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ANEXOS Z

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

Documento que acredita la existencia y representacion legal cuando el sohcitante sea persona |

Juridica.

Poderes, si fuere el caso.

Documenta de cesion del inventor al solicitante o a su causante

Declaraciones

Copia de la solicitud internacional. (Resumen, descripcién, reivindicaciones, dibujos).

Traduccidn de la solicitud internacional al castellano. (Resumen, descripaidn, revindicaclones,
dibujos).

Copia del examen preliminar internacional efectuado por la Autoridad Internacional de Examen
Preliminar (IPEA)

Traduccaién del examen preliminar internacional efectuado por la IPEA.
De ser el caso, copia del contrato de acceso.

De ser el caso, documento que acredite la licencia o autonzacion de uso de conocimientos
tradicionales de las comumdades indigenas

De ser el caso, certificado de depdsito del matenal bioldgico.

Arte final 12 x 12.

De ser el caso, informacion sobre otras solicitudes de patente o titulos obtenidos en el extranjero
por el mismo titular o su causante, relacionadas parcial o totalmente con la invencién de esta
soliotud.

De ser el caso, modificaciones efectuadas a la solicitud internacional.

Ctros. Bisqueda Internacional
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NOMBRE:_CARLOS R. OLARTE FIRMA:

Solicito la concesion de la patente,
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CHRISTOPHER JAMES DEUR
2800 Plymouth Road, Ann Arbor,
Michigan 48105,
Estados Unidos de América
Nacionalidad; Estadounide&
CHRISTINE NYLUND KOLZ
2800 Plymouth Road, Ann Arbor,
Michigan 48105,
Estados Unidos de América
Nacionalidad: Estadounidense

e
AUGUSTINE TOBI OSUMA
2800 Plymouth Road, Ann Arbor,
Michigan 481035,
Estados Unidos de América
Nacionalidad: Estadounidense

MARK STEPHEN PLUMMER
2800 Plymouth Road, Ann Arbor,
Michigan 48105,

Estados Unidos de América
Nacionalidad: Estadounidense

JACOB BRADLEY SCHWARZ
2800 Plymouth Road, Ann Arbor,
Michigan 48105,

Estados Unidos de América
Nacionalidad: Estado?idense
ANDREW JOHN THORPE
2800 Plymouth Road, Ann Arbor,
Michigan 48105,

Estados Unidos de América
Nacionalidad: Briténico /’
DAVID JUERGEN WUSTROW
2800 Plymouth Road, Ann Arbor,
Michigan 48105,

Estados Unidos de América
Nacionalidad‘ Estadounidense
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Traduccién oficial del Inglés por Marlén Neira Castro, r'esv.ﬂuciécg7
2117 del Ministerio de Justicia de Colombia

APOSTILLA EN PODER DE REPRESENTACION DE
WARNER~- LAMBERT COMPANY LLC.
Bilingiie inglés- espaiiol otoréado en Nueva York, Estados Unidos el 14 de julio
de 2003 y firmado por J. Trevor Lﬁmb. Vicepresidente dg Pfizer Products Inc-
Sello;: recibido el 21 julio de 2003 Departamento de Patentes NYD- Pfizer Inc.
CERTIFICACION NOTARIAL
Bilinglie ingiés- espafiol, el 14 de julio de 2003 el suscrito notario Kenneth
Greenwood certifica que J. Trevor Lumb, domiciliado en Nueva York ejercia
funciones de Secretario Asistente de Warner-Lambert Company LLC, con sede en
Morris Plains, Nueva Jersey, Estados Unidos.
Firma del notario: Kenneth Greenwood
Sello notarial: certificado, verificado y autenticado en la Loca{1dad de Egham
en Surrey, 14 julio, 2003 por el Notario Kenneth Greenwood-Horne Engall & Freeman
Sello Notario Poblico en alto relieve rojo.
APOSTILLA

(Convencion de la Haya del 5 de octubre de 1961)
REINO UNIDO DE GRAN BRETARA E IRLANDA DEL NORTE

1. Pais :Reino Unido de Gran Bretafa e Irlanda del Norte _
Este documento Piblico 2.ha sido firmado por K. Greenwood j

3. ejerce funciones de Notario PGblico

4, Lleva el sello de dicho Notario Piblico

CERTIFICADD 5. En londres 6. E1 17 de julio de 2003

7. Por el Secretario de Estado Principal de su Majestad para Asuntos

exteriores y de 1a mancomunidad.
8. No. G210433
. Sello del Secretario de Estado Principal de su Majestad para Asuntos
exteriores y de la mancomunidad

»

10. Firma de R. Bawden - Por Secretario de Estado

§i e! documento se usa en un pais que no es parte de la convencidn de Ya Haya del 5 de octubre 1861, debe
presentarse en seccion consular de 12 wisidn que representd el pais.
Es traduccidon fiel del inglés, con copiz archivo para confrantacion. Bogotd 25 da julyo-2003. Marlen Neira C

MARLEN NEIRA CASTRO
froductor e Intérprate Olicral
Inglés - Espadol - lnglés

Reaowm?lfll(‘};lf Qﬁ‘l o3
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OLARTE RAISBECK & FRIERL, LTDA.
LEGAL & PROFESSIONAL SERVICES
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TELEPHONE" +57-1 6386200
Fax +57-1 6386201
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Jut 21 2003

PFIZER INC
PATERT DEPT. NYO

Power of Attorney Poder
t
The undersigned, El suscnito,
Warner-Lambert Company LLC
domniciled in domuciliado en

201 Tabor Roady-Morris Plains, New Jersey 07950 USA

by means of these presents hereby grants to Carlos
R. Olarte, J. Ian Raisbeck and Ana

Maria Frierl full end sufficient Power of
Attorney to file, prosecute, obtamn, defend and
enforce any and all of the company's Patents,
Utility Models and Industrial Designs in the
Republic of Colombia, to which end it empowers
them to take all steps necessary before any
administrative or judicial authority of any class for
the objects stated, to file petitions, appeals, replies
and oppositions, pay taxes and annuities, request
testimonies, receive documents and securities,
abandon applications and collect refunds. Sufficient
power is hereby granted to receive notifications on
behalf of the Company, to confer powers on those
who are to represent the company judicially and
extrajudicially, to answer in court in the matter of all
claims and dernands that may be presented in
connection with the objects stated, giving them
likewise power to substitute these presents and

revoke such substitutions.
}l NN <

Signature/Firma:

por medio/del presente otorgs a Carlos R.
Olarte,’J. Ian Raisbeck y Ana Marfa
Frieri poder especial, amplic y suficiente para
presentar, tramitar, obtener, defender y hacer
respetar fodas y cualquiera de Patentes, Modelos
de Utilidad y Diseftos Industriales de [a
compailia en la Repiiblica de Colombia, a cuyo
efecto los faculta para dar todos los pasos
necesarios ante cualquier autoridad adminustrativa
o judicial de cualquier jerarqufa para cumplir con
1o encomendado, elevar solicitudes, apelaciones,
respucstas y oposiciones, pagar impuestos y
anualidades, solicitar testimonios, recibir
documnentos y valores, desistir y percibir Se
concede poder bastante para recibir notificaciones
a nombre de la compaflls, otorgar poderes a
quicnes vayan a representar a la compafiia judicial
y extrajudicialmente, responder en juicio a tadas
las reclamaciones o demandss que por motive de
lo encomendado se presentaren, déndoles

Date/Fecha: July 14, 2003

City,Country/Ciudad,Pais: New York, USA
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OLARTE RAISBECK & FRIERI, LTDA.
LEGA'L & PROFESSIONAL SERVICES
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Notarial Certification

On this date,
July 14, 2003
The undersigned Notary Public certifies:

1. That \fWVO/é(JMJ .

Certificaciéon Notarial
En csta fecha,
el Notario Piblico suscrito certifica

1. Que

J. Trevor Lumb

of legal age and domiciled

IVEuy WZ(, A  Newy

ork

signed the foregoing document

2 That the grantor has executed the foregoing
document as Assistant Secretary |
of Warner-Lambert Company LLC|

3. That Wamer-Lambert Company LLC,

having its principal place of business located in
Morris Plains, New Jersey, U.S.A.

is duly incorpomated, is currently m cxistence, and
that the purposes for which the Power of Attorney s
granted are within the scope of its corporate
puTposes.

4. That the gruntor has the authority to execute the
Power of Attorney and that hus/her representation is
legal.

5. The foundation for my certifications contained in

points 2, 3 and 4 was the exhibition of the following
authentic document(s).

NOTARY PUBLIC (Signature):

Cextified Verified gnd Adfthenti
In The

n In Surre
ay Of
Y 3

D

mayor de edad y domiciliado

suscribid el documento que antecede.

2 Que el otorgante ha suscrito el refende
docurnento en su caricter de

de

4. Que
con sede principal ubicada en

estd legalmente constituida, que tiens existencia
legal vigente y que los propdsitos para los cuales
tc otorga ¢l poder se encuentra dentro de los que

comprenden su objeto social.

4. Que el otorgante tiene la representacién para
suscribir el poder, y que ésta es legitima

s. El fundamento de mis certificaciones
contenidas en los puntos 2, 3 y 4 fue la exhibicién
de los (del) sigmente(s) documento(s) auténnco'(s):




APOSTILLE
(Hegue Convention of 5 October 1961 / Convention de La Haye du 5 octobre 1961)

UNITED KINGDOM OF GREAT BRITAIN AND NORTHERN IRELAND

I Country. United Kingdom of Great Britain and Nosthern ircland
Pays. Royaumec-Um de Grande-Bretagne et d'Irlande du Nord

Thig public document / Le présent acte public

1  Has been mgned by K Greenwood
u été signé par
3.  Acting inthe copacity of Notary Public
agussant cn qualitt de
4 Bearsthesealstampof  The Said Notary Public *
est revétu du sceau/timbre de
Certified/Attestd
5. st London/d Londres 6 thefle 17 July 2003

7 by Her Majesty's Principal Secretary of State for Foreign and Commonwesith Affats /
per le Secréture d'Etat Principal de Sa Majesté aux Affares Etranpires et du Commonwealth,

8  Numberfsous No G2 10433 '

9  Stamp. 10 Signature  R. Bawden
timbre: )

For she Secresory of Swts * Posr Ia Sacritcire "Bt

If this document 15 to be vsed in a country which 15 not pasty to the H-aillCnmenﬁnnol'S October 1961,
1t should be presented 10 the consular section of the mussion reiresenting that country
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APOSTILLA

(Convencion de la Haya del 5 de Octubre de 1961)

Pais: Distrito de Columbia

Estados Unidos de América

El presente documento publico fue firmado por: Albert L.
Themes

Que actud en su calidad de Notario Publico del Distrito de
Columbia

Lleva el sello de Albert L. Themes Notario Publico del Distrito de
Columbia

Se certifico

En Washington D.C.

El 25 de enero de 2006

Por parte del Secretario del Distrito de Columbia.

Bajo el Ndmero 151387

Aparece el sello del Distrito de Columbia

Firmado por Patricia Elwood.
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CESION

Por contraprestacion valiosa pagada a nosotros por WARNER-
LAMBERT COMPANY LLC., sociedad constituida en virtud de las
leyes del Estado de Delaware, Estados Unidos de América, cuya
direccidn postal completa es 201 Tabor Road, Morris Plains, New
Jersey 07950, Estados Unidos de América, por el presente
vendemos y traspasamos a la citada WARNER-LAMBERT COMPANY
LLC., todo nuestro derecho, titulo e interés en y sobre nuestro
invento de una nueva y utili mejora en AMINOACIDOS CON
AFINIDAD POR LA PROTEINA 023, en cuanto respecta a la
Republica de Colombia, tal como se indica y describe plenamente en
la especificacion y por el presente autorizamos y solicitamos al
Comisionado de Patentes de Colombia expedir dicha patente a
nombre de la citada WARNER-LAMBERT COMPANY LLC de
conformidad con esta cesién.

En fe de lo cual, firmamos de nuestro pufio y letra,

Ann Arbor, MI, 29-julio-2004 (Fdo) Christopher James DEUR
Lugar, fecha y firma - Christopher James DEUR

Ann Arbor, MI, 29-julio-2004 (Fdo) Christine Nylund KOLZ
Lugar, fecha y firma - Christine Nylund KOLZ

Ann Arbor, MI, 29-julio-2004 (Fdo) Agustine Tobi OSUMA
Lugar, fecha y firma - Agustine Tobi OSUMA

Ann Arbor, MI, 29-julio-2004 (Fdo) Mark Stephen PLUMMER
Lugar, fecha y firma - Mark Stephen PLUMMER

Ann _Arbor, MI, 29-1ulic-2004 (Fdo) Jacob Bradley SCHWARZ
Lugar, fecha y firma - Jacob Bradley SCHWARZ

Ann Arbor, M1, 29-julio-2004 (Fdo) Andrew John THORPE
Lugar, fecha y firma - Andrew John THORPE

Ann Arbor, MI, 30-julio-2004 (Fdo) David Juergen WUSTROW
Lugar, fecha y firma - David Juergen WUSTROW




Por el presente certifico que este es el documento original. \ \
(Fdo) Sami Swadek 24/Ene/06

Suscrito y jurado ante mi, el 24 de enero de 2006.

(Fdo.) ALBERT L. THEMES, Notario Publico de Washington Distrito Capital,

cuyo cargo vence el 14 de junic de 2009, segln consta en su

correspondiente sello notarial.

(Sello Oficial)



Apostille

- {Convention de La Haye du 5 octobre 1961)

1. District of Columbia
United States of America

2. This public document has been signed by ALBERT L. THEMES

3. acting in the capacity of

OLUMBIA

—ALBERT—;+— THEMES,—PUBLIGC—IN-AND FOR—THE——

4. bears the seal/stamp of ___pygepzen oF-COLUMBIA

CERTIFIED

5. at Washington, D.C.
25
6. the day of

JANUARY 2006

7. by Secretary of the District of Columbia _
3. No. 151387

10. Signgiee rcTA ELWGOD
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CO-1
ASSIGNMENT \Q)

For valuable consideration paid to me (us) by WARNER-LAMBERT COMPANY LLC a limuted hability
company orgamzed and existing under the‘ laws of the State of Delaware, United States of America whose
full post office address 15 201 Tabor Road, Morris Plains, New Jersey (7950, United States of America, I
(we) do hereby sell and assign to the said WARNER-LAMBERT COMPANY LLC, all my (our) nght, title
and imnterest I and to my (our) mvention for a new and useful Improvement in AMINO ACIDS WITH
AFFINITY FOR THE a20-PROTEIN so far as the Republic of Colombia 15 concerned, as fully sct forth and
described 1n the specification, and I (we) do hereby authorize and request the Commussioner of Patents of

Colombia to 1ssue said patent to the said WARNER-LAMBERT COMPANY LLC 1n accordance with this

assignment,

In witness whereof I (we) have hereunto set my (our) hand(s) this

- #/29 /oy %z £

ace, date and signature - stine Nylun

T

- VAl
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WO 2005/030700 PCT/IB2004/002985

AMINO ACIDS WITH AFFINITY FOR THE o28-PROTEIN
BACKGROUND OF THE INVENTION

This invention relates to certain -amino acids that bind to the alpha-2-
defta (a25) subunit of a calcium channel. These compounds and their
pharmaceutically acceptable salts are useful in the treatiment of a variety of
psychiatric, pain, and other disorders.

SUMMARY OF THE INVENTION

This invention provides compounds of formula I,

Rs Ry s NH;
HZ H1 HG
OH

, I
and their pharmaceutically acceptable salts, wherein

R, is a hydrogen atom or (C1-Cg)alkyl optionally substituted with from
one to five fluorine atoms;

R; is a hydrogen atom or (C1-Cg)alky! optionally substituted with from
one to five fluorine atoms; or

R, and R, fogether with the carbon to which they are attached, form a
three- to six-membered cycloalkyl ring;

Rs is a hydrogen atom, (C+-Cg)alkyl, (Cs-Ce)cycloalkyl, (Cs-
Ce)cycioalkyl-{C-Ca)alkyl, phenyl, phenyl-(C1-Ca)alkyl, pyridyl, or pyridyl-(C,-
Ca)alkyl, wherein the alkyl and cycloalkyl moieties or substituents are
optionally substituted with from one to five fluorine atoms, preferably with from
zero to three fluorine atoms, and the phenyl and pyridyl substituents and the
phenyl and pyridyl moieties of the phenyl-(C,-Cs)alkyl and the pyridyl-(C,-
Cs)alky! substituents are optionally substituted with from one to five
substituents, preferably with from zero to two subslituents, independently

—_
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selected from chioro, fluoro, amino, nitro, cyano, hydroxy, (Ci-Cs)alkylamino,
(C1-Cs)alky! optionally substituted with from one to three fluorine atoms, and
(Cy-Ca)alkoxy optionally substituted with from one to three fluorine atoms;

R. is a hydrogen atom or (C,-Cg)alkyl optionally substituted with from
one to five fluorine atoms;

Rs is a hydrogen atom or {C:-Cg)alkyl optionally substituted with from
one 1o five fluorine atoms;

R, and Rs, together with the carbon to which they are attached, form a
three- to six-membered cycloalky! ring; and

Rg is a hydrogen atom or (C+-Cg)alkyl;

with the proviso that R, Rz, Rs, Rs, Rs, and Re are not simultaneously

hydrogen atoms.
SpecHic compounds of formula | include the following compounds and

their pharmaceutically acceptable salts:
3-Amino-4,5-dimethyl-hexanoic acid;
3-Amino-~4,5-dimethyl-heplanoic acid;
3-Amino-4,5-dimethyl-octanoic acid;
3-Amino-4,5-dimethyl-nonanoic acid;
3-Amino-4,5-dimethyl-decanoic acid;
3-Amino-4-ethyl-5-methyl-heptanoic acid;
3-Amino-4-ethyl-5-methyl-octanoic acid;
3-Amino-4-ethyl-5-methyl-nonanoic acid;
3-Amino-4-ethyl-5,6-dimethyl-heptanolc acid;
3-Amino-4-ethyl-5,7-dimethyl-octanoic acid;
3.-Amino-4-ethyl-5,8-dimethyl-nonanoic acid;
3-Amino-5-ethyl-4-methyl-octanoic acid;
3-Amino-5-ethyl-4-methyl-nonanoic acid;
3-Amino-4,5-disthyl-heptanoic acid;
3-Amino-4,5-diethyl-octanocic acid;
3-Amino-4,5-diethyl-nonanoic acid;
3-Amino-5-ethyl-4,7-dimethyl-octanoic acid;

3-Amino-5-ethyl-4,8-dimethyl-nonanoic acid;
—_D

PCT/TB2004/002985 \ é



10

15

20

25

30

WO 2005030700 PCT/IB2004/002985 \

3-Amino-4,5-diethyl-6-methyl-heptanoic acid;
3-Amino-4,5-diethyl-7-methyl-octanoic acid;
3-Amino-4,5-diethyl-8-methyl-nonanoic acid;
3-Amino-4,5,6-trimethyl-heptanoic acid;
3-Amino-4,5,7-trimethyl-octanoic acid;
3-Amino-4,5,8-trimethyi-nonanoic acid;
3-Amino-4-ethyl-5-methyl-hexanoic acid,
3-Amino-5-ethyl-4-methyl-octanoic acid;
3-Amino-5-ethyl-4-methyl-heptanoic acid;
3-Amino-4-methyl-5-propyl-octanoic acid;
3-Amino-4-methyl-6-ethyl-octanoic acid;
3-Amino-4-methyl-6-ethyl-nonanoic acid;
3-Amino-4,6-diethyl-octanoic acid;
3-Amino-4,6-diethyl:nonanolc acid;
3-Amino-6-cyclopentyl-4,5-dimethyl-hexanoic acid;
3-Amino-7-cyclopentyl-4,5-dimethyl-heptanoic acid;
3-Amino-5-ethyl-4,6-dimethyl-heptanoic acid;
3-Amino-5-ethyl-4,7-dimethyl-octanoic acid;
3-Amino-5-ethyl-4,8-dimethyl-nonanoic acid;
(3R,4R)-3-Amino-4,5-dimethyl-hexanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-heptanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyt-octanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-nonanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-decanoic acid;
3-Amino-5-cyclopropyl-4-ethyl-hexanoic acid;
3-Amino-8-cyclopropyl-4-ethyl-5-methyi-hexanoic acid;
3-Amino-5-cyclobutyl-4-ethyl-hexanoic acid;
3-Amino-6-cyclobutyl-4-ethyl-5-methyl-hexanoic acid;
3-Amino-5-cyclopentyl-4-methyl-hexanoic acid;
3-Amino-6-cyclopentyl-4-ethyl-5-methyi-hexanoic acid;
3-Amino-5-cyclohexyl-4-ethyl-hexanoic acid;

3-Amino-6-cyclohexyl-4-ethyl-5-methyl-hexanoic acid;
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3-Amino-5-cyclopropyl-4-methyl-hexanoic acid;
3-Amino-6-cyclopropyl-4,5-dimethyl-hexanoic acid;
3-Amino-5-cyclobutyl-4-methyl-hexanoic acid;
3-Amino-6-cyclobutyl-4,5-dimethyl-hexanoic acid;
3-Amino-5-cyclopentyl-4-methyl-hexanoic acid;
3-Amino-6-cyclopentyi-4,5-dimethyl-hexanoic acid;
3-Amino-5-cyclohexyl-4-methyl-hexanoic acid;
3-Amino-6-cyclohexyl-4,5-dimethyl-hexanoic acid;
3-Amino-8-cyclohexyk4,5-dimethyl-octanoic acid;
3-Amino-8-cyciohexyl-4,5-dimethyl-octanoic acid;
3-Amino-4,6-dimethyl-heptanoic acid:
3-Amino-4,6-dimethyl-octanoic acid;
3-Amino-4,6-dimethyl-nonanoic acid;
3-Amino-4,6-dimethyl-decanoic acid;
3-Amino-4,6,7-trimethyl-octanoic acid;
3-Amino-4,6,8-trimethyl-nonanoic acid;
3-Amino-4,6,9-trimethyl-decanoic acid;
3-Amino-6-cyclopropyl-4-methyl-heptanoic acid;
3-Amino-6-cyclobutyl-4-methyl-heptanoic acid;
3-Amino-6-cyclopentyl-4-methyl-heptanoic acid;
3-Amino-6-cyciohexyl-4-methyl-heptanoic acid;
3-Amino-7-cyclopropyl-4,6-dimethyl-heptanoic acid;
3-Amino-7-cyclobutyl-4,6-dimethyl-heptanoic acid;
3-Amino-7-cyclopentyl-4,6-dimethyi-heptanoic acid;
3-Amino-7-cyclohexyl-4,6-dimethyl-heptanoic acid;
3-Amino-8-cyciopropyl-4,6-dimethyl-octanoic acid;
3-Amino-8-cyclobutyl-4,6-dimethyl-octanoic acid;
3-Amino-8-cyclopentyl-4,6-dimethyl-octanoic acid;
3-Amino-8-cyclohexy-4,6-dimethyl-octanoic acid;

