03 (dt,
4=20.30, 6.40Hz, 2H), 2.15
(s, 3H), 2.19 (t, J=7.10Hz _
A-111 C1H), 2,38 (n, J=23.80, 7. | 492 | 490 {R)
60Hz, 5H), 2.78 (dd, J=13. '
60, 3.80Hz, 1H), 3.03 (dd,
J=14.40, 10.90Hz, 1H), 3.
49 (tt, J=9.70, 4.10Hz, 1H)
| 3.62 (td, J=10.40, 5.90Hz
. 1H), 7.39 (s, 1H), 7.43 (
d, J=8.60Hz, 1H), 8.05 (d,
J=5.30Hz, 2H)
{400 MHz, DMS0-d6) 0.35
- 0.44 (m, 2H), 0.72 - 0.8
2 (m, 2H), 0.83 (1, J=7.83
n ¢ Hz, 6H), 1.30 (t, J=6.73Hz,
CH, O Ox N 2H), 1.36 - 1.43 (m, 1H),
H,C ‘{‘l 1.48 - 1.55 (m, 1H), 1.79 Dimethyl
X - 1.89 (m, 2H), 1.96 (dd, 4-0%0-C
CHy, | 4=22.05, 11.25Hz, 1H), 2.1 yelopent
0 (dt, J=15.88, 6.45Hz, 1H AUX-H | ane-tran
A-112 OH ), 2.26 {s, 3H), 2.30 - 2.4 499 497 Without | s-1,2-dic
o) 4 (m, 4H), 2.45 - 2.47 {(m, using arboxylat
1H), 2.95 - 3.05 (m, 1H), e was us
3.31 - 3.33 (m, 1H), 3.40 ed as &
(g, J=8.67Hz, 1H), 3.51 - material.
3.61 (m, 2H), 7.09 (dd, J
=8.60, 1.54Hz, 1H), 7.28 (
d, J=1.10Hz, 1H), 7.46 (d.
J=8.16KHz, 1H), 9.44 (s, 1
H)
(400 MHz, DMSO-d6) 0.40
(d, J=3.09 Hz, 2H), 0.78 i
o io7 (dd, J=8.16, 1.76Hz, 2H), Dimethyl
5 -y © 0.85 (dd, J=6.51, 4.08Hz, yclopent
H,C 9 6H), 1.30 (t, J=6.84Hz, 2H ane-tran
cH ), 1.41 (1d, J=9.32, 5.15Hz o1 2.dic
3 N
,1H), 1.48 - 1.55 (m, 1H), arboxylat
1.83 (t, J=10.59Hz, 2H), AUX-H
A-113 OH 2.02 (dt, J=30.80, B.66Hz, | 499 | 497 | Without | A
o 2H), 2.27 (d, J=6.62Hz, 3H using se asAal
) 2.37 (i, J=17.53, 6.40R materia
2z, 4H), 2.98 (t, J=7.83Hz,
1H), 3.38 (t, J=9.26Hz, 2H .
), 3.51 - 3.63 (m, 2H), 7.1 Diastereo
0 (d, J=7.94Hz, 1H), 7.28 mer of
(s. 1H), 7.47 (d, J=6.62Hz, A-112
1H), 9.46 (s, 1H)
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(400 MHz, CDCI3) 0.12 - 0
20 (m, 1H), 0.25 - 0.33 (

m, 1H), 0.61 - 0.75 (m, 2

H), 0.93 (d, J=6.80Hz, 6H)
., 1.51 - 1.62 (m, 1H), 1.84
- 1.98 (m, 1H), 2.10 - 2.3
4 (m, 2H), 2.27 (s, 3H), 2.
44 - 2.56 (m, 2H), 2.51 (d
, J=7.20Hz, 2H), 2.81 (dd,

J=14.40, 5.60Hz, 1H), 3.1
0 (dd, J=14.40, 9.20Hz, 1H
), 3.69 - 3.82 (m, 1H), 3.7
7 (s, 3H), 6.73 (s, 1H), 6.

79 (d, J=8.00, 1H), 7.02 (d
. J=8.40Hz, 1H), 7.14 (s, 1
H), 7.27 (d, J=B.00Hz, 1H)
. 7.89 (s, 1H), 8.09 (d, J=
8.40Hz, 1H)

539

(R}

C-6

(400 MHz, CDCI3) 0.25 - 0
.35 (m. 1H), 0.44 - 0.54 (
m, 1H), 0.82 - 0.99 (m, 2

R), 0.92 (d, J=6.80Hz, 6H)
, 1.58 - 1.69 (m, 1H), 1.83
- 1.96 (m, 1H), 2.12 - 2.3
2 (m, 2H), 2.27 (s, 3H), 2.
40 - 2.53 {m, 2H), 2.46 (d
, J=6.80Hz, 2H), 2.81 (dd,
J=14.40, 5.20Hz, 1H), 3.0
9 (dd, J=14.40, 9.20Hz, 1H
). 3.76 - 3.87 (m, 1H). 6.7
8 (d, J=8.00Hz, 1H), 8.81