PCT/IB2004/002985 \%

3-Amino-6~(3-chloro-phenyl)-4-methyi-heptanoic acid;
3-Amino-6~(3,4-dichloro-phenyf)-4-methyl-heptanoic acid;
3-Amino-4-methyl-6-(3-trifluoromethyl-phenyl)-heptanoic acid;
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3-Amino-4-methyl-6-(4-triflucromethyl-phenyl)-heptancic acid;
3-Amino-7-(3-chloro-phenyl)-4,6-dimethyl-heptanoic acid;
3-Amino-7-{3,4-dichloro-phenyl)-4,6~dimethyl-heptanoic acid;
3-Amino-4,6-dimethyl-7-(3-trifluoromethyl-phenyl)-heplanoic acid;
3-Amino-4,6-dimethyl-7-(4-frifluoromethyl-phenyl)-heptanoic acid;
3-Amino-8-(3-chloro-phenyl)-4,6-dimethyl-octanoic acid;
3-Amino-8-(3,4-dichioro-phenyl)-4,6-dimethyl-octanoic acid;
3-Amino-4,6-dimethyl-8-(3-trifluocromethyl-phenyl)-octanoic acid;
3-Amino-4,6-dimethyl-8-(4-trifluoromethyl-phenyli)-octanoic acid;
3-Amino-4-ethyl-6-methyl-octanoic acid;
3-Amino-4-ethyl-8-methyl-nonanoic acid;
3-Amino-4-ethyl-6-methyi-decanoic acid;
3-Amino-4-ethyl-6,7-dimethyl-octanoic acid;
3-Amino-4-ethyl-6,8-dimethyl-nonanoic acid;
3-Amino-4-ethyl-6,9-dimethyl-decancic acid;
3-Amino-6-cyclopropyi-4-ethyl-heptanoic acid;
3-Amino-6-cyclobutyl-4-ethyl-heptanoic acid;
3-Amino-6-cyclopentyl-4-ethyl-heptanoic acid;
3-Amino-6-cyciohexyi-4-ethyl-heptanoic acid;
3-Amino-7-cyclopropyl-4-ethyl-6-methyl-hepianoic acid;
3-Amino-7-cyclobutyl-4-ethyl-6-methyl-heptanoic acid;
3-Amino-7-cyclopentyl-4-ethyl-6-methyl-heptanoic acid;
3-Amino-7-cyclohexyl-4-ethyl-6-methyl-heptanoic acid;
3-Amino-8-cyclopropyl-4-ethyl-6-methyi-octanoic acid,
3-Amino-8-cyclobutyl-4-ethyl-6-methyl-octanoic acid;
3-Amino-8-cyclopentyl-4-ethyl-6-methyt-octanoic acid;
3-Amino-8-cyclohexyl-4-ethyl-6-methyl-octanoic acid;
3-Amino-6-(3-chloro-phenyl)-4-ethyl-heptanoic acid;
3-Amino-6-(3,4-dichloro-phenyl)-4-ethyl-heptanoic acid;
3-Amino-4-ethyl-6-(3-trifluoromethyl-phenyl)-heptanoic acid;
3-Amino-4-ethyl-6-(4-trifluoromethyl-phenyl)-heptanoic acid;
3-Amino-7-(3-chloro-phenyl)-4-ethyl-6-methyi-heptanoic acid;
—5—
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3-Amino-7-(3,4-dichloro-phenyl)-4-ethyl-6-methyl-heptanoic acid;
3-Amino-4-ethyl-6-methyl-7-(3-trifluoromethyl-phenyl)-heptancic acid;
3-Amino-4-ethyl-6-methyl-7-(4-trifluoromethyl-phenyl)-heptancic acid;
3-Amino-8-(3-chloro-phenyl)-4-ethyl-6-methyi-octanoic acid;
3-Amino-8-(3,4-dichioro-phenyl)-4-ethyl-6-methyl-oclancic acid;
3-Amino-4-ethyl-6-methyl-8-(3-trifluoromethyl-phenyl}-octanoic acid;
3-Amino-4-ethyl-6-methyl-8-(4-trifluoromethyl-phenyl)-octancic acid;
3-Amino-4-methyl-heptanoic acid;

3-Amino-4,6-dimethyl-heptanoic acid;
3-Amino-4,7-dimethyl-octanoic acid;
3-Amino-4,8-dimethyl-nonanoic acid;

3-Amino-4-methyl-hexanoic acid;

3-Amino-4-methyt-heptanoic acid;

3-Amino-4-methyi-octanoic acid;

3-Amino-4-methyl-nonanoic acid;
3-Amino-5-cyclopropyH4-methyl-pentanoic acid;
3-Amino-6-cyclopropyl-4-methyl-hexanoic acid;
3-Amino-7-cyclopropy-4-methyl-heptanoic acid;
3-Amino-5-cyclobutyl-4-methyl-pentanoic acid;
3-Amino-6-cyclobutyli-4-methyl-hexanoic acid;
3-Amino-7-cyclobutyl-4-methyl-heptanoic acid;
3-Amino-5-cyclopentyl-4-methyl-pentanoic acid;
3-Amino-6-cyclopentyl-4-methyl-hexanoic acid;
3-Amino-7-cyclopentyl-4-methyl-heptanoic acid;
3-Amino-5-cyclohexyl-4-methyl-pentanoic acid;
3-Amino-6-cyclohexyl-4-methyl-hexanoic acid;
3-Amino-7-cyclohexyl-4-methyl-heptanoic acid;
3-Amino-5-cyclopropyl-4-ethyl-pentanoic acid;
3-Amino-6-cyclopropyl-4-ethyl-hexanoic acid;
3-Amino-7-cyclopropyl-4-ethyl-heptanoic acid;
3-Amino-5-cyclobutyl-4-ethyl-pentanoic acid;

3-Amino-6-cyclobutyl-4-ethyl-hexanoic acid;
—6—
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3-Amino-7-cyclobutyl-4-ethyl-heptanoic acid;

3-Amino-5-cyclopentyl-4-ethyl-pentanoic acid;
3-Amino-6-cyclopentyl-4-ethyl-hexanoic acid;
3-Amino-7-cyclopentyl-4-ethyl-heptanoic acid;

5 3-Amino-5-cyciohexyi-4-ethyi-pentanoic acid;
3-Amino-6-cyclohexyi-4-ethyl-hexanoic acid;
3-Amino-7-cyclohexyl-4-ethyl-heptanoic acid;
3.Amino-4,4,5-trimethyl-heptanoic acid;
3-Amino-4,4,5-{rimethyl-octanoic acid;

10 3-Amino-4,4,5-trimethyl-hexanoic acid;
3-Amino-4,5,5-trimethyl-heptanoic acid;
3-Amino-4,5,5-tfrimethyl-octanoic acid; and
3-Amino-4,5,5-trimethyl-hexanoic acid.

Other compounds of formuia | include the following compounds, and

15 their pharmaceutically acceptable salts:
3-Amino-4-methy}t-5-phenyl-pentanoic acid;
3-Amino-4-methyl-6-phenyl-hexanoic acid;
3-Amino-4-methyl-7-phenyl-heptanoic acid;
3-Amino-5-(2-chloro-phenyl)-4-methyl-pentanoic acid;

20 3-Amino-5-(3-chloro-phenyl)-4-methyl-penianoic acid;
3-Amino-5-(4-chloro-phenyl)-4-methyl-pentanoic acid;
3-Amino-5-(2,4-dichloro-phenyi)-4-methyi-pentanoic acid;
3-Amino-5-(3,4-dichloro-phenyl)-4-methyl-pentanoic acid;
3-Amino-~4-{2-chloro-benzyl)-hexanoic acid;

25 3-Amino-4-(3-chloro-benzyl)-hexanoic acid;
3-Amino-4-{(4-chloro-benzyl)-hexanoic acid;
3-Amino-4-(2 4-dichioro-benzyl)-hexanoic acid;
3-Amino-4-(3,4-dichloro-benzyl)-hexanoic acid;
3-Amino-6~(2-chloro-phenyl)-4-methyl-hexanoic acid;

30 3-Amino-6-(3-chloro-phenyl)-4-methyl-hexanoic acid;
3-Amino-6-(4-chloro-phenyl)-4-methyl-hexanoic acid;
3-Amino-6-(2,4-dichloro-phenyl)-4-methyl-hexanoic ecid;
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3-Amino-6-(3,4-dichloro-phenyl)-4-methyl-hexanoic acid;
3-Amino-6-(2-chloro-phenyl)-4-ethyl-hexanoic acid;
3-Amino-6-(3-chioro-phenyl)-4-ethyl-hexanoic acid;
3-Amino-6-(4-chloro-phenyl)-4-ethyt-hexanoic acid;
3-Amino-6-(2,4-dichloro-phenyl)-4-ethyl-hexanoic acid;
3-Amino-6-(3,4-dichloro-phenyl)-4-ethyl-hexanoic acid;
3-Amino-7-(2-chloro-phenyl)-4-methyl-heptanoic acid;
3-Amino-7-(3-chloro-phenyl}-4-methyl-heptanoic acid;
3-Amino-7-(4-chloro-phenyl)-4-methyl-heptanoic acid;
3-Amino-7-(2,4-dichloro-phenyl)-4-methyl-heplanoic acid;
3-Amino-7-(3,4-dichloro-phenyl)}-4-methyl-heptanoic acid;
3-Amino-7-(2-chioro-phenyl)-4-ethyl-heptanoic acid;
3-Amino-7-(3-chloro-phenyl)-4-ethyl-heptanocic acid;
3-Amino-7-(4-chloro-phenyl)-4-ethyl-heptanoic acid;
3-Amino-7-(2,4-dichloro-phenyl)-4-ethyl-hepianoic acid; and
3-Amino-7-(3,4-dichloro-phenyi)-4-ethyl-heplanoic acid.
This invention aiso provides compounds of formula il

D)
HoN Rs
R,

HO,C
!

and their pharmaceutically acceptable salis, wherein Ry, Rs, and R, are as
defined above in formula |, with the proviso that R, is not a hydrogen atom.

Specific compounds of formula Il inciude the following compounds and
their pharmaceutically acceptable salts:

3-Amino-4,5-dimethykhexanoic acid;

3-Amino-4,5-dimethyl-heptanoic acid;

3-Amino-4,5-dimethyl-octanoic acid;

3-Amino-4,5-dimethyl-nonanoic acid,;

3-Amino-4-ethyl-5-methyl-heptanoic acid;
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3-Amino-4-ethyl-5-methyl-octanoic acid;
3-Amino-4-ethyl-5-methyl-nonanoic acid;
3-Amino-4-ethyl-5,6-dimethyl-heptanoic acid;
3-Amino-4-ethyl-5,7-dimethyl-octancic acid;
3-Amino-4-ethyl-5,8-dimethyl-nonanoic acid;
3-Amino-5-ethyl-4-methyl-octanoic acid;
3-Amino-5-ethyl-4-methyl-nonanoic acid;
3-Amino-4,5-diethyl-heptanoic acid;
3-Amino-4,5-diethyl-octanoic acid;
3-Amino~4,5-diethyl-nonanoic acid;
3-Amino-5-ethyl-4,7-dimethyl-octanoic ackl;
3-Amino-5-ethyl-4,8-dimethyl-nonanoic acid;
3-Amino-4,5-diethyl-6-methyl-heptanoic acid;
3-Amino-4,5-diethyl-7-methyl-octanoic acid;
3-Amino-4,5-diathyl-8-methyl-nonanoic acid;
3-Amino-4,5,6-trimethyl-heptanoic acid;
3-Amino-4,5,7-trimethyl-octanoic acid;
3-Amino-4,5,8-trimethyl-nonanoic acid;
3-Amino-4-ethyt-5-methyl-hexanoic acid;
3-Amino-5-athyl-4-methyi-octanoic acid;
3-Amino-5-sthyl-4-methyl-heptanoic acid;
3-Amino-4-methyl-5-propyl-octanoic acid;
3-Amino-6-cyclopentyl-4,5-dimethyl-hexanoic acid;
3-Amino-7-cyclopentyl-4,5-dimethyk-heptanoic acid;
3-Amino-5-ethyi-4,6-dimethyl-heptanoic acid;
3-Amino-5-ethyl4,7-dimethyl-octanoic acid;
3-Amino-5-ethyl-4,8-dimethyl-nonanoic acid;
(3R,4R)-3-Amino-4,5-dimethyl-hexanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-heptanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-octanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-nonanoic acid;

(3R,4R,5R)-3-Amino-4,5-decanoic acid,;
—0—
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3-Amino-5-Cyclopropyl-4-ethyl-hexanoic acid;
3-Amino-6-cyclopropyl-4-ethyl-5-methyl-hexanoic acid;
3-Amino-5-cyclobutyl-4-ethyl-hexanoic acid;
3-Amino-6-cyclobutyl-4-ethyl-5-methyl-hexanoic acid;
5 3-Amino-5-cyclopentyl-4-methyl-hexanoic acid;
3-Amino-6-cyclopentyl-4-sthyl-5-methyl-hexanoic acid;
3-Amino-5-cyciohexyl-4-ethyl-hexanoic acid;
3-Amino-6-cyclohexyl-4-ethyl-5-methyl-hexanoic acid;
3-Amino-5-cyclopropyl-<4-methyl-hexanoic acid;

10 3-Amino-6-cyclopropyi-4,5-dimethyl-hexanoic acid;
3-Amino-5-cyclobutyl-4-methyl-hexanoic acid;
3-Amino-6-cyclobutyl-4,5-dimethyl-hexanoic acid;
3-Amino-5-cyclopentyl-4-methyl-hexanoic acid;
3-Amino-6-cyclopentyi-4,5-dimethyl-hexanoic acid;

15 3-Amino-5-cyclohexyi-4-methyl-hexanoic acid;
3-Amino-6-cyclohexyl-4,5-dimethyl-hexanoic acid;
3-Amino-8-cyclohexyl-4,5-dimethyl-octanoic acid and
3-Amino-8-cyclohexyl-4,5-dimethyl-octanoic acid.
This invention also provides compounds of formula I

CH,
HaN Rg
R,
HO,

20
ni

and their pharmaceutically acceptable salts, wherein Ry and Rs are as defined
above in formula |, with the proviso that R; and R; are not hydrogen atoms.

Specific compounds of formula lll include the following compounds and
25 their pharmaceutically acceptable salts:

3-Amino-4,5-dimethyl-hexanoic acid;

3-Amino-4,5-dimethyl-heptanoic acid;

3-Amino-4,5-dimethyl-octanoic acid;
—10—
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3-Amino-4,5-dimethyl-nonanoic acid;
3-Amino-4,5,6-trimethy-heptanoic acid;
3-Amino-4,5,7-trimethyl-octanoic acid;
3-Amino-4,5,8-trimethyl-nonanoic acid;
3-Amino-4-methyl-5-propyl-octanoic acid;
3-Amino-6-cyclopentyl-4,5-dimethyl-hexanoic acid;
3-Amino-7-cyclopentyl-4,5-dimethyl-heptanoic acid;
3-Amino-5-ethyl-4 6-dimethyl-heptanoic acid;
3-Amino-5-ethyl-4,7-dimethyl-octanoic acid;
3-Amino-5-ethyl-4 8-dimethyl-nonanoic acid;
(3R,4R)-3-Amino-4,5-dimethyl-hexanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-heptanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-octanoic acid;
{3R,4R,5R)-3-Amino-4,5-dimethyl-nonanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-decanoic acid;
3-Amino-5-cyclopentyl-4-methyl-hexanoic acid;
3-Amino-5-cyclopropyl-4-methyi-hexanoic acid;
3-Amino-6-cyclopropyl-4,5-dimethyl-hexanoic acid;
3-Amino-5-cyclobutyl-4-methyl-hexanoic acid;
3-Amino-6-cyclobutyl-4,5-dimethyl-hexanoic acid;
3-Amino-5-cyciopentyl-4-methyl-hexanoic acid;
3-Amino-6-cyclopentyi-4,5-dimethyl-hexanoic acid;
3-Amino-5-cycichexyl-4-methyl-hexanoic acid;
3-Amino-6-cyciohexyl-4,5-dimethyl-hexanoic acid;

PCT/IB2004/002985 Cl/ %

3-Amino-8-cyclohexyl-4,5-dimethyl-octanoic acid and

3-Amino-8-cyciohexyl-4,5-dimethyl-octanoic acid.
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This invention aiso provides compounds of formula [V

CH,
HN A PR3
CH
HO, 3
v

and their phamnaceutically acceptable salts, wherein Rg is as defined above in
5 formula 1, with the proviso that R; is not a hydrogen atom.
Specific compounds of formula IV inciude the following compounds and
their pharmaceutically acceptabie salts:
(3R,4R)-3-Amino-4,5-dimethyl-hexanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyt-heptanoic acid;

10 (3R,4R,5R)-3-Amino-4,5-dimethyl-octanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyi-nonanoic acid and
(3R,4R,5R)-3-Amino-4,5-dimethyl- decanoic acid.

This invention also relates to compounds of formula V
HOLC Ry Rs Ry
R” R
HaN

15 v

and their pharmaceutically acceptable salts, wherein Ry, Rz, Rs, Ry, and Rg
are as defined above in formula |, with the proviso that Ry, Rz, Rs, Ry, and Rs

are not simultaneously hydrogen atoms.
Specific compounds of formula V include the following compounds and

20 their pharmaceutically acceptable salts:
2-Aminomethyl-4-(2-fluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3-fluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(4-fluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3-difluoro-phenyl)-pentanoic acid;
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2-Aminomethyl-4-(2,4-difluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,5-difluoro-phenyi)-pentanoic acid;
2-Aminomethyl-4-(2,6-difluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3,4-difluoro-phenyl)-pentanoic acid;
2-Aminomethyi-4-(3,5-difluoro-phenyl)-pentanoic acid;
2-Aminomethyl4-(2,3,4-trifluoro-phenyl)-pentancic acid;
2-Aminomethyk-4-(2,3,5-rifluoro-phenyl)-pentanoic acid;
2-Aminomethyi-4-(2,3,6-trifluoro-phenyl)-pentanoic acid;
2-Aminomethyk4-(2,4,6-trifluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,4,5-tetrafluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,4,6-1etrafluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,5,6-tetrafluoro-phenyi)-pentanoic acid;
2-Aminomethyl-4-pentafluorophenyl-pentancic acid;
2-Aminomethy-4-(2-fluoro-phenyl)-hexanoic acid;
2-Aminomethyt-4-(3-fluoro-phenyl}-hexanoic acid;
2-Aminomethyl-4-(4-fluoro-phenyl)-hexanoic acid;
2-Aminomethyl4-(2,3-difluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,4-difluoro-phenyl)-hexanoic acid;
2-Aminomethyi-4-(2,5-difluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,6-difluocro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,4-difluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,5-difluoro-phenyl)-hexanoic acid;
2-Aminomethyl4-(2,3 4-trifluoro-phenyl)-hexanoic acid;
2-Aminomethyi-4-(2,3,5-trifluoro-phenyi)-hexancic aci;
2-Aminomethyk4-(2,3,6-triflucro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,4,6-trifluoro-phenyl)-hexanoic acid;
2-Aminomethyi-4-(2,3,4,5-tetrafluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,4,6-tetrafluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,5,6-tetrafluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-pentafluorophenyl-hexanoic acid;
2-Aminomethyl-5-{2-fluoro-phenyl)-4-methyl-pentanoic acid;

2-Aminomethyl-5-(3-fluoro-phenyl)-4-methyl-pentanoic acid;
—1{3—



10

15

25

30

WO 2005/030700 PCT/1B2004/002985

2-Aminomethyl-5-(4-fluora-phenyl)-4-methyt-pentanoic acid;
2-Aminomethyl-5-(2,3-difluoro-phenyl)-4-methyi-pentanoic acid;
2-Aminomethyl-5-(2,4-difluoro-phenyi)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,5-difluoro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyt-5-(2,6-difluoro-phenyl)-4-methyk-pentancic acid;
2-Aminomethyt-5+(3,4-diflucro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyt-5-(3,5-difluoro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4-trifluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-trifluoro-phenyl)-pentanoic acid;
2-Aminomethyi-4-methyl-5-(2,3,6-rifluoro-phenyl)-pentancic acid;
2-Aminomethyl-4-methyl-5-(2,4,6-trifluoro-phenyl}-pentanoic acid;
2-Aminomethyi-4-methyi-5-(2,3,4,5-tetratluoro-phenyl)-pentanoic acid;
2-Aminomethyi-4-methyl-5-(2,3,4,6-tetrafluoro-phenyl}-pentancic acid;
2-Aminomethyl-4-methyl-5-(2,3,5,6-tetrafluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-pentafiuorophenyl-pentanoic acid;
2-Aminomethyl-5-(2-fluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3-fluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(4-fluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,3-difluoro-phenyl)-4-methyt-hexanoic acid;
2-Aminomethyi-5-(2,4-diflucro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,5-difluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,6-difluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3,4-dfluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyi-5-(3,5-difluoro-phenyi)-4-methyi-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4-trifluoro-phenyt)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-trifluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyi-5-(2,3,6-trifluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,4,6-trifluoro~phenyl)-hexancic acid;
2-Aminomethyi-4-methyl-5-(2,3,4,5-tetrafiuoro-phenyi)-hexanoic acid;
2-Aminomethyl-4-methyi-5-(2,3,4,6-tetrafluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-+(2,3,5,6-tetrafluoro-phenyl)-hexanoic acid;

2-Aminomethyl-4-methyl-5-pentafluorophenyl-hexanoic acid;
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2-Aminomethyl-6-(2-fluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-{3-fluoro-phenyl)-4-methyl-hexancic acid;
2-Aminomethyl-6-(4-fluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,3-difluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,4-difluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,5-difluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,6-difluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3,4-difluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3,5-difluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyi-4-methyl-6-(2,3,4-trifluoro~phenyl)-hexanoic acid;
2-Aminomethyl-4-methyt-6-(2,3,5-trifluoro~phenyi)-hexanoic acid;
2-Aminomethyl-4-methyl-6-{2,3,6-trifluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,4,6-triflucro-phenyl)}-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,4,5-tetrafluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,4,6-tetrafluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,5,6-tetrafluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-pentafluorophenyl-hexanoic acid;
2-Aminomethyl-5-(2-fluoro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethy!-5-(3-fiuoro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(4-fluoro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,3-diflucro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,4-difluoro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyk-5-(2,5-difluoro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,6-difluoro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyi-5-(3,4-difluoro-phenyl)-4-ethyi-pentanoic acid;
2-Aminomethyl-5-(3,5-difluoro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyi-4-ethyl-5-(2,3,4-trifluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,5-trifluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyi-5-(2,3,6-trifluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,4,6-trifluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,5-tetrafluoro-phenyl)}-pentanoic acid;

2-Aminomethyl-4-ethyl-5-(2,3,4,6-tetrafluoro-phenyl)-pentanoic acid;
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2-Aminomethyl-4-ethyl-5-(2,3,5,6-tetrafluoro-phenyl)-pentanoic acid;
2-Aminomethyi-4-ethyl-5-pentafluorophenyi-pentanoic acid;
2-Aminomethyl-6-(2-fluoro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3-fluoro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(4-fluoro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyi-6-(2,3-difluoro-phenyf)-4-ethyi-hexanoic acid;
2-Aminomethyl-6-(2,4-difluoro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyi-6-(2,5-difluoro-phenyf)-4-ethyi-hexanoic acid;
2-Aminomethyl-6-{(2,6-difluoro-phenyl)-4-ethy-hexanoic acid;
2-Aminomethyl-6-(3,4-difluoro-phenyl)}-4-sthyl-hexanoic acid;
2-Aminomethyl-6-(3,5-difluoro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-4-gthyl-6-(2,3.4-trifluoro-phenyl)-hexanoic acid,;
2-Aminomethyl-4-ethyl-6-(2,3,5-trifluoro-phenyl)-hexanoic acid;
2-Aminomethyi-4-ethyl-6-(2,3,6-trifluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,4,6-trifluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,4,5-tetrafluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,4,6-tetrafluoro-phenyt)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,5,6-1etrafluoro-phenyt)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-pentafluorophenyl-hexanoic acid;
2-Aminomethyl-7-(2-fluoro-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3-fluoro-phenyi)-4-methyl-heptanoic acid,;
2-Aminomethyl-7-(4-fluoro-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyt-7-(2,3-difluoro-phenyl)-4-methyi-heptanoic acid;
2-Aminomethyl-7-(2,4-difluoro-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,5-difluoro-phenyl)-4-methyt-heptanoic acid;
2-Aminomethyl-7-(2,6-difluoro-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3,4-difluoro-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3,5-difluoro-phenyl)-4-methyl-heptanoic acid;
2-AminomethyH4-methyl-7-(2,3,4-trifluoro-phenyl)-heptanoic acid;
2-Aminomethyi-4-methyl-7-(2,3,5-triflucro-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyi-7-(2,3,6-triflucro-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,4,6-trifluoro-phenyl)-hepianoic acid;
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2-Aminomethyi-4-methyl-7-(2,3,4,5-tetrafluoro-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,4,6-tetrafluoro-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-2,3,5,6-tetrafluoro-phenyl)-heptanoic acid;
2-Aminomethyl4-methyl-7-pentafluorophenyl-heptanoic acid;
2-Aminomethyl-7-(2-fluoro-phenyl)-4-ethyl-heptancic acid;
2-Aminomethyl-7-(3-fluoro-phenyl}-4-ethyt-heptancic acid;
2-Aminomethyl-7-(4-fluoro-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,3-difluoro-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,4-difluoro-phenyl)-4-ethyl-heplanoic acid;
2-Aminomethyl-7-(2,5-difluoro-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyt-7-(2,6-difluoro-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3,4-diflucro-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3,5-difluoro-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3 4-trifluoro-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,5-trifluoro-phenyl)-heptanoic acid;
2-Aminomethyl4-ethyl-7-(2,3,6-trifluoro-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,4,6-trifluoro-phenyl)-heptanoic acid;
2-Aminomethyi-4-ethyl-7-(2,3,4,5-tetrafluoro-phenyl)-heptanoic acid;
2-Aminomethyl-4-sthyl-7-(2,3,4,6-tetrafluoro-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,5,6-tetrafluoro-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-pentafluorophenyl-heptanoic acid;
2-Aminomethyl-4-(2-chloro—phenyl)-pamanoiq acid;
2-Aminomethyi-4-(3-chloro-phenyl)-pentanoic acid;
2-Aminomethyi-4-(4-chloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3-dichloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,4-dichloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,5-dichloro-phenyl)-pentancic acid;
2-Aminomethyl-4-(2,6-dichioro-phenyl)-pentanoic acid;
2-Aminomethyt-4-(3,4-dichloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3,5-dichloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,4-trichloro-phenyl)-pentanoic acid;

2-Aminomethyl-4-(2,3,5-trichloro-phenyl)-pentanoic acid;
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2-Aminomethyi-4-(2,3,6-trichloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,4,6-richloro-phenyl)-pemanoic acid;
2-Aminomethyl-4-(2,3,4,5-tetrachioro-phenyf)-pentanoic acid;
2-Aminomethyl-4-(2,3,4,6-tetrachloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,5,6-tetrachloro-phenyf)-pentanoic acid;
2-Aminomethyl-4-pentachiorophenyl-pentanoic acid;
2-Aminomethyl-4-(2-chloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3-chloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(4-chloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3-dichloro-phenyl)}-hexanoic acid;
2-Aminomethyl-4-(2,4-dichloro-phenyl)}-hexanoic acid;
2-Aminomethyl-4-(2,5-dichloro-phenyl}-hexanoic acid;
2-Aminomethyl-4-(2,6-dichloro-phenyl}-hexanoic acid;
2-Aminomethyl-4-(3,4-dichloro-phenyl)}-hexanoic acid;
2-Aminomethyl-4-(3,5-dichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,4-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,5-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,6-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,4,6-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,4,5-tetrachioro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3 4,6-tetrachloro-phenyl)-hexanoic acid;
2-Aminomethyi-4-(2,3,5,6-tetrachloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-pentachlorophenyl-hexanoic acid;
2-Aminomethyl-5-(2-chloro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3-chioro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(4-chloro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,3-dichloro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,4-dichloro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,5-dichloro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,6-dichloro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3,4-dichloro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3,5-dichloro-phenyl)-4-methyl-pentanoic acid;
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2-Aminomethyl-4-methyl-5-(2,3,4-trichloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-{2,3,5-trichloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyt-5-(2,3,6-trichloro-phenyl)-pentancic acid;
2-Aminomethyl-4-methyl-5-(2,4,6-trichloro-phenyl)-pentancic acid;
2-Aminomethyi-4-methyi-5-(2,3,4,5-tetrachloro-phenyl)-pentanoic acid;
2-Aminomethyi-4-methyl-5-(2,3,4,6-tetrachloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5,6-tetrachioro-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyi-5-pentachlorophenyl-pentanoic acid;
2-Aminomethyl-5-(2-chloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3-chloro-phenyl)}-4-methyt-hexanoic acid;
2-Aminomethyl-5-(4-chloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,3-dichloro-phenyi)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,4-dichloro-phenyi)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,5-dichloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,6-dichloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyi-5-(3,4-dichloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyi-5-(3,5-dichloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3 4-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyi-5-(2,3,5-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,6-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,4,6-trichloro-phenyl)-hexanoic acid,
2-Aminomethyl-4-methyl-5-(2,3,4,5-tetrachloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4,6-tetrachloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5,6-tetrachloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-pentachlorophenyl-hexancic acid;
2-Aminomethyl-5-(2-chloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3-chloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(4-chloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,3-dichloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,4-dichloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,5-dichloro-phenyl)-4-methyl-hexanoic acid;

2-Aminomethyl-5-(2,6-dichloro-phenyi)-4-methyl-hexanoic acid,
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2-Aminomethyk5-(3,4-dichloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyk-5-(3,5-dichioro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4-trichioro-phenyl}-hexanoic acid;
2-Aminomethyl-4-methyl-5-2,3,5-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,6-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl4-methyi-5-(2,4,6-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4,5-tetrachloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4,6-tetrachloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5,6-tetrachloro-phenyl)-hexanoic acid;
2-Aminomethyl4-methyl-5-pentachiorophenyl-hexanoic acid;
2-Aminomethyl-5-(2-chloro-phenyl)-4-ethyl-pentancic acid;
2-Aminomethy}-5-(3-chloro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-{4-chloro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,3-dichloro-phenyl)-4-ethyl-pemanoic acid;
2-Aminomethyt-5-(2,4-dichloro-phenyl)-4-ethyl-pentanocic acid;
2-Aminomethyi-5-(2,5-dichloro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyt-5-(2,6-dichloro-phenyt)-4-ethyl-pentancic acid,
2-Aminomethyt-5-(3,4-dichloro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3,5-dichioro-phenyl}-4-ethyl-pentanoic acid;
2-Aminomethyi4-ethyl-5-(2,3,4-trichloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,5-trichloro-phenyl)-pentanoic acid;
2-Aminomethyk4-ethyl-5-(2,3,6-trichloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,4,6-trichloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,5-tetrachloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,6-tetrachloro-phenyl)-pentancic acid;
2-Aminomethyl-4-ethyl-5-(2,3,5,6-tetrachloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-pentachlorophenyl-pentanoic acid;
2-Aminomethyl-6-(2-chloro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3-chloro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(4-chloro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyk6-(2,3-dichloro-phenyl)-4-ethyl-hexanoic acid;

2-Aminomethyl-6-(2,4-dichioro-phenyl)-4-ethyl-hexanoic acid;
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2-Aminomethyl-6-(2,5-dichioro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,6-dichloro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3,4-dichloro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3,5-dichloro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3 4-trichloro-phenyl)-hexanolc acid;
2-Aminomethyl-4-ethyl-6-(2,3,5-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-{2,3,6-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyt-6-(2,4,6-trichloro-phenyli)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,4,5-tetrachioro-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,4,6-tetrachloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,5,6-tetrachloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-pentachlorophenyl-hexanoic acid;
2-Aminomethyl-7-(2-chloro-phenyl)-4-methyl-heptancic acid;
2-Aminomethyl-7-(3-chloro-phenyl)-4-methyl-heptanocic acid;
2-Aminomethyl-7-{4-chioro-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,3-dichloro-phenyl)-4-methyl-heptanoic acid,
2-Aminomethyl-7-(2,4-dichioro-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,5-dichloro-phenyl)}-4-methyi-heptanoic acid;
2-Aminomethyl-7-(2,6-dichloro-phenyi}-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3,4-dichloro-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3,5-dichlioro-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-4-methyl-7-2,3,4-trichloro-phenyi)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,5-trichloro-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,6-trichloro-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,4,6-trichloro-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,4,5-tetrachloro-phenyl)-heptanocic acid;
2-Aminomethyl-4-methyl-7-(2,3,4,6-tetrachioro-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyt-7-(2,3,5,6-1etrachloro-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-pentachlorophenyl-heptanoic acid;
2-Aminomethyl-7-(2-chloro-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3-chloro-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(4-chloro-phenyi}-4-sthyl-heptanoic acid;
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2-Aminomethyl-7-(2,3-dichloro-phenyl)-4-ethyl-heptanoic acid,
2-Aminomethyl-7-(2,4-dichloro-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyk-7-(2,5-dichloro-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,6-dichloro-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3,4-dichloro-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3,5-dichloro-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,4-trichloro-phenyi)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,5-trichloro-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,6-trichloro-phenyl)-heptanoic acid;
2-Aminomethyi-4-ethyl-7-(2,4,6-trichloro-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,4,5-tetrachloro-phenyl)-heptanoic acid;
2-Aminomethyt-4-ethyl-7-(2,3,4,6-tetrachioro-phenyl)-heptanocic acid;
2-Aminomethyl-4-ethyl-7-(2,3,5,6-tetrachloro-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-pentachlorophenyl-hepiancic acid;
2-Aminomethyl4-(2-methoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3-methoxy-phenyl)-pentanoic acid;
2—Amirbmelhyl-4-(4—methoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3-dimethoxy-phenyl)-pentanoic acid;
2-Aminomethyi-4-(2,4-dimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,5-dimethoxy-phenyl)-pentancic acid;
2-Aminomethyl-4-(2,6-dimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3,4-dimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3,5-dimethoxy-phenyl}-pentanoic acid;
2-Aminomethyl-4-(2,3,4-trimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,5-trimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,6-trimethoxy-phenyt)-pentanoic acid;
2-Aminomethyl-4-{2,4,6-trimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2-methoxy-phenyl)-hexanolc acid;
2-Aminomethyl-4-(3-methoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(4-methoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3-dimethoxy-phenyl)-hexanoic acid;

2-Aminomethyl-4-{2,4-dimethoxy-phenyl)-hexanoic acid;
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2-Aminomethyl-4-(2,5-dimethoxy-phenyl)-hexanoic acid;
2-Aminomethyk4-(2,6-dimethoxy-phenyl)-hexanoic acid;
2-Aminomethyk4-(3,4-dimethoxy-phenyl)-hexanoic acid;
2. Aminomethyk4-(3,5-dimethoxy-phenyl)-hexanoic acid;
2.Aminomethyi-4-(2,3,4-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethy4-(2,3,5-trimethoxy-phenyl)-hexanoic acii;
2-Aminomethyl-4-(2,3,6-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethyk4-(2,4,6-trimethoxy-phenyf)-hexanoic acid;
2-Aminomethyl-5-(2-methoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-{3-methoxy-phenyi)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(4-methoxy-phenyl)-4-methyl-pentanocic acid;
2-Aminomethyl-5-(2,3-dimethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,4-dimethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,5-dimethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,6-dimethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3,4-dimethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyt-5-(3,5-dimethoxy-phenyl)-4-methyl-pentancic acid;
2-Aminomethyl-4-methyl-5-(2,3,4-trimethoxy-phenyl)-pemtanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-trimethoxy-phenyi}-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,6-trimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,4,6-trimethoxy-phenyl)-pentancic acid;
2-Aminomethyl-5-(2-methoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3-methoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyt-5-(4-methoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyi-5-(2,3-dimethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyt-5-(2,4-dimethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,5-dimethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,6-dimethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyk5-(3,4-dimethoxy-phenyl)-4-methyt-hexanoic acid;
2-Aminomethyt-5-(3,5-dimethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-trimethoxy-phenyl)-hexanoic acid;
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2-Aminomethyl-4-methyl-5-{2,3,6-trimethoxy-phenyl}-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,4,6-trimethoxy-phenyl)-hexanoic acid,
2-Aminomethyk-6-(2-methoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethy}-6-(3-methoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(4-methoxy-phenyi)}-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,3-dimethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,4-dimethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-8-(2,5-dimethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,6-dimethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6~(3,4-dimethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3,5-dimethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyi-4-methyl-6-(2,3,4-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,5-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl4-methyi-6-(2,3,6-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,4,6-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-5-(2-methoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3-methoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyi-5-(4-methoxy-phenyi)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,3-dimethoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,4-dimethoxy-phenyl)}-4-ethyl-pentanoic acid;
2-Aminomethyt-5-(2,5-dimethoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,6-dimethoxy-phenyl)-4-ethyl-pentanoic acid,
2-Aminomethyl-5-(3,4-dimethoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyt-5-(3,5-dimethoxy-phenyl)-4-ethyl-penianoic acid;
2-Aminomethyl-4-athyl-5-(2,3,4-trimethoxy-phenyl)-pentanoic acid;
2-Aminomethyi-4-ethy}-5-(2,3,5-trimethoxy-phenyl}-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,6-trimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,4,6-trimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,5-tetramethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,6-tetramethoxy-phenyl)-pentanoic acid;
2-Aminomethyi-4-ethyl-5-(2,3,5,6-tetramethoxy-phenyl)-pentanoic acid;

2-Aminomethyl-4-ethyl-5-pentamethoxyphenyl-pentanoic acid;
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2-Aminomethyl-6-(2-methoxy-phenyl)-4-ethyt-hexanoic acid;
2-Aminomethy6-{3-methoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(4-methoxy-phenyi)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,3-dimethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,4-dimethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-8-{2,5-dimethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,6-dimethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3,4-dimethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethy-6-(3,5-dimethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyi-4-ethyl-6-(2,3,4-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,5-trimethoxy-phenyl}-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,6-frimethoxy-phenyl)-hexanoic acid;
2-Aminomethyi-4-ethyt-6-(2,4,6-trimethoxy-phenyl}-hexanoic acid;
2-Aminomethyl-7-(2-methoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3-methoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(4-methoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,3-dimethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,4-dimethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,5-dimethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,6-dimethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3,4-dimethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7+(3,5-dimethoxy-phenyl)}-4-methyl-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,4-trimethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-{2,3,5-trimethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,6-trimethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-2,4,6-trimethoxy-phenyl)}-heptanoic acid;
2-Aminomethyl-7-(2-methoxy-phenyl)-4-ethyl-heptancic acid;
2-Aminomethyi-7-(3-methoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyi-7-(4-methaxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,3-dimethoxy-phenyi)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,4-dimethoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,5-dimethoxy-phenyl)-4-ethyl-heptanoic acid;
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2-Aminomethyl-7-(2,6-dimethoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3,4-dimethoxy-phenyl)<4-ethyl-heptanoic acid,
2-Aminomethyl-7-(3,5-dimethoxy-phenyl)-4-ethyl-heplanoic acid;
2-Aminomethyi-4-ethyl-7-(2,3,4-trimethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,5-trimethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-gthyl-7-(2,3,6-trimethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyt-7-(2,4,6-trimethoxy-phenyl)-heptancic acid;
2-Aminomethyl-4-(2-trifluoromethyl-phenyf)-pentanoic acid;
2-Aminomethyl-4-(3-trifluoromethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(4-trifluoromethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3-di-trifluoromethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,4-di-trifluoromethyl-phenyl)-pentanoic acid;
2-Aminomsethyl-4-(2,5-di-trifluoromethyl-phenyl)-pentancic acid;
2-Aminomethyl-4-(2,6-di-trifluoromethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3,4-di-trifluoromethyi-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3,5-di-trifluoromethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3 4-tri-trifluoromethyi-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,5-tri-trifluoromethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,6-tri-triftuoromethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,4,6-tri-trifluoromethyl-phenyl)-pentanoic acid;
2-Aminomethyi-4~(2-trifluoromethyi-phenyl)-hexanoic acid;
2-Aminomethyl-4~(3-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(4-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3-di-trifluoromethyl-phenyi)-hexanoic acid;
2-Aminomethy4-(2,4-dHrifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,5-di-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,6-di-triflucyomethyl-phenyi)-hexanoic acid;
2-Aminomethyh-4-(3,4-di-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyk4-(3,5-di-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyi-4-(2,3 4-tri-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,5-tri-trifluoromethyl-phenyl)-hexanoic acid,

2-Aminomethyl-4-(2,3,6-tri-triflucromethyl-phenyl)-hexanoic acid;
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2-Aminomethyl-4-(2,4,6-iri-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-5-(2-trifluoromethyl-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3-trifluoromethyl-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(4-trifluoromethyl-phenyi)-4-methyl-pentanoic acid;
2-Aminomethyh-5-(2,3-di-trifluoromethyl-phenyl)-4-methyHpenianoic
acid;
2-Aminomethyl-5-(2,4-di-trifluoromethyl-phenyl)-4-methyl-pentancic
acid;
2-Aminomethyl-5-(2,5-di-trifluoromethyl-phenyl)-4-methyl-pentanoic
acid;
2-Aminomethyl-5-(2,6-di-trifluoromethyl-phenyl)-4-methyl-penianoic
acid;
2-Aminomethyl-5-(3,4-di-trifluoromethyl-phenyl)-4-methyl-pentanoic
acid;
2-Aminomethyl-5-(3,5-di-trifluoromethyl-phenyl)-4-methyl-pentanocic
acid;
2-Aminomethyl-4-methyl-5-(2,3,4-tri-trifluoromethyt-phenyl)-pentanoic
acid;
2-Aminomethyl-4-methyl-5-(2,3,5-1ri-trifluoromethyl-phenyl)-pentanocic
acid;
2-Aminomethyl-4-methyl-5-(2,3,6-tri-trifluoromethyl-phenyl)-pentanoic
acid,
2-Aminomethyl-4-methyi-5-(2,4,6-iri-trifluoromethyl-phenyl)-pentanoic
acid;

2-Aminomethyl-5-(2-trifluoromethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3-trifluoromethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(4-trifluoromethyl-phenyl)}-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,3-di-trifluoromethyl-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-5-(2,4-di-trifluoromethyl-phenyl)-4-methyi-hexanoic

acid;
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2-Aminomethyl-5-(2,5-di-trifluoromethyl-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-5-(2,6-di-trifluoromethyl-phenyl)-4-methyl-hexanoic
acid;

2-Aminomethyk-5-(3 4-di-triflucromethyl-phenyl)-4-methyl-hexancic
acid;
2-Aminomethyl-5-(3,5-di-trifluoromethyl-phenyf)-4-methyl-hexanoic
acid;
2-Aminomethyi-4-methyl-5-(2,3,4-tri-trifluoromethyl-phenyl)-hexanolc
&acid;
2-Aminomethyl-4-methyl-5-(2,3,5-tri-trifluoromethyl-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyl-5-(2,3,6-tri-trifluoromethyl-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyl-5-{2,4,6-tri-trifluoromethyl-phenyl)-hexanoic
acid;

2-Aminomethyl-6-(2-trifluoromethyl-phenyl}-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3-trifiuoromethyt-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-{4-trifluoromethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,3-di-triflucromethyl-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-6-(2,4-di-trifluoromethyl-phenyl)-4-methyl-hexanoic
acid;