{s, 1H), 7.02 (d, J=8.40Hz,
1H), 7.14 (s, 1H), 7.50 (d
. J=8.40Hz, 1H), 7.78 (s,
1H), 8.08 (d, J=8.80Hz, 1H
)

525

A-114

(400 MHz, CDCI3) 0.38 - 0
46 (m, 1H), 0.48 - 0.56 (
m, 1H), 0.80 - 0.85 (m, 2
H), 0.85 (s, SH), 1.38 (d,
J=5.10Hz, 2H), 1.41 (tt, J=
6.50, 1.70Hz, 1H), 1.95 -
2.23 (m, 4H), 2.32 (s, 3H),
2.35 - 2.45 (m, 5H), 2.79
(dd, J=14.80, 5.70Hz, 1H)
, 3.03 (dd, J=15.00, 8.80H
z, 1H), 3.51 (ddd, J=18.00,
10.10, 7.30Hz, 1H), 3.66
(dt, J=14.70, 6.50Hz, 1H),
7.33 (dd, J=7.50, 2.00Hz,
- 1H), 7.35 (d, J=1.80Hz, 1H
), 7.96 (s, 1H), 8.05 (d, J
=8.20Hz, 1H)

492

490

{R)

A-115

H,C CH,
HC

CH,

(400 MHz, CDCI3) 0.35 - 0
42 (m, TH), 0.44 - 0.49 (
m, 1H), 0.78 - 0.91 (m, 11
H), 1.31 - 1.40 (m, 3H), 1.
91 - 2.22 (m, 4H), 2.27 (s,
3H), 2.31 -.2.46 (m, 5H),
2.74 (dd, J=14.19, 5.12Hz
. 1H), 2.5 . 3.06 (m, 1H).
3.45 - 3.54 (m, 1H), 3.60
- 3.67 (m, 1H), 7.02 (d, J
=8.37Hz, 1H), 7.13 (s, 1H)
., 7.78 (s, 1H), 8.06 (d, J=
8.37Hz, 1H)

501

499
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(400 MHz, CDCI3) 0.31 - 0
38 (m, 1H), 0.40 - 0.48 (

m, 1H), 0.78 - 0.89 (m, 11
H), 1.31 - 1.38 {(m, 1H), 1.
44 (d, J=6.98Hz, 2H), 2.00
- 2.22 (m, 4H), 2.27 (s, 3
H), 2.32 - 2.51 (m, 4H), 2.
63 - 2.80 (m, 2H), 2.97 -

'13.08 (m, 1H), 3.59 - 3.69

(m, 2H), 7.02 (d, J=8.37Hz
. 1H), 7.13 (s, 1H), 7.80 (
s, 1H), 8.07 (d, J=8.37Hz,
1H)

499

(s)

(400 MHz, CDCI3) 0.10 - 0
20 (m, 1H), 0.22 - 0.32 (

m, 1H), 0.65 - 0.76 (m, 2

H), 0.92 (d, J=7.20Hz, 6H)
. 1.49 - 1.80 (m, 1H), 1.82
- 1.96 {m, 1H), 2.10 - 2.3
8 (m, 2H), 2.21 (s, 3H), 2.
28 (s, 3H), 2.4% - 2.57 (m,
2H), 2.48 (d, J=8.00Hz, 2
H), 2.83 (dd, J=14.00, 5.60
Hz, 1H), 3.09 (dd, J=14.00
, 9.20Hz, 1H), 3.70 - 3.81

(m, 1H), 6.98 - 7.07 (m,

3H), 7.14 (s, 1H), 7.23 (d,
J=7.60Hz, 1H), 7.86 (s, 1

H), 8.09 (d, J=8.40Hz, 1H)

523

(R)

A-116

H,G CH,

H,C 0
N\ =

(400 MHz, CDCI3) 0.36 - 0
A1 (m, 1H), 0.44 - 0.49 (
m, 1H), 0.80 - 0.85 (m, 2

H), 0.87 (s, 9H), 1.32 - 1.
39 (m, 3H), 1.94 - 2.18 (m
. 4H), 2.27 (s, 3H), 2.32 -
2.44 (m, 5H), 2.72 (dd, J
=14.40, 5.60Hz, 1H), 3.00

(dd, J=14.40, 9.60Hz, 1H),
3.45 - 3.54 (m, 1H), 3.56
- 3.63 (m, 1H), 3.65 (s, 3
H), 7.02 (dd, J=8.40, 1.60

Hz, 1H), 7.14 (d, J=1.20Hz
. 1H), 7.73 (s, 1H), 8.09 (
d. J=8.40Hz, 1H)

515

A-117

H,C CH,

(400 MHz, CDCI3) 0.85 (s,
9H), 1.37 (d, J=6.40Hz, 2
H), 2.00 - 2.07 (m, 3H), 2.
18 (dt, J=20.10, 6.90Hz, 1
H), 2.26 (s, 3H), 2.32 - 2.
48 (m, 5H), 2.87 (dd, J=14
.40, 4.50Hz, 1H), 3.02 (dd,
J=15.10, 10.90Hz, 1H), 3.
43 - 3.52 (m, 1H), 3.55 -

3.62 (m, 1H), 4.45 (dd, J=
20.00, 12.90Hz, 2H), 6.98

(d, J=8.60Hz, 1H), 7,12 (s,
1H), 7.71 (s, 1H), 7.91 (d
, J=8.40Hz, 1H)

491

489

(R}

42
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A-118

CH
H,C

OH

CH,

(400 MHz, DMSO-d6) 0.39
(s, 2H), 0.78 (dd, J=8.27,
. 2.10Hz, 2H), 0.85 (dd, J=
6.51, 4.08Hz, 6H), 1.30 (t,
J=6.84Hz, 2H), 1.39 {t, J
=5.29Hz, 1H), 1.48 - 1.565
(m, 1H), 1.82 - 1.87 (m, 2
H), 1.98 - 2.08 (m, 2H), 2.
27 (d, J=6.84Hz, 3H), 2.33
- 2,41 (m, 4H), 2,97 - 3.0
1 (m, 1H), 3.38 - 3.42 (m,
2H), 3.51 - 3.58 (m, 2H),
7.08 - 7.11 (m, 1H), 7.28
(s, 1H), 7.46 - 7.48 (m, 1
H), 9.44 (s, 1H), 12.27 (br

s, tH) -

499

497

AUX-H
Without
using

Dimethyl
4-ox0-C
yclopent
ane-tran
s-1,2-dic
arboxylat
e was u
sed as a
material

Mixture
of Enant
iomer of
A-112 an
d Enanti
omer of
A-113

A-119

H,C_CH,

(400 MHz, CDCI3) 0.36 - 0
47 (m. 2H), 0.60 - 0.64 (
m, 2H), 0.80 - 0.95 {m, 13
H), 1.32 - 1.38 (m, 3H), 1.
77 - 1.84 (m, 1H), 1.96 -

2.16 (m, 4H), 2.36 - 2.39

(m, 5H), 2.74 (dd, J=14.22
, 5.18Hz, 1H), 3.01 (dd, J

=14.11, 9.70Hz, 1H), 3.47

- 3.52 (m, 1H), 3.64 (s, 1
H). 6.91 (dd, J=8.50, 1,98

Hz, 1H}, 7.02 (d, J=1.98Hz
. 1H), 7.82 (s, 1H), 8.03 (
d, J=8.80Mz, 1H)

525

A-120

(400 MHz, DMSO-d6) 0.34
- 0.42 {m, 1H), 0.42 - 0.5
4 (m, 1H), 0.67 - 0.86 (m,
13H), 1.13 - 1.22 {(m, 2H)
,1.28 -1.36 (m, 2H), 1.36
- 1.46 (m, 1H), 1.78 - 1.9
7 (m, 2H), 2.11 - 2.23 (m,
2H), 2.23 - 2.29 (m, 3H),
2.29 - 2.42 (m, 2H), 2.81
- 2.88 (m, 3H), 3.40 - 3.4
7 (m, 1H), 3.47 - 3.59 {m,
1H), 7.07 (d, J=52.34Hz,
1H), 7.27 (brs, 1H), 7.42 (
d, J=40.01Hz, 1H), 9.42 (b

rs, 1H), 12.03 (brs, 1H)

515

(R}

A-121

(400 MHz, DMSO-d6) 0.3
3 - 0.44 (m, 1H), 0.44 - 0.
55 (m, 1H), 0.71 - 0.86 (m
. 11H), 1.12 - 1.24 (m, 2H
Y, 1.27 - 1.35 (m, 2H), 1.3
5. 1.47 (m, 1H), 1.80 - 1.
95 (m, 4H), 2.12 - 2.22 (m
. 2H), 2.22 - 2.30 (m, 3H),
2.29 - 2.44 (m, 3H), 2.62
. 2.89 (m, 2H), 3.38 - 3.6
3 (m, 2H). 6.87 - 6.88 (m,
1H), 7.00 - 7.09 (m, 1H),
7.53 - 7.66 (m, 1H), 9.66
(brs, 1H)