2-Aminomethyl-6-(2, 5-di-trifluoromethyl-phenyl}-4-methyl-hexanoic
acid;
2-Aminomethyl-6-(2,6-di-triflucromethyl-phenyl)}-4-methyl-hexanoic
acid;
2-Aminomethyl-6-(3,4-di-trifluoromethyi-phenyl}-4-methyl-hexanoic
acid;
2-Aminomethyl-6-(3,5-di-trifluoromethyl-phenyf)}-4-methyl-hexanoic
acid;
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2-Aminomethyl-4-methyl-6-(2,3,4-tri-Iriflucromethyl-phenyl)-hexanoic
acid,
2-AminomethyH4-methyl-6-(2,3,5-tri-trifluoromethyi-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyl-6-(2,3,6-tri-trifluoromethyl-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyl-6-(2,4,6-tri-trifluoromethyt-phenyl)-hexanoic
acid;
2-Aminomethyl-5-(2-trifluoromethyl-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyi-5-(3-trifluoromethyl-phenyl)-4-ethyl-pentanoic acid,
2-Aminomethyl-5-(4-triflucromethyl-phenyl)-4-ethyl-pentancic acid;
2-Aminomethyl-5-(2,3-di-trifluoromethyl-phenyl)}-4-ethyl-penianoic acid;
2-Aminomethyl-5-(2,4-di-triflucromethyl-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,5-di-trifluoromethyl-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,6-di-trifluoromethyl-phenyli)-4-ethyl-pentanoic acid;
2-Aminomethyt-5-(3,4-di-trifluoromethyl-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3,5-di-trifluoromethyl-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4-tri-trifluoromethyl-phenyl)-pentanoic
acid;
2-Aminomethyl-4-ethyt-5-(2,3,5-tri-trifiuoromethyt-phenyi)-pentanoic
acid;
2-Aminomethyl-4-ethyt-5-(2,3,6-tri-trifluoromethyl-phenyl}-pentanoic
acid;
2-Aminomethyl-4-ethyl-5-(2,4,6-tri-trifluoromethyl-phenyl)-pentanoic
acid;
2-Aminomethyi-4-ethyl-5-(2,3,4,5-tetra-trifluoromethyl-phenyl)-
pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,6-tetra-trifluoromethyl-phenyi)-
penlanoic acid; .
2-Aminomethyl-4-ethyl-5-(2,3,5,6-tetra-trifluoromethyl-phenyl)-
pentanoic acid;
2-Aminomethyl-4-ethyl-5-penta-trifluoromethyiphenyl-pentancic acid;
—20—
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2-Aminomethyl-6-(2-trifluoromethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3-trifluoromethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(4-trifluoromethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,3-di-trifluoromethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2 4-di-trifluoromethyl-phenyi)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,5-di-trifluoromethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,6-di-trifluoromethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3,4-di-trifluoromethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3,5-di-trifluoromethyl-phenyl)-4-ethyl-hexanoic acid,
2-Aminomethyl-4-ethyl-6-(2,3,4-tri-trifluoromethyl-phenyl)-hexanoic
acid;
2-Aminomethyl-4-ethyl6-(2,3,5-ri-rifluoromethyl-phenyf)-hexanoic
acid;
2-Aminomethyl-4-ethyl-6-(2,3,6-tri-trifluoromethyi-phenyl)-hexanoic
acid;

2-Aminomethyl-4-ethyl-6-(2 4, 6-tri-irifluoromethyl-phenyl)-hexanoic
acid;

2-Aminomethyl-7-(2-trifluoromethyl-phenyl)-4-methyt-heptanoic acid;
2-Aminomethyl-7-(3-trifluocromethyl-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyt-7-(4-trifluoromethyl-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,3-di-trifluoromethyl-phenyl)-4-methyl-heptanoic
acid;

2-Aminomethyl-7-(2 4-di-trifiuoromethyl-phenyl)-4-methyl-heptanoic
acid;
2-Aminomethyl-7-(2,5-di-trifluoromethyl-phenyl)-4-methyl-heptanoic
acid;
2-Aminomethyl-7-(2,6-di-trifluoromethyl-phenyl)-4-methyl-heptanoic
acid,
2-Aminomethyl-7-(3,4-di-trifluoromethyi-phenyl)-4-methyl-heptanaic
acid;
2.Aminomethyl-7-(3,5-di-trifluoromethyl-phenyl)-4-methyl-heptanoic

acid;
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2-Aminomethyl-4-methyl-7-(2,3,4-tri-trifluoromethyl-phenyl)-heptanoic
acid;
2-Aminomethyl-4-methyl-7-(2,3,5-tri-trifluoromethyl-phenyl)-heptanocic
acid;
2-Aminomethyl-4-methyl-7-(2,3,6-tri-trifluoromethyl-phenyf)}-heptanoic
acid;
2-Aminomethyl-4-methyl-7-(2,4,6-tri-trifluoromethyl-phenyi)-heptanoic
acid;
2-Aminomethyl-7-(2-trifluoromethyl-phenyl)-4-ethyi-heptanoic acid;
2-Aminomethyl-7-(3-trifluoromethyl-phenyl)4-ethyl-heptanoic acid;
2-Aminomethyl-7-(4-trifluoromethyl-phenyi)}-4-ethyl-heptanoic acid;
2-Aminomethyt-7-(2,3-di-trifluoromethyi-phenyl)-4-ethyl-hepianoic acid;
2-Aminomethyl-7-(2,4-di-triflioromethyl-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyt-7-(2,5-di-trifluoromethyl-phenyl)-4-ethyl-heptanoic acid:
2-Aminomethyl-7-(2,6-di-trifluoromethyl-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyt-7-(3,4-di-trifluoromethyl-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3,5-di-trifluoromethyl-phenyl)-4-ethyl-heplanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,4-tri-trifluoromethyl-phenyl)-heptanoic
acid;
2-Aminomethyl-4-ethyl-7-(2,3 5-tri-trifluoromethyl-phenyl)-heptanoic
acid;
2-Aminomethyl-4-ethyl-7-(2,3,6-ri-iniflucromethyl-phenyl)-heptanoic
acid;
2-Aminomethyl-4-ethyl-7-(2,4,6-tri-trifluoromethyl-phenyl)-heptanoic
acid;
2-Aminomethyl-4-(2-trifluoromethoxy-phenyl)-pentanocic acid;
2-Aminomethyl-4-(3-triflucromethoxy-phenyl)-pentancic acid;
2-Aminomethyl-4-(4-trifluoromethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3-di-trifluoromethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,4-di-trifluoromethoxy-phenyl)}-pentanoic acid;
2-Aminomethyl-4-(2,5-di-trifiuoromethoxy-phenyl)-pentanoic acid;
2-Aminomethyi-4-(2,6-di-trifluoromethoxy-phenyl)-pentanoic acid;
—31—
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2-Aminomethyl-4-(3,4-di-trifluoromethoxy-phenyl)-pentanoic acid;
2-Aminomethyk4-(3,5-di-trifluoromethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3 4-tri-trifluoromethoxy-phenyl)-pentancic acid;
2-Aminomethyl4-(2,3,5-tri-rifluoromethoxy-phenyl)-pentancic acid;
2-Aminomethyl-4-(2,3,6-tri-trifluoromethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,4,6-tri-trifluoromethoxy-phenyl)-pentanoic acid;
2-AminomethylH4-(2-irifluoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3-trifluoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-{4-trifluoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3-di-trifluoromethoxy-phenyl)-hexanocic acid;
2-Aminomethyl-4-(2,4-di-trifluoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,5-di-triflucromethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,6-di-trifluoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,4-di-trifluoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,5-dirifluoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,4-tri-trifluoromethoxy-phenyl)}-hexanoic acid;
2-Aminomethyl~4-(2,3,5-ri-trifluoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,6-tri-trifluoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,4 6-tri-trifluoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-5-(2-triflucromethoxy-phenyl)}-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3-trifluoromethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(4-trifluoromethoxy-phenyi)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,3-di-trifluoromethoxy-phenyl)-4-methyl-pentanoic
acid;
2-Aminomethyl-5-(2,4-di-trifluoromethoxy-phenyl)-4-methyl-pentanoic
acid;
2-Aminomethyl-5-(2,5-di-trifluoromethoxy-phenyl)-4-methyl-pentancic
acid;
2-Aminomethyl-5-(2,6-di-trifluoromethoxy-phenyl}-4-methyl-pentanocic
acid;
2-Aminomethyi-5-(3,4-di-trifluoromethoxy-phenyl)-4-methyl-pentanolc
acid;
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2-Aminomethyl-5-(3,5-di-trifluoromethoxy-phenyl)}-4-methyl-pentanoic
acid;
2-Aminomethyl-4-methyl-5~(2,3,4-tr-triffuoromethoxy-phenyl)-psntanoic
acid;

2-Aminomethyl-4-methyl-5-(2,3 5-tri-rifluoromethoxy-phenyl)-pentanoic
acid;
2.Aminomethyl-4-methyl-5-(2,3,6-tri-trifluoromethoxy-phenyl)-pentanoic
acid,
2-Aminomethyl-4-methyl-5-(2,4,6-tri-trifluoromethoxy-phenyl)-pentanoic
acid;

2-Aminomethyl-5-(2-trifluoromethoxy-phenyl)}-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3-trifluoromethoxy-phenyf)-4-ethyl-pentanoic acid;
2-Aminomethyk5-(4-trifluoromethoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,3-di-trifluoromethoxy-phenyl)-4-ethyl-pentanoic
acid;
2-Aminomethyt5+(2,4-dHrifluoromethoxy-phenyl)-4-ethyl-pentanoic
acid;
2-Aminomsthyl-5-(2,5-di-trifluoromethoxy-phenyl)-4-ethyl-pentanoic
acid;
2-Aminomethyl-5-(2,6-di-trifluoromethoxy-phenyl)-4-ethyl-pentanoic
acid;
2-Aminomethyl-5-(3,4-di-tritluoromethoxy-phenyl)-4-ethyl-pentanoic
acld;
2-Aminomethyl-5-(3,5-di-triflucromethoxy-phenyl)-4-ethyl-pentanoic
acid;
2-Aminomethyl-4-ethyl-5-(2,3,4-tri-trifluoromethoxy-phenyl)-pentanoic
acid;
2-Aminomethyl-4-ethyl-5-(2,3,5-tri-trifluoromethoxy-phenyl)-pentanoic
acid;
2-Aminomethyl-4-ethyl-5-(2,3,6-tri-trifluoromethoxy-phenyl)-pentanoic
acid;
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2-Aminomethyl-4-ethyt-5-(2,4,6-tri-trifluoromethoxy-phenyl)-pentanoic
acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,5-tetra-trifluoromethoxy-phenyi)-
pentanoic acid;
2-Aminomethyi-4-ethyl-5-(2,3,4,6-tetra-trifluoromethoxy-phenyi)-
pentanoic acid;
2-AminomethyH4-ethyl-5-(2,3,5,6-tetra-trifluoromethoxy-phenyi)-
pentanoic acid;
2-Aminomethyl-4-ethyl-5-penta-trifiuvoromethaxyphenyl-pentancic acid;
2-Aminomethyl-5-(2-trifluoromethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3-trifluoromethoxy-phenyi)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(4-trifluoromethoxy-phenyl)-4-methyl-hexanolc acid;
2-Aminomethyl-5-(2,3-di-trifluoromethoxy-phenyl}-4-methyl-hexanoic
acid; '
2-Aminomethy}-5-(2,4-di-trifluoromethoxy-phenyt)-4-methyl-hexanoic
acid,
2-Aminomethyl-5-(2,5-di-trifluoromethoxy-phenyl}-4-methyl-hexanoic
acid;
2-Aminomethyt-5-(2,6-di-trifluoromethoxy-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyi-5-(3,4-di-triflucromethoxy-phenyi}-4-methyl-hexanoic
acid;
2-Aminomethyl-5-(3,5-di-triflucromethoxy-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-4-methyl-5-(2,3 4-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyi-5-(2,3,5-tri-trifluoromethoxy-phenyi)-hexanoic
acid;
2-Aminomethyt-4-methyl-5-(2,3,6-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyi-5-(2,4,6-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
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2-Aminomethyl-6-(2-trifiucromethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3-trifluoromethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethy}-6-(4-trifluoromethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,3-di-trifluoromethoxy-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-6-(2,4-dHrifluoromsthoxy-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-6-(2,5-di-trifluoromethoxy-phenyt)-4-methyl-hexanoic
acid; '
2-Aminomethyl-6-(2,6-di-rifluoromethoxy-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-6-(3,4-di-trifluoromsthoxy-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-6-(3,5-di-trifluoromethoxy-phenyl)-4-methyi-hexancic
acid;
2-Aminomethyl-4-methyl-6-(2,3,4-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyi-4-methyl-6-(2,3,5-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyl-6-(2,3,6-tri-trifluoromethoxy-phenyf)-hexanoic
acid;
2-Aminomethyi-4-methyl-6-(2,4,6-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethy}-6-(2-triflucromethoxy-phenyi)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3-trifluoromethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(4-trifluoromethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6+2,3-di-trifluoromethoxy-phenyi)-4-ethyl-hexanoic
acid;
2-Aminomethyl-6-(2, 4-di-trifluoromethoxy-phenyl)-4-ethyl-hexanoic
acid;
2-Aminomethyl-6-(2,5-di-trifluoromethoxy-phenyl)}-4-ethyl-hexanoic
acid;
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2-Aminomethyl-6-(2,6-di-trifluoromethoxy-phenyf}-4-ethyl-hexanoic
acid;
2-Aminomethyl-6-(3,4-di-trifluoromethoxy-phenyl)-4-ethyl-hexanoic
acid;
2-Aminomethyl-6-(3,5-di-trifluoromethoxy-phenyi)-4-ethyl-hexanoic
acid;
2-Aminomethyl-4-ethyl-8-(2,3,4-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyl-4-ethyl-6-(2,3,5-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyi-4-ethyl-6-(2,3,6-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyl-4-ethyl-6-(2,4,6-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyt-7-(2-trifiluoromethoxy-phenyl)-4-methyl-heptanoic acid:
2-Aminomethyl-7-(3-trifluoromethoxy-phenyl)-4-methyl-heptanoic acid:
2-Aminomethyl-7-(4-triflucromethoxy-phenyl}-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,3-di-trifluoromethoxy-phenyl)-4-methyl-heptanoic
acid;
2-Aminomethyl-7-(2,4-di-trifluoromethoxy-phenyl)-4-methyl-heptanoic
acid;
2-Aminomethyl-7-(2,5-di-trifluoromethoxy-phenyl)-4-methyl-hepiancic
acid;
2-Aminomethyt-7-(2,6-di-trifluoromethoxy-phenyl)}-4-methyl-heplanoi:
acid;
2-Aminomethyl-7-(3,4-di-trifluoromethoxy-phenyl)-4-methyl-heptanoic
acid; '

2-Aminomethyt-7-(3 5-di-trifluoromethoxy-phenyl)-4-methyl-heptanoic
acid;

2-Aminomethyi-4-methyl-7-(2,3,4-tri-rifluoromethoxy-phenyl)-heptanoic

acid;
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2-Aminomethyl4-methyl-7-(2,3,5-tri-trifluoromethoxy-phenyl)-heptancic
acid;
2-Aminomethyl-4-methyl-7-(2,3,6-tri-trifluoromethoxy-phenyl)-heptanoic
acid;
2-Aminomethyl-4-methyl-7-(2,4,6-tri-trifluoromethoxy-phenyl)-heptanoic
acid;

2-Aminomethyl-7-(2-trifluoromethoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyt-7-(3-trifluoromethoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyt-7-(4-trifluoromethoxy-phenyi)-4-sthyl-heptanoic acid;
2-Aminomethyl-7-(2,3-d-trifluoromethoxy-phenyl)-4-ethyl-heptanoic
acid;
2-Aminomethyt-7-(2,4-d-triflucromethoxy-phenyl)-4-ethyt-heplanoic
acid;
2-Aminomethyl-7-(2,5-di-trifluoromethoxy-phenyl)-4-ethyl-heptanocic
acid;
2-Aminomethyl-7-(2,6-di-trifluoromethoxy-phenyl)-4-ethyl-heptanoic
acid; |
2-Aminomethyl-7-(3,4-di-trifluoromethoxy-phenyi}-4-ethyl-heptanoic
acid;
2-Aminomethyl-7-(3,5-di-irifluoromethoxy-phenyl)-4-ethyl-heplanocic
acid,
2-Aminomethyl-4-ethyl-7-(2,3,4-tri-trifluoromethoxy-phenyf)-heptanoic
acid;
2-Aminomethyk-4-ethyl-7-(2,3,5-tri-triffucromethoxy-phenyl)-heptanoic
acid;
2-Aminomethyi-4-ethyt-7-(2,3,6-tri-trifluoromethoxy-phenyl)-heptanoic
acld;
2-Aminomethyl-4-ethyl-7-(2,4,6-tri-trifluoromethoxy-phenyl)-heptancic
acid;

2-Aminomethyl-4-(2-ethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3-ethoxy-phenyl)-pentanoic acid;

2-Aminomettryl-4-(4-ethoxy-phenyl)-pentanoic acid;
~37—
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2-Aminomethyl-4-(2,3-diethoxy-phenyl)-pertanoic acid;
2-Aminomethyl-4-(2,4-diethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,5-diethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,6-diethoxy-phenyl)-pentancic acid;
2-Aminomethyl-4-(3,4-diethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3,5-diethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,4-triethoxy-phenyl)-pentancic acid;
2-Aminomethyl-4-(2,3,5-triethoxy-phenyl)}-pertancic acid;
2-Aminomethyl-4-(2,3,6-triethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,4,6-triethoxy-phenyl)-pentancic acid;
2-Aminomethyl-4-(2-ethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3-ethoxy-phenyl)-hexanoic acid;
2-Aminomethy-4-(4-ethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3-diethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,4-diethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,5-diethoxy-phenyl)-hexanoic acid;
2-Aminomethyi-4-(2,6-diethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,4-diethoxy-phenyl)-hexanoic acid;
2-Aminomethyi-4-(3,5-diethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3 4-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,5-triethoxy-phenyf)-hexanoic acid;
2-Aminomethyi-4-(2,3,6-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,4,6-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-5-(2-ethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3-ethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(4-ethoxy-phenyl)}-4-methyl-pentanoic acid;
2-Aminomethyi-5-(2,3-diethoxy-phenyi)-4-methyi-pentanoic acid;
2-Aminomethy}-5-(2,4-dlethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,5-diethoxy-phenyi)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,6-diethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3,4-diethoxy-phenyl}-4-methyl-pentanoic acid;

2-Aminomethyi-5-(3,5-diethoxy-phenyl}-4-methyl-pentanoic acid;
—38—
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2-Aminomethyl-4-methyl-5-(2,3 4-triethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5~2,3,5-triethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyt-5-(2,3,6-triethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5+(2,4,6-triethoxy-phenyi)-pentanoic acid;
2-Aminomethyl-5-(2-ethoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyt-5-(3-ethoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyi-5-(4-ethoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyt-5-(2,3-diethoxy-phenyl)-4-ethyl-pentanoic aci;
2-Aminomethyt-5-(2,4-diethoxy-phenyl)-4-ethyi-pentanoic acid;
2-Aminomethyl-5-(2,5-diethoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,6-diethoxy-phenyf)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3,4-diethoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3,5-diethoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4-triethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,5-triethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,6-triethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-athyl-5-(2 4,6-triethoxy-phenyl)-pentanoic acid;
2-Aminomethyi-4-ethyl-5-(2,3,4,5-tetraethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,6-tetraethoxy-phenyl)}-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,5,6-tetraethoxy-phenyl)-pentanoic acid;
2-Aminomethyi-4-ethyl-5-pentaethoxyphenyl-pentanoic acid;
2-Aminomethyl-5-(2-ethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3-ethoxy-phenyl)}-4-methyl-hexanoic acid;
2-Aminomethyl-5-(4-ethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,3-diethoxy-phenyl)-4-methyi-hexanoic acid;
2-Aminomethyk-5-(2,4-diethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,5-diethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,6-diethoxy-phenyil}-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3,4-diethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3,5-disthoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-triethoxy-phenyl)-hexanoic acid;
—38—
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2-Aminomethyl-4-methyl-5-(2,3,6-triethoxy-phenyl)}-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,4,6-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-6-{2-ethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-{3-ethoxy-phenyl)-4-methyl-hexanoic acld;
2-Aminomethyl-6-(4-ethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,3-diethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,4-diethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6~(2,5-diethoxy-phenyl}-4-methyi-hexanoic acid;
2-Aminomethyl-6-(2 6-diethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3,4-diethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3,5-diethoxy-phenyl)-4-methyt-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,4-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,5-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,6-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,4,6-triethoxy-phenyl)-hexancic acid;
2-Aminomethyl-6-(2-ethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyt-6-(3-ethoxy-phenyi)-4-ethyl-hexanoic acid;
2-Aminomethyi-6-{4-ethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,3-diethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,4-diethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6~(2,5-diethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,6-diethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3,4-diethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3,5-disthoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,4-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyi-4-ethyi-6~(2,3,5-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,6-triethoxy-phenyl)}-hexanolc acid;
2-Aminomethyl-4-ethyl-6-(2,4,6-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-7-(2-ethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3-ethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(4-ethoxy-phenyl)-4-methyl-heptanoic acid;

2-Aminomethy}-7-(2,3-diethoxy-phenyf)-4-methyl-heptanoic acid;
—40—
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2-Aminomethyl-7-(2,4-disthoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyk7-(2,5-diethoxy-phenyl)4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,6-dlethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyt-7-(3,4-diethoxy-phenyl)-4-methyi-heptanoic acid;
2-Aminomethyl7-{3,5-diethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,4-triethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7+(2,3,5-triethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7+(2,3,6-triethoxy-phenyl)-heptancic acid;
2-Aminomethyl-4-methyl-7-(2,4,6-triethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-7-(2-ethoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyt-7-(3-ethoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(4-ethoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,3-diethoxy-phenyl)-4-ethyl-heptanoic acid,
2-Aminomethyl-7-{2,4-diethoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyt-7-(2,5-diethoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyi-7-(2,6-disthoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyi-7-(3,4-diethoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3,5-diethoxy-phenyl)-4-ethyl-heptancic acid;
2-Aminomethyl4-ethyl-7-(2,3,4-triethoxy-phenyl)}-heptanoic acid;
2-Aminomethyi-4-ethyl-7-(2,3,5-triethoxy-phenyl)}-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,6-triethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,4 ,6-triethoxy-phenyl)-heplanoic acid;
2-Aminomethyi-4-(2-methyt-phenyl)-pentancic acid;
2-Aminomethyl-4-(3-methyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(4-methyl-phenyl)-pentanoic acid;
2-Aminomethyl-4~(2,3-dimethyl-phenyl)-pentanoic acid;
2-Aminomethyi-4-(2 4-dimethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,5-dimethyl-phenyl)-pentancic acid;
2-Aminomethyl-4-(2,6-dimethyl-phenyl)-pentancic acid;
2-Aminomethyl-4-(3,4-dimethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3,5-dimethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,4-trimethyl-phenyl)-pentanoic acid;
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2-Aminomethyl-4-(2,3,5-trimethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,6-trimethy}-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,4,6-frimethyl-phenyl)-pentanocic acid;
2-Aminomethyl-4-(2-methyl-phenyl}-hexanoic acid;
2-Aminomethyl-4-(3-methyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(4-methyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3-dimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,4-dimethyi-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,5~dimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,6-dimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,4-dimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,5-dimethyl-phenyl)-hexanoic acid;
2-Aminomethyk4-(2,3,4-trimethyl-phenyl)}-hexanoic acid;
2-Aminomethyl-4-(2,3,5-trimethyl-phenyl)-hexanocic acid;
2-Aminomethyl4-(2,3,6-trimethyl-phenyl)-hexanoic acid;
2-Aminomethyk-4-(2,4,6-trimethyi-phenyl)-hexanoic acid;
2-Aminomethyl-5-(2-methyl-phenyl)}-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3-methyi-phenyl}-4-methyl-pentanoic acid;
2-Aminomethyl-5-(4-methyl-phenyl)-4-methyl-pemanoic acid;
2-Aminomethyl-5-(2,3-dimethyl-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,4-dimethyi-phenyl)-4-methyi-pentanoic acid;
2-Aminomethyl-5-(2,5-dimethyl-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,6-dimethyl-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyi-5-(3,4-dimethyl-phenyl)-4-methyl-pentanolc acid;
2-Aminomethyl-5-(3,5-dimethyl-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4-trimethyl-phenyl}-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-trimethyl-phenyl}-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,6-trimethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,4,6-trimethyl-phenyt)-pentanoic acid;
2-Aminomethyl-5-(2-methyl-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3-methyl-phenyl)-4-ethyl-pentanoic acid;

2-Aminomethyi-5-(4-methyl-phenyl)-4-ethyl-pentanoic acid;
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2-Aminomethy}-5-(2,3-dimethyl-phenyi)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,4-dimethyt-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,5-dimethyl-phenyl)-4-ethyl-pertanoic acid;
2-Aminomethyl-5-(2,6-dimethyl-phenyl)-4-ethyl-penianoic acid;
2-Aminomethyl-5-(3,4-dimethyl-phenyl)-4-ethyl-pertanoic acid;
2-Aminomethyl-5+3,5-dimethyl-phenyl)-4-ethyl-pentanolc acid;
2-Aminomethyl-4-ethyl-5-(2,3,4-trimethyl-phenyl)-pentancic ackd;
2-Aminomethyl-4-athyl-5-(2,3,5-trimethyl-phenyl)-pentanoic acid;
2-Aminomethyi-4-ethyl-5-(2,3,6-trimethyl-phenyl)}-pemanoic acid;
2-Aminomethyl-4-ethyl-5-(2,4,6-trimethyl-phenyf)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,5-tetramethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,6-tetramethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,5,6-tetramethyl-phenyl)-pentancic acid;
2-Aminomethyl-4-ethyl-5-pentamethyliphenyl-pentanoic acid;
2-Aminomethyl-5-(2-methyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3-methyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(4-methyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,3-dimethyl-phenyf)-4-methyl-hexanoic acid;
2-Aminomethyi-5-(2,4-dimethyl-phenyl)-4-methyi-hexanoic acid;
2-Aminomethyl-5-(2,5-dimethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,6-dimethyl-phenyt)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3,4-dimethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyt-5-(3,5-dimethylphenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-4-methyi-5-(2,3,4-trimethyt-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-trimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,6-trimethyl-phenyi)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,4,6-trimethyl-phenyl)-hexanoic acid;
2-Aminomethyt-6-(2-methyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3-methyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(4-methyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethy-6-(2,3-dimethyl-phenyl)-4-methyl-hexanoic acid;

2-Aminomethyl-6-2,4-dimethyl-phenyl)-4-methyl-hexanoic acid;
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2-Aminomethyi-6-{2,5-dimethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,6-dimethylphenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3,4-dimethyl-phenyi)-4-methyl-hexanoic acid;
2-Aminomethyi-6-(3,5-dimethyi-phenyl}-4-methyl-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,4-frimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,5-trimethyl-phenyl}-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,6-trimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyt-6-(2,4,6-trimethylphenyl)-hexanoic acid;
2-Aminomethyl-6-(2-methyi-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3-methyl-phenyi)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(4-methyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,3-dimethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyt-6-(2,4-dimethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,5-dimethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,6-dimethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3,4-dimethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3,5-dimethyl-phenyi)-4-ethyl-hexanoic acid;
2-Aminomethyl-4-ethyl-8-(2,3,4-trimethyt-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,5-trimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,6-trimethyl-phenyl)-hexanoic acid;
2-Aminomethyi-4-ethyl-6-(2,4,6-trimethyl-phenyl)-hexanoic acid;
2-Aminomethyt-7-(2-methyi-phenyl)-4-methyt-heptanoic acid;
2-Aminomethyl-7-(3-methyl-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-{4-methyl-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,3-dimethyl-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyt-7-(2 4-dimethyl-phenyl}-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,5-dimethyt-phenyl}-4-methyl-heptancic acid;
2-Aminomethy}-7-(2,6-dimethyl-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3,4-dimethyl-phenyl)-4-methyl-heptancic acid;
2-Aminomethyl-7-(3,5-dimethyt-phenyl)-4-methyl-heptanolc acid;
2-Aminomethyl-4-methyl-7-(2,3,4-frimethyl-phenyl)-heptanoic acid;

2-Aminomethyl-4-methyl-7-(2,3,5-trimethyl-phenyl)-heptanoic acid;
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2-Aminomethy-4-methyl-7-(2,3,6-irimethyl-phenyl)-heptanoic acid;
2-Aminomethyi-4-methyl-7-(2,4,6-trimethyl-phenyf)-heptanoic acid;
2-Aminomethyt-7-(2-methy-phenyl)-4-ethyl-heptanoic acld;
2-Aminomethyt-7-(3-methyl-phenyf)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(4-methyl-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyt-7-(2,3-dimethyl-phenyl)-4-ethyl-heplanoic acid;
2-Aminomethyl-7-(2,4-dimethyl-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,5-dimethyl-phenyl)-4-ethyt-heptanoic acid;
2-Aminomethyi-7-(2,6-dimethyl-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3,4-dimethyt-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyt-7-(3,5-dimethyl-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,4-trimethyt-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyt-7-(2,3,5-trimethyl-phenyf)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,6-trimethyl-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,4,6-trimethyl-phenyl)-heptanoic acid;
2-Aminomethyl-4-(2-hydroxy-phenyt)-pentancic aci;
2-Aminomethyl-4-(3-hydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-{4-hydroxy-phenyl)-pentanoic acid;
2—Aminon\|alhyl-4-(2.3-dihydroxy-phenyl)-penianoic acid;
2-Aminomethyl-4-(2 4-dihydroxy-phenyl)-pentanoic acki;
2-Aminomethyi-4-(2,5-dihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,6-dihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3,4-dihydroxy-phenyl)-pentancic acid;
2-Aminomethyl-4-(3,5-dihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,4-trihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,5-trihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,6-trihydroxy-phenyl)-pentanoic acid;
2-Aminomethyi-4-(2,4,6-trihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2-hydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3-hydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(4-hydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3-dihydroxy-phenyl)-hexanoic acid;
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2-Aminomethyl-4-(2,4-dihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,5-dihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,6-dihydroxy-phenyl)-hexanoic acid;
2-Aminomethyi-4-(3,4-dihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,5-dihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,4-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,5-trihydroxy-phenyf)-hexanoic acid;
2-Aminomethyl-4-(2,3,6-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,4,6-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyi-5-(2-hydroxy-phenyl)-4-methyl-pentancic acid;
2-Aminomethyl-5-(3-hydroxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethy}-5-(4-hydroxy-phenyl)~4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,3-dihydroxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,4-dihydroxy-phenyi}-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,5-dihydroxy-phenyi)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,6-dihydroxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3,4-dihydroxy-phenyl}-4-methyl-pentanoic acid;
2-Aminomethyi-5-(3,5-dihydroxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4-trihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-1rihydroxy-phenyf)-pentanoic acid;
2-Aminomethyl-4-methyt-5-(2,3,6-trihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,4,6-trihydroxy-phenyl)-pentancic acid;
2-Aminomethyl-5-(2-hydroxy-phenyl)-4-methyt-hexanoic acid;
2-Aminomethyl-5-(3-hydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyt-5-(4-hydroxy-phenyf)-4-methyl-hexanoic acid;
2-Aminomethyl-5~(2,3-dihydroxy-phenyl)-4-maethyl-hexanoic acid;_
2-Aminomethy}-5-(2,4-dihydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyi-5-(2,5-dihydroxy-phenyl)}-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,6-dihydroxy-phenyf}-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3,4-dihydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3,5-dihydroxy-phenyf)-4-methyl-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4-trihydroxy-phenyl)-hexanoic acid;
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2-Aminomethyl-4-methyl-5-(2,3,5-trihydroxy-phenyl)-hexancic acid;
2-Aminomethyl-4-methyl-5-(2,3,6-irihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,4,6-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-6-(2-hydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3-hydroxy-phenyl)-4-methyl-hexanoic acld;
2-Aminomethyt-6-(4-hydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomeihyl-6-(2,3-dihydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,4-dihydroxy-phenyl}-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,5-dihydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,6-dihydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3,4-dihydroxy-phenyl)}-4-methyl-hexanoic acid;
2-Aminomethyk6-(3,5-dihydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyi-4-methyl-6-(2,3,4-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,5-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,6-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyi-4-methyl-6-(2 4,6-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethy}-5-(2-hydroxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3-hydroxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyt-5-(4-hydroxy-phenyl)-4-ethyi-perntanoic acid;
2-Aminomethyl-5-(2,3-dihydroxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,4-dihydroxy-phenyl)}-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,5-dihydraxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,6-dihydroxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyi-5-(3,4-dihydroxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3,5-dihydroxy-phenyl)-4-ethyl-pentancic acid;
2-Aminomethyl-4-ethyl-5-(2,3 4-trihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,5-trihydroxy-phenyl)-pentancic acid;
2-Aminomsthyl-4-ethyl-5-(2,3,6-trihydroxy-phenyl)-pentancic acid;
2-Aminomethyl4-ethyl-5-(2,4,6-trihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,5-tetrahydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,6-tetrahydroxy-phenyl)-pentanoic aci;

2-Aminomethyl-4-ethyl-5-(2,3,5,6-tetrahydroxy-phenyl)-pentanoic acid;
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2-Aminomethyi-4-ethyl-5-pentahydroxyphenyi-pentanoic acid;
2-Aminomethyl-6-(2-hydroxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3-hydroxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(4-hydroxy-phenyl)-4-ethy-hexancic acid;
2-AminomethyH6-(2,3-dihydroxy-phenyi)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,4-dihydroxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,5-dihydroxy-phenyl)-4-ethyi-hexanoic acid;
2-Aminomethyl-6-(2,6-dihydroxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyt-6~(8,4-dihydroxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyt-6-(3,5-dihydroxy-phenyl}4-ethyl-hexanoic acid;
2-Aminomethyt-4-athyl-6-(2,3,4-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,5-trihydroxy-phenyi)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,6-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,4,6-trihydroxy-phenyl}-hexanoic acid;
2-Aminomethyl-7-(2-hydroxy-phenyl)}-4-methyl-heptanoic acid;
2-Aminomethyt-7-(3-hydroxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(4-hydroxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,3-dihydroxy-phenyl}-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,4-dihydroxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2 5-dihydroxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,6-dihydroxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-{3 4-dihydroxy-phenyl)}-4-methy-heptanoic acid;
2-Aminomethyl-7-(3,5-dihydroxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-4-methyl-7-{2,3,4-trihydroxy-phenyl)}-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,5-trihydroxy-phenyi)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,6-trihydroxy-phenyi}-heptanocic acid;
2-Aminomethyl-4-methyl-7-(2,4,6-trihydroxy-phenyl)-heptancic acid;
2-Aminomethyl-7-(2-hydroxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3-hydroxy-phenyl}-4-ethyl-heptanoic acid;
2-Aminomethyl-7-{4-hydroxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,3-dihydroxy-phenyl)-4-ethyl-heptanoic acid;

2-Aminomethyk-7-(2,4-dihydroxy-phenyl)-4-ethyl-heptanoic acid;
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2-Aminomethyl-7-(2,5-dihydroxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyt-7-(2,6-dihydroxy-phenyl)-4-ethyt-heptanoic acid;
2-Aminomethy|-7—(3,4-dihydroxy-phenyl)-4-fathyl-heptanoic acid;
2-Aminomethyt-7-(3,5-dihydroxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyk-4-ethyl-7-(2,3,4-trihydroxy-phenyl)-heptancic acid;
2-Aminomethyl-4-ethyl-7-(2,3,5-rihydroxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,6-trihydroxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,4,6-trihydroxy-phenyf)-heptanoic acid;
2-Aminomethyi-4-ethyl-7-(2,3,4,5-1etrahydroxy-phenyf)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,4,6-tetrahydroxy-phenyl)-heptanoic acid;
2-Aminomethy4-ethyl-7-(2,3,5,6-tetrahydroxy-phenyi)-heptancic acid;
2-Aminomethyl-4-ethyl-7-pentahydroxyphenyl-heptanoic acid;
(2R,4R)-2-Aminomethyl-4-(2 4-difluoro-benzyl)-hexanoic acid;
(2S.4R)-2-Aminomethyi-4-(2 4-diflucro-benzyl)-hexanoic acid;
(2R,4S)-2-Aminomethyl-7-(2,4-diflucro-phenyl)}-4-ethyl-heptanoic acid;
(2S,4S)-2-Aminomeﬂryb?-(z.&dilluom-phenyl)-&ethyl-heptanolc acid;
(2R,4S)-2-Aminomethyi4-(2 4-difluoro-benzyl)-hexanoic acid;

~ (2S,4S)-2-Aminomethyl-4-(2,4-difluoro-benzyl)-hexanoic acid;

(25,45)-2-Aminomethyl-4-(3,5-difluoro-benzyl)-hexanoic acid,
(2S,4S)-2-Aminomethyl-4-(2-fluoro-benzyl)-hexanoic acid;
(25,45)-2-Aminomethyl-5-(2,4-difluoro-phenyl)-4-methyl-pentanoic
acid;

(2S)-2-Aminomethyl-5-(2,4-difluoro-phenyl)-pentancic acid;
(25,4S)-2-Aminomethyl-4-(2,6-difluoro-benzyl)-hexanoic acid;
(2S,4S)-2-Aminomethyl-4-(4-fluoro-benzyl)}-hexanoic acid;
(2S,4S)-2-Aminomethyl-4-(2,5-difluoro-benzyl)-hexanoic acid;
(2S,4S)-2-Aminomethyl-4-(3-fluoro-benzyl)-hexanoic acid;
(2S.4S)-2-Aminomethyl-4-pentafiuorophenyimethyl-hexanoic acid;
(2S.4R)-2-Aminomethyl-7-(2,4-difluoro-phenyi)-4-ethy-heptanoic acid;
(25,45)-2-Aminomethyl-4-(4-trifluoromethyl-benzyl)}-hexanoic acid;
2-Aminomethyl-4-(4-methoxy-2-methyl-benzyl)-hexanoic acid,
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2-Aminomethyi-5-(4-methoxy-2-methyl-phenyl)-4-methyl-pentanocic
acid;

2-Aminomethyl-4-(4-methoxy-3-methyt-benzyl)-hexanoic acid; and
2-Aminomethyl-5-{4-methoxy-3-methyl-phenyi)-4-methyl-pentancic
acid.

Other compounds of formula V include the following compounds, and

their pharmaceutically acceptabie salis:

2-Aminomethyk-4-ethyl-5-methyl-hexanoic acid;
2-Aminomethyl-4-ethyl-3-methyl-hexancic aci;
2-Aminomethyl-3,4-dimethyl-hexanoic acid;
2-Aminomethyl-3-ethyl-4-methyl-hexanoic acid;
2-Aminomethyl-4-ethyl-3-methyl-heptanoic acid;
2-Aminomethy+3,4-dimethyl-oclanoic acid;
2-Aminomethyl-3-methyl-pentanoic acid;
2-Aminomethyl-3-methyl-hexanoic acid;
2-Aminomethyl-3-methyl-heptanoic acid;
2-Aminomethyl-3 4-dimethyl-pentanoic acid;
2-Aminomethyl-3,5-dimethyl-hexanoic acid;
2-Aminomethyt-3,6-dimethyl-heptanoic acid;
2-Aminomethyl-3,5,5-frimethyl-hexanoic acid;
2-Aminomethyl-3-cyclopropyl-butyric acid;
2-Aminomethyl-3-cyclopentyl-butyric acid;
2-Aminomethyi-3-cyclohexyl-butyric acid;
2-Aminomethyi-4-cyclohexyl-3-methyl-butyric acid;
2-Aminomethyl-5-cyclohexyl-3-methyl-pentanoic acid;
2-Aminomethyl-3-methyi-4-(4-methyl-cyciohexyi)-butyric acid;
2-Aminomethyl-3-ethyl-pentanoic acid;
2-Aminomethyl-3-ethyl-hexanoic acid;
2-Aminomethyl-3-ethyl-heptanoic acid;
2-Aminomethyl-3-ethyl-4-methyl-pentanoic acid;
2-Aminomethyl-3-cyclohexyimethyt-pentanoic acid;
2-Aminomethyl-5-{4-methoxy-cyclohexyl)-3-methyi-pentanoic acid;
—~50—
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2-Aminomethyh-5-{4-methoxy-phenyl)-3-methylpentancic acid;
2-Aminomethyl4-(2-methoxy-phenyl)-3-methyl-butyric acid;
2-Aminomethyi-4-(4-methoxy-phenyf)}-3-methyl-butyric acid;
2-Aminomethy-3-phenyt-butyric acid;
2-Aminomethyt-3-methyl-4-phenyl-butyric acid;
2-Aminomethyl-3-methyl-5-phenyl-pentanoic acid;
2-Aminomethyl-3-methyl-4-{3-trifluoromethyl-phenyl)-butyric acid;
2-Aminomethyl-3-(4-ethyl-phenyl)-butyric acid;
2-Aminomethyt-3-(2,5-dimethyl-phenyl)-butyric acid;
2-Aminomethyl-3-methyl-4-p-tolyl-butyric acid;
2-Aminomethyl-3-m-tolyl-butyric acid;
2-Aminomethyl-3-benzyl-pentanoic acid; and
2-Aminomethyi-4-{4-fluoro-phenyl)-3-methyl-butyric acid.

This invention also provides compounds of formula VI

HN

HO :::
Ry
Vi

and their pharmaceutically acceptable salts, wherein Rs, Ry, and Rs are as
defined above in formula |, with the proviso that Rs, R4, and Rs are not
simultaneously hydrogen atoms.
Specific compounds of formula VI include the following compounds and
their pharmaceutically acceptable salts:
2-Aminomethyt-5-cyclopropyl-hexanoic acid;
2-Aminomethyl-5-cyclobutyt-hexanoic acid;
2-Aminomethyl-5-cyclopentyl-hexanoic acid;
2-Aminomethyl-5-cyclohexyl-hexanoic acid;
2-Aminomethyl-5-phenyi-hexanoic acid;
2-Aminomethyl-5~(3-chloro-phenyi)-hexanoic acid;

2-Aminomethyl-5-(3-trifluoromethyl-phenyi)-hexanoic acid;
—51—



10

15

20

WO 2005/030700

2-Aminomethyt-5-(4-trifluoromethykphenyl)-hexanoic acid;
2-Aminomethy-S-cyclopropyt-heptanoic acid;
2-Aminomethyt-5-cyclobutyl-hepianocic acid;
2-Aminomethyl-5-cyclopentyl-heptanoic acid;
2-Aminomethyl-5-cyclohexyl-heptanoic acid;
2-Aminomethyl-5-phenyl-heptanoic acid;
2-Aminomethyl-5-(3-chloro-phenyl)-heptanoic acid;
2-Aminomethyi-5-(3-trifluoromethyi-phenyl)-heptanoic acid;
2-Aminomethyl-5-(4-triflucromethyl-phenyi}-heptanoic acid;
2-Aminomethyl-5-methyl-6-phenyl-hexanoic acid;
2-Aminomethyl-6-(3-chloro-phenyl)-5-methyl-hexanoic acid;
2-Aminomethyl-5-methyl-6-(3-triflucromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-5-methyl-6-(4-trifluoromethyl-phenyi)-hexanoic acid;
2-Aminomethyl-5-cyclopropyimethyi-heptanolc acid;
2-Aminomethyl-5-cyclobutyimethyl-heptancic acid;
2-Aminomethyl-5-cyclopentylmethyl-heptanoic acid;
2-Aminomethyi-5-cyclohexyimethyl-heptanoic acid;
2-Aminomethyi-5-benzyl-heptanoic acid;
2-Aminomethyl-5-(3-chloro-benzyl)-heptanolc acid;
2-Aminomethyl-5-(3-trifluoromethyl-benzyl)-heptanoic acid;
2-Aminomethyi-5-(4-triflucromethyl-benzyl)-heptanoic acid;
2-Aminomethyl-5-methyl-7-phenyl-heptanoic acid;
2-Aminomethyl-7-(3-chloro-phenyl)-5-methyl-heptanoic acid;
2-Aminomethyl-5-methyl-7-(3-trifluoromethyl-phenyl)-heptanoic acid;
2-Aminomethyl-5-methyt-7-(4-trifluoromethyl-phenyl)-heptanoic acid;
2-Aminomethyl-7-cyciopropyl-&-ethyl-heptanoic acid;
2-Aminomethyl-7-cyclobutyl-5-ethyl-heptanoic acid;
2-Aminomethyt-7-cyclopentyl-5-ethyl-heptanoic acid;
2-Aminomethyl-7-cyclohexyl-5-ethyl-heptanocic acid;
2-Aminomethyl-5-ethyl-7-phenyl-heptancic acid; _
2-Aminomethyl-7-(3-chloro-phenyl)-5-ethyl-heptanoic acid;
2-Aminomethyl-5-ethyl-7-(3-trifluoromethyl-phenyl)-heptanoic acid;
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2-Aminomethyl-5-ethyl-7-(4-trifluoromethyl-phenyl)}-heptanoic acid;

2-Aminomethyl-5,5-dimethyl-heptanoic acid;

2-Aminomethyl-5,5-dimethyl-octanoic acid; and
2-Aminomethy}-5,5-dimethyl-nonanoic acid.

This invention also provides phammaceutical compositions comprising a
therapeutically effective amount of a compound of formula I, II, 1ll, IV, V or VI,
or a pharmaceutically acceptable salt thereof, and a pharmaceutically
accepiable carmier.