499

497

(R)
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A-122

(400 MHz, DMSO-d6) 0.71

- 0.85 (m, 9H), 1.12 - 1.2
2 (m, 2H), 1.29 - 1.38 (m,
2H), 1.84 - 2.02 (m, 4H),

2.14 - 2.24 (m, 2H), 2.24

- 2.30 (m, 3H), 2.37 - 2.4
8 (m, 3H), 2.75 - 2.88 (m,

2H), 3.40 - 3.51 (m, 1H),

3.62 - 3.78 {m, 1H), 7.06

- 714 (m, 1H), 7.29 (brs,

1H), 7.40 - 7.48 (m, 1H),

8.53 (brs, 1H), 12.13 (brs
. 1H)

541

(R)

A-123

(400 MHz, CDCI3) 0.85 (s,
9H), 1.37 (d, J=B6.30Hz, 2
H), 2.01 - 2.21 {m, 4H), 2,
26 (s, 3H), 2.31 - 2.50 (m,
SH), 2.76 (dd, J=15.10, 5.
30Hz, 1H), 2.96 (dd, J=14.
07, 8.80Hz, 1H), 3.48 - 3.

82 (m, 2H), 6.66 (, J=54.7
OHz, 1H), 7.01 (d, J=8.80H
z, 1H), 7.13 (s, 1H), 7.61

(s, 1H), 8.07 (d, J=8.10Hz,
1H)

511

509

A-124

(400 MHz, CDCI3) 0.50 - 0
.51 (m, 1H), 0.83 - 0.85 (
m, tH), 0.87 (s, 9H), 0.96
- 0.98 (m, 2H), 1.46 - 1.5
1 (m, 3H), 2.12 - 2.14 (m,
2H), 2.21 - 2.45 {m, B8H),
2.58 - 2.68 (m, 2H), 2.80
{dd, J=13.58, 4.74Hz, 1H)
. 3.00 - 3.06 (m, 1H), 3.56
- 3.87 (m, 1H), 4.75 - 4.7
8 (m, 1H), 6.79 (t, J=10.37
Hz, 2H), 7.76 (t, J=8.16Hz,
1H), 8.08 (s, 1H)

483

{ R}

C-8

H.C

H,C
e

CH,

(400 MHz, CDCI3) 0.28 - O
40 (m, 1H). 0.60 - 0.70 (
m, 1H), 0.75 - 0.82 (m, 2
H), 0.98 (s, OH), 1.48 - 1.
58 (m, 2H), 1.63 - 1.73 (m
. AH), 2,08 - 2.32 (m, 2H),
2.26 (s, 3H), 2.32 - 2.48
(m, 2H), 2.59 - 2.70 (m, 2
H), 2.85 (dd, J=14.00, 4.80
Hz, 1H), 3.12 (dd, J=14.00
. 10.00Hz, 1H), 3.58 - 3.6
8 (m, 1H), 7.00 (d, J=8.40
Hz, 1H), 7.11 (s. 1H), 7.28
(d. J=8.40Hz, 2H), 7.38 (
d, J=B.40Hz, 2H), 7.75 (s,
1H), 7.67 (d, J=8.40Hz, 1H
)

537

/Qy
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C-9

(400 MHz, CDCI3) 0.30 - 0
.39 (m, 1H), 0.60 - 0.69 (

m, 1H), 0.74 - 0.98 (m, 2

H), 0.93 (s, 9H), 1.64 - 1.
75 (m, 1H), 2.11 - 2.31 (m
. 2H), 2.25 (s, 3H), 2.32 -
2.48 (m, 2H), 2.57 (s, 2H
) 2.86 {dd, J=13.60, 4.80H
z, 1H), 3.12 (dd, J=13.60,

10.00Hz, 1H), 3.58 - 3.70

(m, 1H), 7.00 (d, J=8.00Hz
L 1H), 741 (s, 1H), 7.23 (
d, J=8.00Hz, 2H), 7.38 (d,
J=8.00Hz, 2R}, 7.76 (s, 1
H), 7.87 (d, J=8.00Hz, 1R)

(R}

A-125

(400 MHz, DMSO0-d6) 0.41
- 0.55 (m, 1H), 0.74 - 0.8
6 (m, 11H), 0.86 - 0.99 (m
. 2H), 1.16 - 1.25 (m, 2H),
1.35 - 1.43 (m, 2H), 1.47
- 1.81 (m, 1H), 1.82 - 1.8
6 (m, 2H), 2.00 - 2.18 (m,
5H), 2.18 - 2.30 (m, 3H),
2.56 - 2.85 (m, 4H), 4.79
- 4.97 (m, 1H), 7.02 - 7.1
2 (m, 1H), 7.22 - 7.28 (m,
1H), 7.32 - 7.39 (m, 1H),
9.20 - 9.40 (m, 1H), 11.8
6 - 12.09 (m, 1H)

515

(R)

A-126

(400 MHz, DMSO-d6) 0.72
- 0.84 (m, 11H), 1.16 - 1.
28 (m, 2H), 1.35 - 1.43 (m
. 2H), 1.87 - 2.01 (m, 2H),
2.01 - 212 (m, 1H), 2.18
- 2.37 (m, 5H), 2.59 - 2.7
3 (m, 2R), 2.73 - 2.98 (m,
2H), 3.42 - 3.55 (m, 1H),
4.80 - 5.00 (m, 1H), 7.03
- 7.10 (m. 1H), 7.23 - 7.2
8 (m, 1H), 7.32 - 7.42 (m.
1H), 9.38 - .54 (m, 1H),
12.05 (brs, 1H)

543

(R)

A-127

(400 MHz, DMSO-d6) 0.4
2 - 0.56 (m, 1H), 0.73 - 0.
83 {m, 13H), 0.88 - 0.97 {(
m, tH), 1.14 - 1.26 (m, 2

H), 1.34 - 1.41 (m, 2H), 1.
50 - 1.61 (m, 2H), 1.77 -

1.92 (m, 1H), 1.96 - 2.09

(m, 1H), 2.08 - 2,18 (m, 2
H), 2.18 - 2.26 (m, 3H), 2.
55 - 2.81 (m, 5H), 4.78 -

4.93 {m, 1H), 6.83 - 6.94

(m, 1H), 6.94 - 7.03 (m, 1
H), 7.44 - 7.60 {m, 1H), 9.
49 (brs, 1H), 11.98 (brs, 1
H)

499

497

145
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A-128

H,C CH,
H,C

(400 MHz, CDCI3) 0.85 (s,
9H), 1.35 (d, J=6.30Hz, 2
H), 1.97 - 2.14 (m, 4H), 2.
28 (s, 3H), 2.33 {1, J=7.40
Hz, 2H), 2.37 - 2.48 (m, 3
H), 2.72 (dd, J=15.00, 5.90
Hz, 1H), 2.94 (dd, J=14.90
. 8.80Hz, tH), 3.52 - 3.65
(m, 2H), 6.83 (d, J=5.60H
z, 1H), 6.85 (s, 1H), 7.53

(s, 1H), 7.99 (t, J=8.10Hz,
TH)

511

(R)

A-129

(400 MHz, CDCI3) 0.86 (s,
9H), 1.37 (d, J=6.00Hz, 2
H), 2.00 - 2.20 (m, 4H), 2.
13 (s. 3H), 2.25 (s, 3H), 2
37 - 2.48 (m, §H), 2.71 (
dd, J=14.20, 6.00Hz, 1H),

2.95 (dd, J=14.20, 9.10Hz,
1H), 3.56 - 3.88 (m, 2H).
6.87 (s, 1H), 6.88 (d, J=8
80Hz, 1H), 7.13 (s, 1H), 7
49 (d, J=8.80Hz, 1H)

509

507

(R)

A-130

H,C CH,
HC

(400 MHz, CDCI3) 0.35 - 0
41 {m, 1H), 0.44 - 0.50 (
m, 1H), 0.80 - 0.84 (m, 2

H), 0.85 (s, OH), 1.37 (d,

J=5.80Hz, 2H), 1.93 - 2.21
(m, 4H), 2.30 - 2.44 (m,

5H), 2.74 (dd, J=14.20, 5.3
OHz, 1H), 2.98 (dd, J=14.4
0, 9.30Hz, 1H), 3.49 (ddd,
}=18.40, 9.60, 6.30Hz, 1H
), 3.64 (ddd, J=14.30, 7.00
. 5.60Hz, 1H), 6.87 - 7.09
(m, 3H), 7.72 (s, 1H), 8.1
7 (1, J=7.70Hz, 1H)

469

/db
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A-131

(400 MHz, DMSO-d6) 0.80
- 0.92 (m, SH), 1.34 . 1.4
6 (m, 2H), 1.81 - 2.02 (m,
2H), 2.02 - 2.17 (m. 2H),
2.17 - 2.38 (m, 6H), 2.59
- 2.76 (m, 2H), 2.76 - 2.9
4 (m, 2H), 3.39 - 3.55 (m,
1H), 4.80 - 5.01 (m, 1H),
7.02 - 7.13 (m, 1H), 7.21
- 7.30 (m, 1H), 7.32 - 7.4
1 (m. 1R), 9.32 - 9.54 (m,
1H), 11.82 - 12.23 (m, 1

H) .