This invention also provides a method of treating a disorder or
condition in a mammal, including a human, the disorder or condition selected
from epllepsy, faintness attacks, fibromyalgia, hypokinesia, cranial disorders,
hot flashes, essential tremor, chemical dependencies and addictions, (e.g.,
dependencies on or addictions to alcohol, amphetamines (or amphetamine-
like substances), caffeine, cannabis, cocaine, heroin, hallucinogens, tobacco,
inhalants and aerosol propellants, nicotine, opioids, phenylglycidine
derivatives, sedatives, hypnotics, benzodiazepines and other anxiolytics), and
withdrawal symptoms associated with such dependencies or addictions,
addictive behaviors such as gambling; migraine, spasticity including muscle
spasticity and hypotonia with paralysis, arthritis, irmitable ioowel syndrome
(IBS), chronic pain, acute pain, neuropathic pain, post herpetic neuralgia,
lower back pain, surgical pain, vascular headache, chronic headachse, sinus
headache, inflammatory disorders {e.g., theumatoid arthritis, osteoarthritis,
disease modification of osteoarthritis disease, psoriasis), diuresis,
premenstrual syndrome, premenstrual dysphoric disorder, tinnitus, and gastric
damage. The method comprises administering to a mammal in need of such
freatment a therapeutically effective amount of a compound of formula I, I, Il
IV, V or VI, or a pharmaceutically acceptable salt thereof.

The present invention also provides a method of treating
neurodegenerative disorders termed acute brain injury. These include but are
not limited to stroke, head trauma, and asphyxia. Stroke refers fo a cerebral
vascular disease and may also be referred to as a cerebral vascular incident

(CVA) and includes acute thromboembolic stroke. Stroke includes both focal
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and global ischemia. Also, included are transient cerebral ischemic attacks
and other cerebral vascular problems accompanied by cerebral ischemia,
such as those that occur in patients undergoing carotid endarterectomy or
other cerebrovascular or vascular surgical procedures, or diagnostic vascular
procedures including cerebral angiography and the like.

Compounds of formuia I, I, ill, IV, V or VI, are also useful in the
treatment of head trauma, spinal cord trauma, or injury from general anoxia,
hypoxia, hypoglycemia, hypotension as well as similar injuries seen during
procedures from embole, hyperfusion, and hypoxia. They are also useful in
preventing neuronal damage that occurs during cardiac bypass surgery, in
incidents of intracranial hemorrhage, in perinatal asphyxia, in cardiac arrest,
and status epilepticus.

This invention also provides-a method of treating a disorder or
condition in a mammal, including a human, the disorder or condition selected
from the group consisting of delirium, dementia, and amnestic and other
cognitive or neurodegenerative disorders, such as Parkinson’s disease (PD),
Huntington’s disease (HD), Alzheimer's disease, senile dementia, dementia of
the Alzheimer's type, memory disorder, vascular dementia, and other
dementias, for example, due to HIV disease, head trauma, Parkinson's
disease, Huntington's disease, Pick's disease, Creutzfeldi-Jakob disease, or
due to multiple aetiologies; movement disorders such as akinesias,
dyskinesias, including familial paroxysmal dyskinesias, spasticities, Tourette’s
syndrome, Scott syndrome, PALSYS and akinetic-rigid syndrome; extra-
pyramidal movement disorders such as medication-induced movement
disorders, for example, neuroleptic-induced Parkinsonism, neuroleptic
malignant syndrome, neuroleptic-induced acute dystonia, neuroleptic-induced
acute akathisia, neuroleptic-induced tardive dyskinesia and medication-
induced postural tremour; Down's syndrome; demyelinating diseases such as
multiple sclerosis (MS) and amylolateral sclerosis (ALS), peripheral
neuropathy, for example diabetic and chemotherapy-induced-neuropathy, and
postherpetic neuralgia, trigemina! neuralgia, segmental or intercostal

neuralgia and other neuralgias; and cerebral vascular disorders due to acute
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or chronic cerebrovascular demage such as cerebral infarction, subarachnoid
haemorrhage or cerebral oedema. The method comprises administering to a
mammal in need of such treatment a therapeutically offective amount of a
compound of formula |, 11, Hl, IV, V or VI, or a phamaceutically acceptable salt
thereof.

This invention also provides for improving cognition in mammals,
including humans, having AD, PD, and fibromyaigia by enhancing the amount
and the quality of sieep. The method comprises administering to a mammal
in need of improved cognition a therapeutically effective amount of a
compound of formula 1, 1, I, IV, V or VI, or a pharmaceutically acceptable salt
thereof. .
This invention also provides a method of treating pain in a mammal,
including a human, the method comprising administering to a mammal in
need of such treatment a therapeutically effective amount of 8 compound of
formula |, §i, lll, IV, V or VI, or a pharmaceutically acceptable sait thereof.
Pain refers to acute as well as chronic pain. Acute pain is usually short-lived
and is associated with hyperactivity of the sympathetic nervous system.
Examples are postoperative pain and allodynia. Chronic pain is usually
defined as pain persisting from three to six months and includes somatogenic
pain and psychogenic pain. Other pain is nociceptive.

Examples of the types of pain that can be treated with the compounds
of formula 1, Il, Ill, IV, V or VI, and their pharmaceutically accepiable salts,
include pain resulting from soft tissue and peripheral damage, such as acute
trauma, pain associated with osteoarthritis and rheumatoid arthritis, musculo-
skeletal pain, such as pain experienced after trauma; spinal pain, dental pain,
myofascial pain syndromes, episiotomy pain, and pain resulting from bums;
deep and visceral pain, such as heart pain, muscle pain, eye pain, orofacial
pain, for example, odontalgia, abdominal pain, gynaecological pain, for
example, dysmenorrhoea, labour pain and pain associated with
endometriosis; pain associated with nerve and root damage, such as pain
associated with peripheral nerve disorders, for example, nerve entrapment

and brachial plexus avulsions, amputation, peripheral neuropathies, tic
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douloureux, atypical facial pain, nerve root damage, trigeminal neuralgia,
neuropathic lower back pain, HIV related neuropathic pain, cancer related
neuropathic pein, diabetic neuropathic pain, and arachnoiditis; neuropathic
and non-neuropathic pain associated with carcinoma, often referred to as
cancer pain; central nervous system pain, such as pain due to spinal cord or
brain stem damage; lower back pain; sciatica; phantom limb pain, headache,
including migraine and other vascular headaches, acute or chronic tension
headache, cluster headache, temperomandibular pain and maxilary sinus
pain; pain resulting from ankylosing spondylitis and gout; pain caused by
increased bladder coniractions; post operative pain; scar pain; and chronic
non-neuropathic pain such as pain associated with fibromyalgia, HIV,
rheumatoid and osiecarthritis, anthralgia and myaigia, sprains, strains and
trauma such as broken bones; and post surgical pain.

Still other pain is caused by injury or infection of peripheral sensory
nerves. It includes, but is not limited to pain from peripheral nerve trauma,
herpes virus infection, diabetes mellitus, fibromyalgia, causalgia, plexus
avulsion, neuroma, limb amputation, and vasculltis. Neuropathic pain is also
caused by nerve damage from chronic alcoholism, human immunodeficiency
virus infection, hypothyroidism, uremia, or vitamin deficiencies. Neuropathic
pain includes, but is not limited to pain caused by nerve injury such as, for
example, the pain diabetics suffer from.

Psychogenic pain is that which occurs without an organic origin such
as low back pain, atypical facial pain, and chronic headache.

Other types of pain include inflammatory pain, osteoarthritic pain,
trigeminal neuralgia, cancer pain, diabetic neuropathy, restiess leg syndrome,
acute herpetic and postherpetic neuralgia, causalgia, brachial plexus avulsion,
occipital neuralgia, gout, phantom limb, bum, and other forms of neuralgia,
neuropathic and idiopathic pain syndrome.

This invention also provides a method of treating depression, which
comprises administering to a mammal, including a human, in need of such
treatment a therapeutically effective amount of a compound of formula I, 11, )i,

IV, V or VI, or a pharmaceutically acceptable salt thereof. Depression can be
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the result of organic disease, secondary 1o stress associated with personal
loss, or idiopathic in origin. There is a strong tendency for familial occurrence
of some forms of depression suggesting a mechanistic cause for at least
some forms of depression. The diagnosis of depression is made primarily by
quantification of alterations in patients’ mood. These evaluations of mood are
generally performed by a physician or quantified by a neuropsychologist using
validated rating scales, such as the Hamilton Depression Rating Scale or the
Brief Psychiatric Raling Scale. Numerous other scales have been developed
1o quantify and measure the degree of mood alterations in patients with
depression, such as insomnia, difficulty with concentration, lack of energy,
feelings of worthlessness, and guill. The standards for diagnosis of
depression as well as all psychiatric diagnoses are collected in Diagnostic and
Statistical Manual of Mental Disorders (4th ed., 1994), which is refered to as
the DSM-IV-R Manual, and is published by the American Psychiatric
Association.

This invention also provides a method of treating a disorder or
condition in a mammal, including a human, the disorder or condition selected
from the group consisting of mood disorders, such as depression, or more
particularly, depressive disorders, for example, single episodic or recurrent
major depressive disorders, dysthymic disorders, depressive neurosis and
neurotic depression, melancholic depression, including anorexia, weight loss,
including weight loss associated with anorexia, cancer, old age and/or frailty,
insomnia, early moming waking and psychomotor retardation, atypical
depression (or reactive depression), including increased appeiite,
hypersomnia, psychomotor agitation or imitabllity, seasonal affective disorder
and pediatric depression; or bipolar disorders or manic depression, for
example, bipolar | disorder, bipolar |l disorder and cyclothymic disorder,;
conduct disorder and disruptive behavior disorder; anxiety disorders, such as
panic disorder with or without agoraphobia, agoraphobia without history of
panic disorder, specific phobias, for example, specific animal phobias, social
anxiety disorder, social phobia, fear of flying, obsessive-compulsive disorder,

stress disorders, including post-traumatic stress disorder and acute stress
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disorder, and generalized anxiety disorders; borderline personality disorder;
schizophrenia and other psychotic disorders, for example, schizophreniform
disorders, schizoafiective disorders, delusional disorders, brief psychotic
disorders, shared psycholic disorders, psychotic disorders with delusions or
hallucinations, psychaotic episodes of anxiely, anxiety associated with
psychosis, psychotic mood disorders such as severe major depressive
disorder; mood disorders associated with psychotic disorders such as acute
mania and depression associated with bipolar disorder, mood disorders
associated with schizophrenia; behavioral disturbances associated with
mental retardation, autistic disorder, and conduct disorder. The method
comprises administering to a mammal in need of such treatment a
therapeutically effective amount of a compound of formula i, It, Iii, IV, V or VI,
or a pharmaceutically acceptable salt thereof. .

The compounds of the invention are also useful in the treatment of
sleep disorders. Sleep disorders are disturbances that affect the ability to fall
and/or stay asleep, that involve sleeping too much, or that result in abnormal
behavior associated with sleep. The disorders include, for exampie,
insomnia, drug-associated sleeplessness, hypersomnia, narcolepsy, sieep
apnea syndromes, parasomnias, restless leg syndrome, jet lag, periodic limb
movement disorder, and altered sleep architecture.

This invention also provides a method of trealing a disorder or
condition in a mammal, including a human, the disorder or condition selected
from the group consisting of sleep disorders (e.g., insomnia, drug-associated
sleeplessness, REM sieep disorders, hypersomnia, narcolepsy, sleep-wake
cycle disorders, sleep apnea syndromes, parasomnias, and sleep disorders
associated with shift work and irmegular work hours). The method comprises
administering 1o @ mammal in need of such treatment a therapeutically

effective amount of a compound of formula |, II, Ilf, IV, Vor Vi, ora
phamaceutically acceptabile salt thereof.
Compounds of formulas |, I}, 1l IV, V or VI contain at least one

stereogenic (chiral) center and therefore may exist in different enantiomeric

and diastereomeric forms. This invention includes all stereoisomers, including
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optical isomers, of the compounds of formula I, 1I, Ili, IV, V or VI. Samples of
the compounds may exist as racemic mixtures, as individual enantiomers and
diasterecisomers, and as mixiures thereof. The invention aiso includes all
pharmaceutical compositions and methods of treatment defined above that
contain or employ stereoisomers of the compounds of formula |, I, ill, IV, V or
V.

Compounds with one stereogenic center may exist as a racemic
(equimolar) mixture, as a non-equimolar mixture of isomers, and as pure
enantiomers having S- or R-stereoconfiguration. Compounds with two
stereogenic centers may exist as a racemic mixture, as a non-equimolar
mixture of isomers, and as pure enantiomers having SS, RR, SR or RS
stereoconfiguration. Compounds with three stereogenic centers may exist as
a racemic mixture, as a non-equimolar mixture of isomers, and as pure
enantiomers having RRR, SSS, SRR, RSS, RSR, SRS, RRS or SSR
stereoconfiguration. individual isomers may be obtained by known methods,
such as optical resolution, optically selective reaction, or chromatographic
separation in the preparation of the final product or its intermediate. Individual
enantiomers of the compounds of this invention may have advantages, as
compared with racemic mbdures of these compounds, in the treatment of
various disorders or conditions.

The present invention also includes isolopically labeled compounds,
which are identical to those recited in formula |, I, I, IV, V, or Vi but for the
fact that one or more aioms are replaced by an atom having an alomic mass
or mass number different from the atomic mass or mass number usually
found in nature. Examples of isotopes that can be incorporated into
compounds of the present invention include isotopes of hydrogen, carbon,
nitrogen, axygen, phosphorous, sulfur, fluorine and chiorine, such as *H, °H,
3¢, 1'C, “C, N, *0, 70, *'p, 2P, ®S, *F, and *C), respectively.
Compounds of the present invention, prodrugs thereof, and pharmaceutically
acceptable salls of said compounds or of said prodrugs which contain the
aforementioned isotopes and/or other isotopes of other atoms are within the

scope of this invention. Certain isotopically labeled compounds-of the present
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invention, for example those into which radioactive isotopes such as °H and
14 are incorporated, are useful in drug and/or substrate tissue distribution
assays. Tritiated, i.e., *H, and carbon-14, i.e., "“C, isotopes are particularly
preferred for their ease of preparation and detectability. Further, substitution
with heavier isolopes such as deuterium, i.e., *H, can afford certain
therapeutic advantages resulting from greater metabolic stability, for example
increased in vivo half-life or reduced dosage requirements and, hence, may
be preferred in some circumstances. Isotopically labeled compounds of
formula }, ll, W, IV, V, or Vi of this invention and prodrugs thereof can
generally be prepared by carrying out the procedures disclosed in the
Schemes and/or in the Examples and Preparations below, by substituting a
readily available isotopically labeled reagent for a non-isotopically labeled
reagent.

Unless otherwise indicated, this disclosure uses definitions provided
below. Some of the definitions and formulae may include a *-" (dash) to
indicate a bond between atoms or a point of attachment to a named or
unnamed atom or group of atoms. Other definitions and formulae may
include an =" {equal sign) or “e” (identity sign) to indicate a double bond or a
triple bond, respectively. Certain formulae may also include an *** (asterisk)
to indicaie a stereogenic (chiral) center. Such formulae may refer to the
racemate or o individual enantiomers, which may or may not be substantially
pure.

The term “substituted” when used in connection with a compound,
substituent, or moiety, indicates that one or more hydrogen atoms have been
replaced with one or more non-hydrogen atoms or groups, provided that
valence requiremenis are met and that a chemically stable compound results
from the substitution.

The termn “alkyl” refers to straight chain and branched saturated
hydrocarbon groups, generally having a specified number of carbon atoms;
i.e., {C1-C¢)alkyl refers to an alkyl group having 1, 2, 3, 4, 5, or 6 carbon
atoms. Examples of alkyl groups include, without mitation, methyl, ethyl, n-

propyl, i-propyl, n-butyl, s-butyl, i-butyl, -butyl, pent-1-vi, pent-2-yi, pent-3-yl,
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3-methylbut-1-yl, 3-methylbul-2-yi, 2-methylbut-2-yl, 2,2 2-tfrimethyleth-1-yi, n-

" hexyl, 3-ethylbutyl, and the like.

The term "cycloalkyl" refers to saturated monocyclic and bicyclic
hydrocarbon rings, generally having a specified number of carbon atoms that

. comprise the ring; l.e., (Cs-Cs)cycloalkyl refers 1o a cycloalkyl group having 3,

4, 5, or 6 carbon atoms as ring members. The cycloalkyl may be attached 1o
a parent group or fo a substrate at any ring atom, uniess such attachment
would violate valence requirements. Likewise, the cycloalkyl groups may
include one or more non-hydrogen substituents unless such substitution
would violate valence requirements. Useful substituents include, without
limitation, alkyl, as defined above, and hydroxy, mercapto, nitro, halogen, and
amino.

Examples of monocyclic cycloalkyl groups include, without limiation,
cyclopropyl, cyclobutyl, cyciopentyl, cyclohexyl, and the like. Examples of
bicyclic cycloalkyl groups include, without limitation, bicyclo[1.1.0]butyl,
bicyclo{1.1.1]pentyl, bicycio[2.1.0Jpentyl, bicyclof2.1.1]hexyl,
bicyclof3.1.0)hexyl, bicyclo[2.2.1]heptyl, bicyclo[3.2.0Jhepty),
bicyclof3.1.1]heptyl, bicyclo[4.1.0]heptyl, bicyclof2.2.2]octyi,
bicyclo[3.2.1]octyl, bicyclofd.1.1Joctyl, bicyclof3.3.0Joctyl, bicyclof4.2.0Joctyl,
bicyclof3.3. 1]nonyl, bicyclo[4.2.1Jnonyl, bicyclo[4.3.0Jnonyi,
bicyclof3.3.2)decyl, bicycioj4.2.2]decyl, bicyclo[4.3.1)decyl,
bicycloj4.4.0]decyl, bicyclo[3.3.3Jundecyl, bicyclo[4.3.2)undecyl,
bicyclo[4.3.3)dodecyl, and the like.

The term "alkoxy” refers to alkyt-O-, where alkyi Is defined above.
Examples of alkoxy groups include, without limitation, methoxy, ethoxy, n-
propoxy, i-propoxy, n-butoxy, s-butoxy, t-butoxy, n-pentoxy, s-pentoxy, and
the like.

The term "treating™ refers to reversing, alleviating, inhibiting the
progress of, or preventing the disorder or condition to which such term
applies, or preventing one or more symptoms of such condition or disorder.
The term “treatment,” as used herein, refers to the act of treating, as “treating”

is defined immediately above.
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The phrase “leaving group”® refers io any group that leaves a molecule
during a fragmentation process, including substitution reactions, elimination
reactions, and addition-elimination reactions. Leaving groups may be
nucleofugal, in which the group leaves with a pair of electrons that fomery
served as the bond between the leaving group and the molecule, or may be
elecirofugal, in which the group leaves without the pair of electrons. The
ability of a nucleofugal leaving group 1o leave depends on its base strength,
with the strongest bases being the poorest leaving groups. Common
nuclecfugal leaving groups include nitrogen (e.g., from diazonium salts),
sulfonates (including tosylates, brosylates, nosylates, and mesyiates),
trifiates, nonaflates, tresylates, halide ions, carboxylate anions, phenolate
ions, and alkoxides. Some stronger bases, such as NHz- and OH- can be
made better leaving groups by treatment with an acid. Common electrofugal
leaving groups include the proton, CO, and metals.

The phrase “enantiomeric excess” or "ee” is a measure, for a given
sample, of the excess of one enantiomer over a racemic sample of a chiral
compound and is expressed as a percentage. Enantiomeric excess is defined
as 100 x (er - 1) / (er + 1), where "er” is the ratio of the more abundant
enantiomer to the less abundant enantiomer.

The ierm “enantioselectivity” refers to a given reaction {e.g.,
hydrogenation) that yields more of one enantiomer than another.

The phrase “high level of enantioselectivity” refers to a given reaction
that yields product with an ee of at least about 80 %.

The phrase “enantiomerically enriched” refers to a sample of a chiral
compound, which has more of one enantiomer than ancther. The degree of
enrichment is measured by er or ee.

The phrase “substantially pure enantiomer” or "substantially
enantiopure” refers to a sample of an enantiomer having an ee of about 80 %
or greater.

The phrase “enantiomerically pure” or “enantiopure” refers to a sample
of an enantiomer having an ee of about 99 % or greater.
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The phrase “opposite enantiomer” refers to a molecule that is a non-
superimposable mirror image of a reference moiecule, which may be obtained
by inverting all of the slereogenic centers of the reference molecule. For
example, if the reference molecule has S absolute stereochemical
configuration, then the opposile enantiomer has R absolute stereochemical
configuration. Likewise, if the reference molecule has S,S absolule
stereochemical configuration, then the opposite enantiomer has R,R
stereochemical configuration, and so on.

The phrase "phammacsutically acceptable salts, esters, amides, and
prodrugs” refers 1o acid or base addition salts, esters, amides, zwitterionic
forms, where possible, and prodrugs of claimed and disciosed compounds,
which are within the scope of sound medical judgment, suitable for use in
contact with the tissues of patients without undue toxicity, irritation, allergic
response, and the like, commensurate with a reasonable benefit/rigk ratio,
and effective for their intended use.

Because amino acids are amphoteric, pharmacologically compatible
salts can be salts of appropriate inorganic or orpanic acids, for example,
hydrochloric, sulfuric, phosphoric, acetic, oxalic, lactic, citric, malic, salicylic,
malonic, malelc, succinic, and ascorbic. Starting from corresponding
hydroxides or carbonates, salts with alkali metals or alkaline earth metals, for
example, sodium, potassium, magnesium, or calcium are formed. Salts with
quatemary ammonium ions can also be prepared with, for example, the
tetramethyl-ammonium ion.

The effectiveness of an orally administered drug is dependent upon the
drug’s efficient transport across the mucosal epithelium and its stability in
entero-hepatic circulation. Drugs that are effective afier parenteral
administration but less effective orally, or whose plasma half-life is considerad
too short, may be chemically modified into a prodrug form.

A prodrug is a drug that has been chemically modified and may be
biologically inactive at its site of aclion, but which may be degraded or
modified by one or more enzymatic or other in vivo processes 1o the parent

bioactive form.
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This chemically modified drug, or prodrug, should have a different
pharmacokinetic profile than the parent drug, enabling easier absorption
across the mucosal epithelium, better salt formulation, improved solubility,
enhanced systemic stability (for an increase in plasma helf-iife, for example),
and the like. These chemical modifications include, but are not limited to (1)
ester or amide derivatives which may be cleaved by, for example, esterases
or lipases; (2) peptides, which may be recognized by specific or nonspecific
proteinases; (3) derivatives that accumulate at a site of action through
membrane selection of a prodrug form or modified prodrug form; and (4) any
combination of (1) to (3). The ester or amides prodrugs may be derived from
the carboxylic acid moiety of the parent drug molecule or from the carboxylic
acid moiety or the amine moiety of the parent drug molecule, respectively, by
known means. In addition, the peptide prodrug may be coupled to the parent
drug molecule via amide bond formation with the amine or carboxylic acid
moiety of the parent drug molecule using known techniques.