527

(R)

A-132

(400 MHz, DMSO-d6) 0.8
0 - 0.88 (m, 9H), 1.84 - 1.
88 (m, 2H), 2.03 - 2.15 (m
. 2H), 2.18 - 2.34 {(m, BH),
2.58 - 2.68 (m, 2H), 2.79
- 2.86 (m, 2H), 3.36 - 3.5
0 (m, 3H), 4.83 - 4.94 (m,
1H), 6.84 - 6.93 (m, 1H),
6.97 - 7.05 (m, 1H), 7.36
- 7.65 {m, 1H), 9.45 - 8.7
3 (m, 1H), 11.94 - 12.15 (
m, 1H)

513

511

(R)

A-133

(406 MHz, CDCI3) 0.85 (s,
9H), 1.36 (d, J=6.00Hz, 2
H), 1.86 (1, J=18.50Hz, 3H
Y, 1.87 - 2,17 (m, 4H), 2.2
6 (s, 3H), 2.34 - 2.46 (m,
SH), 2.71 (dd, J=14.70, 5.3
OHz, 1H), 3.00 (dd, J=14.0
7, 9.10Hz, 1H), 3.50 - 3.6
0 (m, 2H), 7.00 (d, 4=7.90
Hz, 1H), 7.13 (s, 1H), 7.58
(brs, 1H), 8.06 (d, J=8.60
Hz, 1H)

525

523

(R)
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A-134

{400 MHz, CDCI3) 0.85 (s,
9H). 1.36 (d, J=5.30Hz, 2
H}, 1.87 (%, J=18.50Hz, 3H
), 1.97 - 2.16 (m, 4H), 2.2
7 {5, 3H), 2.34 - 2.46 (m,
5H), 2.71 (dd, J=14.80, 5.2 | 509
OHz, 1H), 2.97 (dd, J=14.7
0, 9.50Hz, tH), 3.50 - 3.6
1 (m, 2H), 6.83 . 6.87 (m,
2H), 7.38 (brs, 1H), 7.98
(t, J=8.50Hz, 1H)

(R) -

-A-135

(400 MHz, CDCI3) 0.37 - 0
49 (m, 2H), 0.81 - 0.87 (

m, 2H), 0.81 (s, 9H), 1.31

- 1.36 (m, 1H), 1.38 (d, J
=7.50Hz, 2H), 2.02 - 2.15

(m, 7H), 2.37 - 2.42 (m, 5
H), 2.75 (dd, J=14.34, 507 { 519
Hz, 1H), 3,02 (dd, J=14.34
, 9.48Hz, 1H), 3.45 - 3.52
{m, 1H), 3.62 - 3.63 (m,

1H), 7.12 (d, J=7.50Hz, 1K
), 7.86 (s, 1H), 8.03 (d, J

=11.47Hz, 1H)

(R) -

A-136

(400 MHz, CDCI3) 0.85 (s
, 9H), 1.38 (d, J=6.40Hz,
2H), 2.04 - 2.12 (m. 4H),
2.28 (s, 3H), 2.37 - 2.48 (
m, 5H), 2.78 (dd, J=15.00,
5.51Hz, 1H), 2.95 (dd, J= | 495
14,89, 9.15Hz, 1H), 3.55 -
3.5¢ (m, 2H), 6.71 {t, J=5
6.59Hz, 1H), 5.83 - 6.87 {
m, 2H), 7.56 (brs, 1H), 7.9
8 (t, J=8.38Hz, 1H)

(R) -
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A-137

HC
H,C
JH.C A\ \ l P

g o CH,

(400 MHz, CDCI3) 0.85 (s,
H), 1.03 - 1.07 (m, 2H),
1.34 - 1.40 (m, 2H), 1.92
- 2.02 (m, 2H), 2.05 - 2.2
0 (m, 3H), 2.26 (s, 3H), 2.

34 - 2.45 (m, 4H), 2.76 (d

d, J=15.10, 5.30Hz, 1H), 2

.87 (dd, J=15.20, 8.50Hz,
1H), 3.48 - 3.81 (m, 2H),

.67 (1, J=54.50Hz, 1H), 7.