Cumrent research in animal experiments has shown that the oral
absorption of certain drugs may be increased by the preparation of “soft”
quatemary salts. The quatemary salt is lermed a “soft” quatemnary salt since,
unlike normal quatemary salts, e.g., R-N*(CHa)s, it can release the active drug
upon hydrotysis.

Soft quatemary salts have useful physical properties compared with
the baslc drug or its salis. Water solubility may be increased compared with
other salis, such as the hydrochloride, but more important there may be an
increased absorption of the drug from the intestine. Increased absorption is
probably due o the fact that the soft quaternary salt has surfactant properties
and is capable of forming micelles and unionized ion pairs with bile acids, etc.,
which are able to penetrate the intestinal epithelium more effectively. The
prodrug, afier absorption, is rapidly hydrolyzed with release of the active
parent drug.

Prodrugs of compounds of formula |, I, 1il, IV, V or VI are included
within the scope of this invention. For a discussion of prodrugs and soft

drugs, see E. Palomino, Drugs of the Future 15(4):361-68 (1990). See also,
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T. Higuchi and V. Stella, “Pro-drugs as Novel Delivery Systems,” ACS
Symposium Series 14 (1975); E.B. Roche (ed.), Bioreversible Garriers in Drug
Design (1987); and H. Bundgaar, Design of Prodrugs (1985).

Certain of the compounds of the present invention can exist in
unsolvated forms as well as solvated forms, including hydrated forms. In
general, the solvated forms, including hydrated forms, are equivalent to
unsolvated forms and are intended to be encompassed within the scope of

the present invention.

DETAILED DESCRIPTION

The compounds of this invention can be prepared as described below.
In the reaction schemes and discussion that follow, structural formulas |, (1, I,
IV, V, or VI, and the radicals Ry, Ry, Rs, R, Rs and Re, unless otherwise

indicated, are as defined above.

In some of the reaction schemes and examples below, certain
compounds can be prepared using protecting groups, which prevent
undesirable chemical reaction at otherwise reactive sites. Protecting groups
may also be used 1o enhance solubility or otherwise modify physical
properties of a compound. For a discussion of protecting group strategies, a
description of materials and methods for installing and removing protecting
groups, and a compilation of useful protecting groups for common functional
groups, including amines, carboxylic acids, alcohols, ketones, aldehydes, and
the like, see T. W. Greene and P.G. Wuts, Protecting Groups in Organic
Chemistry (1999) and P. Kocienski, Protective Groups (2000).

In addition, some of the schemes and examples below may omit details
of common reactions, including oxidations, reduclions, and so on, which are
known to persons of ordinary skill in the art of organic chemistry. The details
of such reactions can be found in a number of treatises, including Richard
Larock, Comprehensive Organic Transformations (1999), and the multi-
volume series edited by Michael B. Smith and others, Compendium of
Omanic Synthetic Methods (1974-2003). Genenrally, starting materials and

reagents may be obtzined from commercial sou
—55—
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Generally, the chemical transformations described throughout the
specification may be carried out using substantially stoichiometric amounts of
reactants, though cerlain reactions may benefit from using an excess of one
or more of the reactants. Additionally, many of the reactions disclosed
throughout the specification may be carried out at about HT, but particular
reactions may require the use of higher or lowsr iemperatures, depending on
reaction kinetics, yields, and the like. Furthermore, many of the chemical
transformations may employ one or more compatible solvents, which
depending on the nature of the reactants, may be polar protic solvents, polar
aprotic solvents, non-polar solvents, or some combination. Although the
choice of solvent or solvents may influence the reaction rate and yieid, such
solvents are generally considered o be inert (unreactive). Any references in
the disclosure to a concentration range, a temperature range, a pH range, a
catalyst loading range, and so on, whether expressly using the word “range”
or not, includes the indicated endpoints.

Diverse methods exist for the preparation of chiral and racemic p-
amino acids. Such methods can be found in Eusebio Juaristl {edltor),
Enantioselactive Synthesis of f-Amino Acids (1997).

The methods described below are illustrative of methods that can be
utifized for the preparation of such compounds but are not limiting in scope,

®0
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Method A
9 PG
H2 R1 RSWPG
Re Rs Rs
1 2
PPN
P ﬂ Ph
5
Ph
., | A
1 2 Hydrogenolysis P * Npg
Ry NH2 -— Ry
*\"Rg * 0P
e PG %R
R; ! 3
4 ! 3
Hydrolysis
R Re
¢ B \CO,H * = chiral center

The use of chiral amine additions to a,B-unsaturated systems as a
synthetic approach to -amino acids, as illustrated in Method A above, has
been described previously. See, e.g., S. G. Davies st al, J. Chem. Soc.
Chem. Commun. 1153 (1993); S. G. Davies, Synlett 117 (1994); Ishikawa et
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al, Syniett 1291 (1998); and Hawkins, J. Org. Chem. 51:2820 (1985).
Refemring to Method A above, compounds of formula | can be prepared from
the corresponding compounds of formula 4, wherein PG represents a suitable
ester protecting group that can be removed by hydrolysis or hydrogenolysis,
using conditions well known to those of skill in the art. See T. W. Greene and
P. G. M. Wuts, Protective groups in organic synthesis (1991) for a detalled
description for the formation and removal of suitable protecting groups). For
example, this reaction can be conducted under hydrolytic conditions by
treatment with an appropriate acid, such as hydrochloric acid or sulfuric acid,
at a temperature from about room temperature to about the reflux temperature
of the reaction mixture, preferably at the reflux temperature, or by treatment
with an appropriate inorganic base, such as sodium hydroxide, potassium
hydroxide, or iithium hydroxide, preferably sodiurmn hydroxide, at a temperature
from about room temperature to about the reflux temperature, preferably at
about room temperature. This reaction is preferably camied out using
hydrochloric acid at the refiux temperature. When PG is t-butyl, however, the
reaction is preferably camied out In trifluoroacetic acid (TFA). When PG is a
basic group, the hydrolysis can be carried out under basic conditions, using
methods well known to those of skill in the art, for example, using sodium or
potassium hydroxide.

Compounds of formula 4 can be prepared from the corresponding
compounds of formula 3 using hydrogenolysis conditions that are well known
1o those of skill in the art. For example, this reaction can be carried out by
treating the compounds of formula 3 with a palladium metal catalyst, such as,
for example, palladium hydroxide on carbon, or palladium on carbon, or with
Raney Nickel, in a solvent such as, for example, methanol, ethanol or
tetrahydrofuran, under an atmosphere of hydrogen (between about 1 and 5
atmospheres of pressure) o give the desired compound of formula 4,
Preferably, the reaction is camied out using palladium on carbon in ethanol
under about 1 atmosphere of hydrogen.

Compounds of foomula 3 can be prepared by treating the

corresponding compounds of formula 2 with an appropriate amine such as
—G8—
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(R)-(+)-N-benzyl-a-methyibenzylamine, {S)H{-)-N-benzy}-
a-methylbenzylamine after treatment with an appropriate base such as
lithium diisopropylamide, n-butyl lithium, or lithium or potassium
bis(trimethylsilyf)amide, in a solvent such as ethyl ether, or, preferably,
tetrahydrofuran (THF), at a temperature from about —-80°C to about 25°C, and
then adding the appropriate compound of foomula 2. The stereochemistry
about the nitrogen of the amine wilt determine the stereochemistry about the
nitrogen of the final product. Preferably, this reaction is camried out using
either (R)-(+)-N-benzyl- a-methylbenzylamine, (S)-(-)-N-benzyl- a-
methylbenzylamine, after deprotonation with n-butyk-ithium in tetrahydrofuran,
at a temperature of about -78 °C, according to method described by S. D. Bull
et al., J. Chem. Soc., Perkin Trans. 122:2931-38 {2001). Preferably, this
reaction is carried out using either (R)-(+)-N-benzyl- a-methylbenzylamine, or
(S)-(-)-N-benzyl- a-methylbenzylamine, after deprotonation with n-butyl-lithium
in tetrahydrofuran, at a temperature of about -78 °C, according to method
described by S. D. Bull et al., J. Chem. Soc., Perkin Trans. 1 22:2931-38
(2001).

Compounds of formula 2 can be prepared from the corresponding
compounds of formula 1 by treating them with an appropriate phosphonate
ester in the presence of a suitable base such as sodium hydride, lithium
diisopropylamide, or triethyl amine and either lithium chloride or Iithium
bromide, in a solvent such as ether or THF. Preferably, the compound of
formula 1 is reacted with a phosphonate ester (ALK = methyl, ethyl, isopropyl,
benzyl or the like) in the presence of lithium bromide and triethylamine in
tetrahydrofuran at about room temperature. Compounds of formula 1 can be
prepared trom commercially available materials using methods well known to
those of skill in the art. It will be appreciated that compounds of formula | may
possess one or more stereogenic centers. Using the above-described
method, compounds with specific stereochemical configurations can be

prepared.
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Compounds that can be made by this method include, but are not

limited to the following:

3-Amino-4,5-dimethyl-hexanoic acid;
3-Amino-4,5-dimethyl-hepianoic acid;
3-Amino-4,5-dimethyl-octanoic acid;
3-Amino-4,5-dimethyl-nonanoic acid;
3-Amino-4-ethyl-5-methyt-heptanoic acid;
3-Amino-4-ethyl-5-methyl-octanoic acid,
3-Amino-4-ethyl-5-methyl-nonanoic acid;
3-Amino-4-ethyl-5,6-dimethyl-heptanoic acid;
3-Amino-4-ethy}-5,7-dimethyl-octanoic acid;
3-Amino-4-ethyl-5,8-dimethyl-nonanoic acid;
(3R,4R)-3-Amino-4,5-dimethyl-hexanoic acid;
(3R.4R,5R)-3-Amino-4,5-dimethyl-heptanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-octanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-nonanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl- decanoic acid;
3-Amino-4,6-dimethyi-heptanoic acid;

3-Amino-4 ,6-dimethyl-octanoic acid;
3-Amino-4,6-dimethyi-nonanoic acid;
3-Amino-4,6-dimethyl-decanoic acid;
3-Amino-4,6,7-trimethyl-octanoic acid;
3-Amino-4,8,8-trimethyl-nonanoic acid;
3-Amino-4,6,9-trimethyl-decancic acid;
3-Amino-6-cyciopropyl-4-methyl-heptanoic acid;
3-Amino-6-Cyclobutyl-4-methyl-heptanoic acid;
3-Amino-6-cyclopentyk-4-methyl-heptanoic acid;
3-Amino-6-Cyclohexyl-4-methyl-heptanoic acid;
3-Amino-7-cyclopropyl-4,6-dimethyl-heptanoic acid;
3-Amino-7-cyclobutyl-4,6-dimethyi-heptancic acid;
3-Amino-7-cyclopentyl-4,6-dimethyl-heplanoic acid;

3-Amino-7-cyclohexyl-4,6-dimethyl-heptanoic acid;
—70—
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3-Amino-8-cyclopropyl-4,6-dimethyl-octanoic acid;
3-Amino-8-cyclobutyl-4, 6-dimethyl-octanoic acid,
3-Amino-8-cyclopentyl-4,6-dimethyl-octanoic acid;
3-Amino-8-cyclohexyl-4,6-dimethyl-ocianoic acid;
3-Amino-6-(3-chloro-phenyl)}-4-methyl-heptanoic acid;
3-Amino-6-(3,4-dichloro-phenyl)-4-methyl-hepianoic acid;
3-Amino-4-methyi-8-(3-trifluoromethyl-phenyl)-heptanoic acii;
3-Amino-4-methy}-6-(4-trifluoromethyl-phenyl)-heptanoic acid;
3-Amino-7-(3-chloro-phenyl)-4,6-dimethyl-heptanoic acid;
3-Amino-7-(3,4-dichloro-phenyl)-4,6-dimethyl-heptanoic acid;
3-Amino-4,6-dimethyt-7-(3-trifluoromethyl-phenyl}-heptancic acid;
3-Amino-4,6-dimethyl-7-(4-trifluoromethyl-phenyl)-heptanoic acid;
3-Amino-8-(3-chloro-phenyl)-4,6-dimethyl-octanoic acid;
3-Amino-8-(3,4-dichloro-phenyl)-4,6-dimethyl-octanoic acid;
3-Amino-4,6-dimethy}-8-(3-trifluoromethyl-phenyl)-octanocic acid;
3-Amino-4,8-dimethyl-8-(4-trifluoromethyl-phenyl)-octancic acid;
3-Amino-4-ethyl-6-methyl-oclanoic acid;
3-Amino-4-ethyl-6-methyl-nonanoic acid;
3-Amino-4-ethyl-6-methyl-decanoic acid,
3-Amino-4-ethyl-6,7-dimethyl-octanoic acid;
3-Amino-4-ethyl-6,8-dimethyl-nonanoic acid;
3-Amino-4-ethyl-6,9-dimethyl-decanoic acid;
3-Amino-6-cyciopropyl-4-ethyk-heptancic acid;
3-Amino-6-cyclobutyt-4-ethyl-heptancic acid;
3-Amino-6-cyclopentyl-4-ethyl-heplanoic acid;
3-Amino-6-cyclohexyl-4-ethyt-heptanolc acid;
3-Amino-7-cyclopropyl-4-ethyl-6-meathyl-heptanoic acid;
3-Amino-7-cyclobutyk4-ethyl-6-methyl-heptanoic acid;
3-Amino-7-cyclopentyl-4-ethyt-6-methyl-heptanoic acid;
3-Amino-7-cyclohexyl-4-ethyl-6-methyl-heptanoic acid;
3-Amino-8-cyclopropyl-4-ethyl-6-methyl-octanoic acid;

3-Amino-8-cyclobutyl4-ethyl-6-methyl-octanoic acid;
—7{—
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3-Amino-8-cyclopentyl-4-ethyl-6-methyl-octanoic acid;
3-Amino-8-cyclohexyl-4-ethyl-6-methyl-octanoic acid;
3-Amino-6-(3-chloro-phenyl}-4-ethyl-heptanoic acid;
3-Amino-6-(3,4-dichloro-phenyl)-4-ethyl-heptanoic acid;
3-Amino-4-ethyl-6-(3-triflucromethyl-phenyl)-heptancic acid;
3-Amino-4-ethyl-6-{4-trifluoromethyl-phenyl)-heptanoic acid;
3-Amino-7-{3-chloro-phenyl)-4-ethyl-6-methyl-heptanoic acid;
3-Amino-7-(3,4-dichloro-phenyi)-4-ethyl-6-methyl-heptanoic acid;
3-Amino-4-ethyl-6-methyl-7-(3-trifluoromethyk-phenyl)-heptanocic acid;
3-Amino-4-ethyl-6-methyl-7-(4-trifluoromethyl-phenyl)-heptanoic acid;
3-Amino-8-(3-chioro-phenyl)-4-ethyl-6-methyl-octanoic acid;
3-Amino-8-(3,4-dichioro-phenyt)-4-ethyl-6-methyl-octanoic acid;
3-Amino-4-ethyi-6-methyi-8-(3-trifluoromethyl-phenyl)-octanoic acid;
and .
3-Amino-4-ethyl-6-methyl-8-(4-trifluoromethyl-phenyl)-octanoic acid.

—70—
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The diastereoselective alkylation of imides such as those of formula 7
to afford chiral succinate analogs such as those of fomnula 8 has been
previously described as an approach to preparing f-amino acids. See, e.g.,
Evans et al, J. Org. Chem. 64:6411 (1999); Sibi and Deshpande, J. Chem.
Soc. Perkin Trans 11461 (2000); and Arvanitis et &l, J. Chem. Soc. Perkin
Trans 1621 (1888).

Compounds of fonrmula 8 can be prepared from compounds of formula
7 in the presence of a suilably derived ester (PG as defined above, LG = Bror
| or Cl) such as, for example, -butyl bromoacetate, benzyl bromoacetate with
an organometallic base such as, for example, lithium diisopropylamide or
lithium bis{trimethyisilyl)Jamide or sodium bis(trimethyisilyllamide and the like
in a soivent such as, for example, tetrahydrofuran, ether, and the like. The
reaction can be carried out using sodium bis(trimethyisilyl)amide in
tetrahydrofuran at -78°C and treatment of the resultant anion intermediate
with t-butyl bromoacetate at -78°C to -30°C.

Compounds of formula © can be prepared by hydrolyzing the
comresponding compounds of formula 8 in the presence of lithium hydroxide
and hydrogen peroxide in a solvent such as water or THF, at a temperature
from about 0°C to about room temperature. Preferably, this reaction is camied
out using hydrogen peroxide and lithium hydroxide in aqueous tetrahydrofuran
at about 0°C according to the method described in the literature. See P.-

W. Yuen et al., Bioorganic and Medicinal Chem. Lett. 4(6):823-26 (1994).

Treatment of the compound of formula 9 with diphenylphosphorylazide
(DPPA) followed by treatment with a suitable alcohol such as t-butanol, benzyl
alcoho! or p-methoxybenzyl alcohol, in a suitable solvent such as toluene,
benzene, MTBE, or THF, al a temperature from about 50°C to about the reflux
temnperature of the reaction mixture yields the comresponding compound of
formula 10, wherein R; is methyl, ethyl, t-butyl, benzyl, or p-methoxybenzyl.
R; is dependent on the choice of the alcohol used. Preferably, this reaction is
carried out using a foluene solvent in the presence of p-methoxybenzyt
alcohol under refluxing conditions.

—74—
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Compounds of formula 10 can be converied into the desired
compounds of formula | by hydrolysis or hydrogenolysis, using conditions well
known to those of skill in the art. See T. W. Greene and P. G. M. Wus,
Protective groups in organic synthesis (1981) for a detailed description for the
formation and removal of sultable protecting groups. For example, this
reaction can be conducted under hydrolytic conditions by treatment with an
appropriate acid, such as hydrochloric acid or sulfuric acid, at a temperature
from about room temperature to about the refiux tamperature of the reaction
mixtyre, preferably at the reflux temperature, or by treatment with an
appropriate inorganic base, such as sodium hydroxide, potassium hydroxide,
or lithium hydroxide, preferably sodium hydroxide, at a temperature from
about room temperature to about the reflux temperature, preferably at about
room temperature. This reaction is preferably carmied out using hydrochloric
acid at the reflux temperature. When PG is t-butyl, however, the reaction is
preferably carried out in triflucroacetic acid (TFA). When PG is a basic group,
the hydrolysis can be caried out under basic conditions, using methods well
known to those of skill in the arl, for example, using sodium or potassium
hydroxide.

Compounds of formula 7 can be prepared by treating the
corresponding compounds of formula 5 with an amine base such as
triethylamine, in the presence of trimethylacetyichloride, in an ethereal solvent
such as THF, and then treating the intermediates formed by this reaction (in
situ) with a chiral oxazolidinone of formula 6. Examples of other
oxazolidinones that can be used in this method are: (4S)-(-)-4-isopropyl-2-
oxazolidinone; (S)-(-)-4-benzyl-2-oxazolidinone; (4S,5R)(-)-4-methyl-5-
phenyl-2-oxazolidinone; (R)(+)-4-benzyl-2-oxazolidinone, (S)-(+)-4-phenyt-2-
oxazolidinone; (R)~(-)}-4-phenyl-2-oxazolidinone; (R)-4-isopropyl-2-
oxazolidinone; and (4R,55)-(+)-4-methyi-5-phenyi-2-oxazolidinone)) and
lithium chioride. Preferably, this reaction is carried out by treating an acid of
formula 5 with trimethylacetylchloride and triethylamine in tetrahydrofuran at
about -20°C, followed by ireatment of the intermediate formed in such

reaction with an oxazolidinone of formula 8 and lithium chloride at about room
—75—
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temperature according to literature procedures. See G.-J. Ho and
D. J. Mathre, J. Org. Chem. 60:2271-73 (1995).

Alternatively, compounds of formula 7 can be prepared by treating the
comesponding compounds of formula 6 with an acid chloride derived from
treatment of the corresponding compound of formula 5 with oxaly! chloride, in
a solvent such as dichloromethane, in the presence of dimethylformamide
(DMF). Acids of formula 5 can be prepared from commercially available
materials using methods well known to those of skill in the art. These acids
may possess one or more stereogenic centers.

Aliernatively, referring 1o Method C below, compounds of formula 8 can
be treated with an appropriale acid (for exampis, trifluoroacstic acid (TFA)
when the t-butyl esler is used) 10 yield the corresponding compounds of
formula 12, which can then be subjected to a Curtius rearrangement (where
R is defined as above) to yield the corresponding compounds of formula 13.
See Arvanitis et al, J. Chem. Soc. Perkin Trans 1521 (1998) for a description
of this approach. Further hydrolysis of the imide group yields the
corresponding compound of formula 14; hydrolysis of the resulting carbamate
group in formula 14 gives the desired -amino acids of formula V.