01 (d, J=8.40Hz, 1H), 7.13
(s. 1H), 7.62 (s, 1H), 8.0

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

(R)

A-138

H
HC O-N O N
H,C S
H,C o cH,

(460 MHz, CDCI3) 0.85 (s,
aH), 1.03 - 1.07 (m, 2H),
1.34 - 1,40 (m, 2H), 1.83
- 2.22 (m, §H), 2.27 (s, 3
H), 2.36 - 2.46 (m, 4H), 2.
75 (dd, J=14.90, 5.60Hz, 1
H). 2.93 (dd, J=15.00, 2.00
Hz, 1K), 3.48 - 3.63 (m, 2
H), 6.67 {t, J=54.50Kz, 1H"
), 6.77 (s, 1H), 6.86 (d, J
=16.70Hz, 1H), 7.41 (s, 1H
), 8.00 (t, J=8.30Hz, 1H)

509

(R




Fig. 42
in vitro EC50(uM)
_ Example LucC -’

Human Mouse
A-1 0.024 0.024
A-2 0.053 0.042
A-3 0.055 0.051
A-4 0.058 0.044
A-5 0.13 0.11
A-b 0.25 0.14
A-T 0.064 . 0.041
A-8 10.33 0.20
A-9 0.39 0.23
A-10 0.033 10,025
A-11 0.029 0.032
A-12 0.094 0.060
A-13 0.018 0.016
A-14 0.088 0.067
A-15 0.32 0.41
A-16 0.055 0.040
A-17 0.064 0.054
A-18 0.072 0.046
A-19 0.037 0.018
A-20 0.020 0.039
A-21 0.034 0.049
A-22 ©0.088 0.096
A-23 0.079 0.064
A-24 0.020 0.032
A-25 0.098 0.054
A-26 0.065 0.039
A-27" 0.094 0.098
A-28 0.097 0.050
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Fig. 43

in vitro EC50(uM)

Example LUC
Human Mouse
A-29 0.060 0.030
A-30 0.16 0.097
A-31 0.26 0.21
A-32 0.046 0.042
A-33 0.78 0.72
A-34 >3.2 0.48
A-35 1.8 1.1
A-36 0.063 0.039
A-37 0.10 0.076
A-38 0.26 0.083
A-39 0.021 0.036
A-40 0.23 0.095
A-41 >3.2 2.0
A-42 0.25 0.098
A-43 0.088 0.057
A-44 0.12 0.12
A-45 0.42 0.14
A-46 0.092 0.087
A-4T 10.27 0.12
A-48 0.064 0.049
A-49 1.2 0.23
A-50 0.17 0.12
A-51 0.11 0.069
A-52 0.54 0.53
A-53 0.033 0.037
A-54 0.065 0.086
A-55 0.063 0.094
A-56 0.092 0.056
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Fig. 44
in vitro EC50(uM)
Example LUC
| Human Moﬁse
A-57 0.044 0.028
A-58 0.024 0.034
A-59 0.029 0.034
A-60 0.024 0.040
A-61 0.96 0.95
A-62 0.081 0.080
A-63 0.21 0.056
A-64 0.077 0.027
A-65 0.11 0.15
A-66 0.053 0.036
A-67 0.043 0.026
A-68 0.077 0.055
A-69 0.17 0.13
A-70 0.10 0.076
A-T1 ©0.39 0.14
A-T72 0.058 0.049
A-73 0.66 0.18
A-74 1.1 0.50
A-T5 0.027 0.039
A-78 0.045 0.043
A-=77 0.057 0.031
A-78 0.030 0.016
A-79 0.041 0.050
A-80 0.16 0.13
A-81 1.1 0.84
A-82 0.071 0.065
A-83 0.53 0.19
B-1 0.025 0.037
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Fig. 45
in vitro EC50(uM)
Example LUC
Human Mouse
B-2 0.087 0.14
A-84 0.052 0.040
A-85 0.029 0.047

/52



Fig. 46
in vitre EC50(p M)
Example LUC
Human Mouse
A-86 0.089 0.089
A-87 - 0.60 0.71
A-88 (;32'0/?) 2.9
A-89 0.65 0.12
B-3 0.048 0.060
B-4 0.32 0.34
C-1 0.044 6.032
C-2 0.27 0.26
D-1 0.073 0.052
D-2 0.21 0.3‘1
A-50 0.026 0.032
A-91 0.017 0.026
hse (o) -
A-93 0.024 0.024
A-94 0.018 0.011
D-3 0.091 0.056
D-4 0.22 0.18
C-3 .0.68 0.11
C-¢ 0.12 0.24
A-95 0.035 0.026
A-96 0.021 0.028
A-97 0.029 0.047
A-98 0.39 0.50
A-99 0.019 0.026 .
A-100 0.029 0.042
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Fig. 47
in vitro EC50{ » M)
Example LUC
Human Mouse
A-101 0.017 0.025
A-102 0.027 0.037
D-5 0.032 0.022
" D-6 0.21 0.39
A-103 0.022 0.048
ATl (o) 2%
A-105 3.2 0.92
A0 ( 8>28%) (9>28%>
A-107 0.10 0.054
A-108 0.17 0.16
A-109 0.13 0.12
A-110 0.065 0.045
A-111 0.022 0.031
A-112 (6>28%) 1.9
A-113 0.076 0.11
C-5 5.6 1.6
C-6 0.23 0.078
A-114 0.021 0.025
A-115 1.2 0.36
B-5 2.4 0.40
C-7 2.0 0.82
A-116 0.024 0.018
A-117 0.087 0.040
A-118 0.48 0.19
A-118 0.061 0.072
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Fig. 48
in vitro EC50(u M)
Example LUC
Human Mouse
A-120 0.014 0.022
A-121 0.0li 0.017
A-122 0.028 0.030
A-123 0.024 0.020
A-124 0.019 0.022
C-8 0.25 0.059
C-9 0.020 .0.019
A-125 0.0099 0.017
A-126 0.014 0.018
A-127 0.013 0.021
A-128 0.11 0.046
A-129 0.051 0.038
A-130 0.019 0.014 .
A-131 0.022 0.021
A-132 0.053 0.030
A-133 not tested not tested
A-134 not tested not tested
A-135 not tested not tested
A-136 not tested not tested
A-137 not tested not tested
A-138 not tested not tested
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Resumen reivindicacion (es):
1. .- Un compuesto de férmula [I-W]

. Rd1 Raz
R

G g o. ﬁ—W"QR‘“

R—G* é¢ vl R® R*

R

«Gb_ il nd
/
R

en donde:
-]
G .,Gd

a Nazy =
—G : — ;
‘~Gb-G°\ ”/\;2\ ‘3\)\
/ ! @ )

es

Ra es (1) grupo alquilo Cs-12 que puede estar sustituido con 1 a 5 sustituyentes iguales o diferentes
seleccionados del grupo A, o

2) @'Yi en donde

Y2 es (i) enlace sencillo o (ii) grupo alquileno C1-s, la porcion ciclica U es (i) grupo cicloalquilo C3-7 que puede

estar sustituido con 1 a § sustituyentes iguales o diferentes seleccionados del grupo A, (ii) grupo cicloalquilo Cs-11 espirociclico.

que puede estar sustituido con 1 a 5 sustituyentes iguales o diferentes seleccionados del grupo A o (jii) grupo arilo Cs-10 que
puede estar sustituido con 1 a 5 sustituyentes iguales o diferentes seleccionados del grupo A; R® es un grupo seleccionado de
los siguientes (1) a (3): (1) grupo alquilo Ci-3 que puede estar sustituido con 1 a 5 sustituyentes iguales o diferentes
seleccionados del grupo A, (2) grupo alquenilo C-3 que puede estar sustituido con 1 a 5 sustituyentes iguales o diferentes
seleccionados del grupo A, (3) grupo cicloalquilo Ca- que puede estar sustituido con 1 a 5 sustituyentes iguales o diferentes
seleccionados del grupo A; Re es (1) atomo de hidrégeno o (2) grupo alquilo C1-; Ye es un grupo seleccionado de los siguientes
(1) a (7). (1) enlace sencillo, (2) grupo alquileno C1-s que puede estar sustituido con 1 a 5 sustituyentes iguales o diferentes
seleccionados del grupo A, (3) -NRC'~, en donde RS es atomo de hidrogeno o grupo alquilo Cis, (4) -O-, (5) grupo
cicloalquileno Ca-10 que puede estar sustituido con 1 a 5 sustituyentes iguales o diferentes seleccionados del grupo A, (6) grupo
arileno Ce-10 que puede estar sustituido con 1 a 5 sustituyentes iguales o diferentes seleccionados del grupo A, (7) grupo
heteroaromatico monociclico que puede estar sustituido con 1 a 5 sustituyentes iguales o diferentes seleccionados del grupo A
en donde el anillo heteroaromético monociclico consiste de atomos de carbono y 1 a 4 heteroatomos iguales o diferentes
seleccionados de atomo de nitrégeno, atomo de oxigeno y atomo de azufre, y es de 3 a 7 miembros; Y¢' es (1) enlace sencillo o
(2) grupo alquileno Ci1-¢ que puede estar sustituido con 1a 5 sustituyentes iguales o diferentes seleccionados del grupo A; o en
forma alternativa, tanto Y¢ como Y¢' pueden ser metino y pueden estar enlazados entre si de forma directa, o por medio de grupo
alquileno C1-4 forman anillo de cicloalquilo Ca-7; Y&2 es (1) enlace sencillo o (2) grupo alquileno Cis; Rd!, Ré2, Re3, Rd4 y R son
un grupo igual o diferente seleccionado de los siguientes (1) a (7): (1) atomo de hidrogeno, (2) atomo de halégeno, (3) grupo
alquilo C1-s que puede estar sustituido con 1 a 5 sustituyentes iguales o diferentes seleccionados del grupo A, (4) -ORd10, en .,
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