Compounds of formula 13 may be converted to compounds of
formula 14 in a manner similar to the method for converting compounds of
formula 8 into compounds of formula 9 (Method B). Furthermore, compounds
of formula 14 may be converied to compounds of formula Il through treatment
with a strong acid, such as hydrochloric acid or the like, or a strong base,
such as sodium or potassium hydroxide or, if R7 is benzyl or p-methoxybenzyl,
through hygrogenolytic conditions, using paliadium on carbon in ethano! or
THF under a hydrogen atmosphere. This approach, which preserves the
stereochemistry about the slereogenic center in the compounds of formula 8
and formula i, is utilized in Example 4 below.
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Method C
Ry oy __ Hydrolysis
R~ Ry . .
PG Ph
8
DPPA, RyOH
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Flan‘ s CO-H iydrolysis
Re™ Ry Hz By ) (v
NHCO.R; R-,OgCHN oh
14
Hydrolysis
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Ry R,
NH,
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Other altemative approaches to synthesizing a-substituted f-amino
acids that can be utilized for preparing the compounds of this invention. See,
e.g., Juaristi et al., Tetrahedron Asymm. 7(8):2233 (1996); Seebach et al.,
Eur. J. Org. Chem. 335 (1998); Nagula et al., Org, Lett, 2:3527 {2000);
Arvanltis et al., J. Chem. Soc. Perkin Trans 1521 (1998); and Hintermann et
al., Helv. Chim. Acla 81:2093 (1998), as shown in Method D below.
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The use of chiral sulfimines to afford B-amino acids, as illustrated in
Method E below, has been described previously. See, e.g., T. P. Tang and
J. A. Eliman, J. Org. Chem. 64.12-13 (1999); Davis and McCoull, J. Org.
Chem. 64:3396-87 (1998), and Davis et al., J. Org. Chem. 64:1403-06 (1999).
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Method E
g Rs
Rs Rg HN"""Ry R, Rs i(fn" FI?‘ Me
RSWO 16 > R, /N‘E’R' 18 > R HN Re
Rz Ry Ry R pFe O base X o'\’e""'
16 17 19
acid hydrolysis
R4 Rg

The final siep in the above scheme (Rg = tbutyl or p-tolyl, Rg=a
suilably derived ester such as methyl, ethyl or t-butyl) is a hydrolysis of both
5 the sulfonamide and ester groups of & compound of formula 18 to give a
compound of formula |. This reaction is generally carried out using a strong
acid such as trifluoroacetic acid, hydrochioric acid, hydrobromic acid or
sulfuric acid, in a solvent such as water or dioxane or a mixture of water and
dioxane, at a temperature from about 20°C to about 100°C, preferably at
10 about room temperature. The reaction may be camied out by treating
compounds of formula 19 with an acid such as TFA in a solvent such as
methanol then treating the product with TFA in a solvent such as
dichloromethane to give a compound of formula |.
Compounds thal can be made by this method include, but are not
15 limited to the following:
3-Amino-4,5-dimethyl-hexanoic acid;
3-Amino-4,5-dimethyl-heptanoic acid;
3-Amino-4,5-dimethyl-octanoic acid;
3-Amino-4,5-dimethyl-nonanoic acid;
20 3-Amino-4-ethyl-5-methyl-heptanoic acid;
3-Amino-4-ethyl-5-methyl-octanoic acid;
—79—
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3-Amino-4-ethyl-5-methyl-nonanoic acid;
3-Amino-4-ethyl-5-methyl- decanoic acid;
3-Amino-4-ethyl-5,6-dimethyl-heptanoic acid;
3-Amino-4-ethyl-5,7-dimethyl-octanoic acid;
3-Amino-~4-ethyl-5,8-dimethyl-nonanoic acid;
3-Amino-5-ethyl-4-methyl-octanoic acid;
3-Amino-5-ethyl-4-methyl-nonancic acid;
3-Amino-4,5-diethy-heptanoic acid;
3-Amino-4,5-diethyl-octanoic acid;
3-Amino-4,5-digthyl-nonancic acid;
3-Amino-5-ethyl-4,7-dimethyl-octanoic acid;
3-Amino-5-ethyl-4,8-dimethyl-nonanoic acid;
3-Amino-4 5-diethyl-6-methyt-heptanoic acid;
3-Amino-4,5-diethyl-7-methyi-octanoic acid;
3-Amino-4,5-diethyl-8-methyl-nonanoic acid;
3-Amino-4,5,6-trimethyl-heptanoic acid;
3-Amino-4,5,7-trimethyt-octanolc acid;-
3-Amino-4,5,8-trimethyl-nonanoic acid;
3-Amino-4-ethyl-5-methyl-hexanoic acid;
3-Amino-5-ethyl-4-methyl-octanoic acid;
3-Amino-5-ethyl-4-methyl-heptanoic acid;
3-Amino-4-methyl-5-propyl-octanoic acid;
3-Amino-6-cyclopentyl-4,5-dimethyl-hexanoic acid;
3-Amino-7-cyclopentyl-4,5-dimethyl-heptanoic acid;
3-Amino-5-ethyl4,6-dimethyl-heptanoic acil;
3-Amino-5-ethyi-4,7-dimethyl-octanoic acid;
3-Amino-5-ethyl-4,8-dimethyl-nonanoic acid;
(3R,4R)-3-Amino-4,5-dimethyl-hexanoic acid;
{3R,4R,5R)-3-Amino-4,5-dimethyl-heptanoic acid;
(3R.4R,5R)-3-Amino-4,5-dimethyl-octanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-nonanoic acid;

(3R,4R,5R)-3-Amino-4,5-dimethyl- decanoic acid;
—80—
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3-Amino-5-cyciopropyi-4-ethyl-hexanoic acid;
3-Amino-6-cyclopropyi-4-athyl-5-methyl-hexanoic acid;
3-Amino-5-cyclobutyl-4-ethyl-hexanoic acid;
3-Amino-6-cyciobutyi-4-ethyl-5-methyl-hexanoic acid;
3-Amino-5-cyclopentyl-4-methyl-hexanoic acid;
3-Amino-6-cyciopentyl-4-ethyl-5-methyl-hexanoic acid;
3-Amino-5-cyclohexyl-4-ethyl-hexanoic acid;
3-Amino-6-cyclohexyi-4-ethyl-5-methyl-hexanaic acid;
3-Amino-5-cyclopropyl-4-methyl-hexanoic acid;
3-Amino-68-cyciopropyl-4,5-dimethyl-hexanoic acid;
$-Amino-5-cyclobutyl-4-methyl-hexanoic acid;
8-Amino-6-cyclobutyl-4,5-dimethyl-hexanoic acid;
§-Amino-5-cyciopentyl-4-methyl-hexanolc acid;
3-Amino-6-cyclopentyl-4,5-dimethyl-hexanoic acid;
3-Amino-5-cyclohexyl-4-methyl-hexanoic acid;
3-Amino-6-cyclohexyl-4,5-dimethyl-hexanoic acid;
3-Amino-8-cyclohexyl-4,5-dimethyt-octanoic acid;
3-Amino-B-cyciohexyl-4,5-dimethyl-octanoic acid;
3-Amino-4,6-dimethyl-heptanoic acid;
3-Amino-4,6-dimethyl-oclanoic acid;
3-Amino-4,6-dimethyi-nonanoic acid;
3-Amino-4,6-dimethyl-decanoic acid;
3-Aminc-4,8,7-trimethyl-octanoic acid;
3-Amino-4,6,8-trimethyl-nonanoic acid;
3-Amino-4,6,8-trimethyl-decanoic acid;
3-Amino-6-cyclopropyl-4-methyl-heptanoic acid;
3-Amino-6-cyclobutyi-4-methyl-heptanoic acid;
3-Amino-6-cyclopentyl-4-methyl-heptanoic acid;
3-Amino-6-cyclohexyl-4-methyl-heplanoic acid;
3-Amino-7-cyclopropyl-4,6-dimethyt-heptanoic acid;
3-Amino-7-cyclobutyl-4,6-dimethyl-heptanoic acid;

3-Amino-7-cyciopentyl-4,6-dimethyl-heptanoic acid;
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3-Amino-7-cyclohexyl-4,6-dimethyl-heptanoic acid;
3-Amino-8-cyclopropyl-4,6-dimethyl-octanoic acid;
3-Amino-8-cyclobutyl-4,6-dimethyl-octancic acid,
3-Amino-8-cyclopentyl4,6-dimethyl-octanoic acid;
3-Amino-8-cyclohexyl-4,6-dimethyl-octanoic acid;
3-Amino-6-(3-chloro-phenyl)}-4-methyl-heptanoic acid;
3-Amino-6-(3,4-dichloro-phenyi}-4-methyl-heptancic acid;
3-Amino-4-methyl-6-(3-trifluoromethyl-phenyl)-heptanoic acid;
3-Amino-4-methyl-6-(4-triflucromethyl-phenyl)-heptanoic acid;
3-Amino-7-(3-chloro-phenyl)-4,6-dimethyl-hepianoic acid;
3-Amino-7-(3,4-dichloro-phenyl)-4,6-dimethyl-heptanoic acid;
3-Amino-4,6-dimethyl-7-(3-triflucromethyt-phenyl)-heptanoic acid;
3-Amino-4,6-dimethyl-7-(4-trifluoromethyl-phenyi)-heptanoic acid;
3-Amino-8-{3-chloro-phenyl)-4,6-dimethyl-octanoic acid;
3-Amino-8-(3,4-dichloro-phenyl)-4,6-dimethyl-octanoic acid;
3-Amino-4,6-dimethyt-8-(3-trifluoromethyl-phenyl)-octanoic acid;
3-Amino-4,6-dimethyl-8-(4-trifluoromethyl-phenyi)-octancic acid;
3-Amino-4-ethyl-8-methyl-octanoic acid;
3-Amino-4-ethyl-6-methyl-nonanoic acid;
3-Amino-4-ethyl-6-methyl-decanoic acid;
3-Amino-4-ethyl-6,7-dimethyl-octanoic acid;

‘3-Amlno-4-ethyl-6,8-dimethyl-nonanoic acid;

3-Amino-4-ethyl-6,9-dimethyl-decanoic acid;
3-Amino-6-cyclopropyi-4-ethyl-heptanoic acid;
3-Amino-6-cyclobutyl-4-ethyl-heptancic acid;
3-Amino-6-cyclopentyl-4-ethyl-heptanoic acid;
3-Amino-6-cyclohexyl-4-ethyl-heptanoic acid;
3-Amino-7-cyclopropyl-4-ethyl-6-methyl-heptanoic acid;
3-Amino-7-cyclobutyl4-ethyl-6-methyl-heptanoic acid;
3-Amino-7-cyclopentyl-4-ethyl-6-methyl-heptanoic acid;
3-Amino-7-cyclohexyl-4-ethyl-6-methyl-heptanoic acid;

3-Amino-8-cyclopropyl-4-ethyl-6-methyl-octanoic acid;
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3-Amino-8-cyclobutyl-4-ethy-6-methyl-octanolc acid;
3-Amino-8-cyclopentyl-4-ethyl-6-methyl-octanoic acid;
3-Amino-8-cyclohexyl-4-ethyl-6-methyl-octanoic acid;
3-Amino-6-(3-chloro-phenyl}-4-ethyl-heplanoic acid;
3-Amino-6-(3,4-dichloro-phenyl)-4-ethyt-heptanoic acid;
3-Amino-4-ethyl-6-(3-triflucromethyl-phenyl)-heptanoic acid;
3-Amino-4-ethyi-6-(4-trifluoromethyl-phenyl}-heptanoic acid;
3-Amino-7-(3-chloro-phenyl)-4-ethyl-6-methyi-heptanoic acid;
3-Amino-7-(3,4-dichloro-phenyl)-4-ethyl-6-methyl-hepianoic acid;
3-Amino-4-ethyl-6-methyl-7-(3-trifluoromethyl-phenyl)-heptanoic acid;
3-Amino-4-ethyl-6-methyl-7-{4-trifluoromethyl-phenyl)-heptancic acid;
3-Amino-8-(3-chloro-phenyl)-4-ethyl-6-methyl-octanoic acid;
3-Amino-8~(3,4-dichloro-phenyl)-4-ethyl-6-methyl-octanoic acid;
3-Amino-4-ethyl-6-methyl-8-(3-triflucromethyl-phenyl)-octanoic acid;
and

3-Amino-4-ethyl-6-methyl-8-(4-trifluoromethyl-phenyf)-octanoic acid.

Method F

HAL )(kna base H‘l Hydrolysls Ha>?<E°°z
Ry

"'--N H"n
7«.\" 22 *=chiral center
0™ "Ryg
21

The synthesis of f-amino acids of formula V via the enantioselective

alkylation of enantiopure 1-substituted-2-tert-butyl-3-
methylperhydropyrimidine-4-one 21, as illustrated by Method F above, has
been described previously. See, e.g., E. Juaristi, et al., Tetrahedron;
Asymmetiry 7:2233 (1996) and references cited therein. Referring to
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Method F above, compounds of formula 22 can be prepared from
corresponding compounds of formula 20 (HAL = Br, 1, Cl or another suitable
leaving group), wherein Ry represents a phenyl or methoxy group, preferably
a methoxy group. The hydrolysis can be conducted under acidic conditions in
a sealed tube, at reflux, or in a microwave. For instance, the method utilizing
6N HCl in a sealed tube heated at 80-100°C for 8 hr is described by E. Juaristi
ot al., Tetrahedron: Asymmetry 7:2233 (1996). Other preferred methods
include heating a solution of compound 22 in a 1:1 mixture of dioxane:6N HCI
in a microwave for 1-3 hrs or at reflux for severat days to give a compound of
formula V.

Compounds of formula 22 can be prepared from the corresponding
compounds of formula 20 by treating them with an appropriate
perhydropyrimidine-4-one of formula 21 after deprotonation with an
appropriate base such as lithium diisopropylamide or lithium or sodium
bis(trimethylsilyllamide, in a solvent such as ethyl ether, or, preferably,
tetrahydrofuran {THF), at a temperature from about -80°C to about 0°C, and
then adding the appropriate compound of formula 20. The stereochemistry of
the C5 center arises from approach of the electrophile from the opposite face
of the enolate from the sterically congested axial disposition of the tert-butyl
group at C2. Preferably, the compound 22 is prepared by the reaction of
electrophiles 20 with compounds of formula 21, which have been
deprotonated at —78°C with sodium bis(trimethyisilyl)amide in THF, at—78°C
{0 —10°C. The synthesis of enantiopure compound 21 (Ry = Ph) from L-
asparagine is described by E. Juaristi et al., Tetrahedron: Asymmetry 7:2233
(1986).
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Method G
1. (+)- or (-)-pseudoephedrine,
trimethylacetyl chioride; OH
BocHN H EtsN, CHCl, |
0 2. HCI, MeOH, H,0 o}
23 24
Ry
HAL R,
Ry
Ry Rs
20
LIHMDS, LICI;
THF
Ren__Ps Ring 2
R
H » Ra Hzo, re'hlx n‘ %3 p OH
H1 H2 Hz - s Ph

HN o)

v 25
* = chiral center

In a like manner, Method G shows the synthesis of a-substituted, §-
amino acids of formula V via the enantioselective alkylation of enantiopure 3-
5 amino-N-(2-hydroxy-1-methyl-2-phenyl-ethyl)-N-methyl-propionamide
(formula 24). See, G. Nagula et al., Organic Letters 2.3527-29 (2000). The
method inciudes alkylation of compound 24 using an appropriate alkylating
agent 20, where HAL in formula 20 is Br, I, Cl or another suitable leaving
group. The enolate alkylation is carried out in a polar aprotic solvent (THF)
10 with excess LiCl at a temperature of about -5°C to about 0°C using a hindered
base (e.g., lithium hexamethyldisilazide, lithium diisopropylamide, efc.) that is
sufficiently strong 10 deprotonate the a-carbon of formula 24. Hydrolysis of
the resulting alkylated amide 25 gives the desired f-amino acid of formula V.
The compound of formula 24 is prepared through N-acylation of a
15 chiral auxiliary, (+)- or {-)-pseudoephedrine, using a mixed anhydride. The
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mixed anhydride is obtained by reacting an N-terminal protected, 3-amino-
propionic acid (e.g., 3-ten-butoxycarbonylamino-propionic acid 23) with
trimethylacetyl chloride in the presence of triethylamine in methylene chioride.
Following the coupling reaction, the protecting group is removed via known
methods (e.g., treatment of the resulling Boc-protecied amide with HCI and
MeOH) to give the compound of formula 24. See A. Myers et al., J. Am.
Chem. Soc. 119:656-73 (1997).

Compounds of formuta 20 shown in Method F and Method G can be
prepared from commercially available materials using methods well known to
those of skill in the art. It will be appreciated that compounds of formula 20
may possess one or more stereogenic centers. Using the above-described
method, compounds with specific stereochemical configurations can be
prepared.

The preparation of compounds of this invention that are not specifically
described in the foregoing experimental section can be accomplished using
combinations of the reactions described above that will be apparent to those
skilled in the art.

In each of the reactions discussed or illustrated above, pressure is not
critical unless otherwise indicated. Pressures from about 0.5 atmospheres to
about 5 atmospheres are generally acceplable, and ambient pressure, i.e.,
about 1 aimosphere, Is prefermed as a matter of convenience.,

The compounds of formula |, I, Il IV, V, and Vi, and the intermediates
shown in the above reaction schemes can be isolated and purified by
conventional procedures, such as recrystallization or chromatographic
separation.

The ability of compounds of the present invention to bind io the o25-
subunit of a calcium channel can be determined using the following binding
assay.

The radioligand binding assay using [3H}-gabapentin and the o285
subunit derived from porcine brain tissue wes used. See Nicolas S. Gee e}
al., “The nove! anticonvulsant drug, gabapentin (Neurontin), binds to the a2
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subunit of a calclum channel,” J, Biol. Chem. 271(10):5768-76 (1996).
Compounds of the invention bind with nanomolar to micromolar affinity for the
a28 protein. For example, 2-aminomethyl-5-ethyt-nonanoic acid binds with
75 nM affinity 1o the a28 protein; (S)-3-amino-5-ethyl-3-methyi-heptanoic acid
binds with 149 nM affinity to the 25 protein; and (3S,5R)-3-amino-3,5-
dimethyl-heptanoic acid binds with 236 nM affinity to the a23 protein.

The in vivo activity of compounds of this invention can be determined in
animal models. For animal models related to hyperalgesia, see, e.g., K. Sluka
et al., "Unllateral intramuscular injections of acidic saline produce a bilateral,
long-lasting hyperalgesia,” Muscle Nerve 24:37-46 (2001); W. Dixon, “Efficient
analysis of experimental observations,” Ann. Rev. Pharmacol. Toxicol,
20:441-62 (1980); L. O. Randall and J. J. Selitto, "A method for measurement
of analgesic activity on inflamed tissue,” Arch. Int. Pharmacodyn 4:409-19
(1957); K. Hargreaves et al., "A new and sensitive method for measuring
thermal nociception in cutaneous hyperalgesia,” Pain 32:77-88 {(1988). Fir
animal models relatod to anxiety, see J. R. Vogel st al., "A simple and reliable
conflict procedure for testing anti-anxiety agents,” Psychopharmacologia 21:1-
7 (1971).

The compounds of the present invention, and their pharmaceutically
acceptabie salts, can be administered io mammals via either the oral,
parenteral (such as subculaneous, intravenous, intramuscular, intrastemal and
infusion techniques), rectal, buccal or intranasal routes.

The novel compounds of the present invention may be administered
alone or in combination with pharmaceutically acceptable camiers or diluenis by
any of the routes previously indicated, and such administration may be carmied
outin single or muttiple doses. More particularly, the novel therapeutic agents
of this invention can be administered in a wide variety of different dosage forms;
i.e., they may be combined with various phamrmaceutically acceptable inert
camiers in the form of tablets, capsules, lozenges, troches, hard candies,
suppositories, jeflies, gels, pastes, ointments, aqueous suspensions, injectable
solutions, elixirs, syrups, and the like. Such carriers include solid diluents or
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fillers, sterile aqueous media and various non-toxic organic solvents, etc,
Moreover, oral pharmaceutical compositions can be suitably sweetened and/or
flavored. In general, the weight rafio of the novel compounds of this invention
to the phamaceutically acceptable carmier will be in the range from about 1:6 to
about 2:1, and preferably from about 1:4 to about 1:1.

For oral administration, tablets containing various excipients such as
microcrystaliine cellulose, sodium citrate, calcium carbonale, dicalcium
phosphate and glycine may be employed along with various disintegrants
such as starch (and preferably com, potato or fapioca starch), alginic acid and
certain complex silicates, fogether with granulation binders like
polyvinylpyrrolidone, sucrose, gelatin and acacia. Additionally, lubricating
agents such as magnesium slearate, sodium lauryl sulfate and taic are often
very useful for tabletting purposes. Solid compositions of a similar type may
also be employed as fillers in gelatin capsules; preferred materials in this
connection also include iactose or milk sugar as well as high molecular weight
polyethylene glycols. When aqueous suspensions and/or elixirs are desired
for oral administration, the active ingredient may be combined with various
sweetening or flavoring agents, coloring matter or dyes, and, if o desired,
emulsifying and/or suspending agents as well, together with such diluents as
water, ethanol, propylene glycol, glycerin and various like combinations
thereof.

For parenteral administration, solutions of a compound of the present
invention in either sesame or peanut oil or in agueous propylene glycol may
be employed. The aqueous solutions should be suitably buffered (preferably
pH greater than 8) if necessary and the liquid diluent first rendered isotonic.
These aqueous solutions are suitable for intravenous injection purposes. The
oily solutions are suitable for intra-arlicular, intra-muscular and subcutaneous
injection purposes. The preparation of all these solutions under stetile
conditions is readily accomplished by standard pharmacettical techniques
well known to those skilled in the art.

For intranasal administration or administration by inhaiation, the novel

compounds of the invention are conveniently delivered in the form of a
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solution or suspension from a pump spray container that is squeezed or
pumped by the patient or as an aerosol spray presentation from a pressurized
container or a nebulizer, with the use of a suitable propellant, e.g.,
dichlorodifluoromethane, trichlorcflucromethane, dichlorotetrafluoroethane,
carbon dioxide or other suitable gas. In the case of a pressurized aerosol, the
dosage unit may be determined by providing a valve to deliver a metered
amount. The pressurized container or nebulizer may contain a solution or
suspension of the active compound. Capsules and cartridges (made, for
example, from gelatin) for use in an inhaler or insufflator may be formulated
containing a powder mix of a compound of the invention and a suitable
powder base such as lactose or starch. Formulations of the active

. compounds of this invention for treatment of the conditions referred to above

in the average adult human are preferably arranged so that each metered
dose or "puff” of aerosol contains 20 ug to 1000 g of active compound. The
overall daily dose with an aerosol will be within the range 100 ug to 10 mg.
Administration may be several times daily, for exampie 2, 3, 4 or 8 fimes,
giving for exarnple, 1, 2 or 3 doses each time.

The compounds of the present invention can be prepared and
adminisiered in a wide variety of oral and parenteral dosage forms. Thus, the
compounds of the present invention can be administered by injection, that is,
intravenously, intramuscularly, intracutaneously, subcutaneously,
intraduodenally, or intraperitoneally. Also, the compounds of the present
invention can be administered by inhalation, for example, intranasally.
Additionally, the compounds of the present invention can be administered
transdermaily. It will be obvious to those skilled in the art that the following
dosage forms may comprise as the active component, either a compound of
formulas | to VI or a corresponding phamaceutically acceptable sak of such
compound.

For preparing pharmaceutical compositions from the compounds of the
present invention, phammaceutically acceptable carriers can be either solid or
liquid. Sofid form preparations include powders, tablets, pills, capsules,

cachets, supposilories, and dispersible granules. A solid carrier can be one
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or more substances that may also act as diluents, flavoring agents, binders,
preservatives, tablet disintegrating agents, or an encapsulating material. In
powders, the carrier is a finely divided solid, which is in a mixture with the
finely divided active component. In tablets, the active component is mixed
with the camier having the necessary binding properties in suitable proportions
and compacted in the shape and size desired.

The powders and tablets preferably contain from five or ten to about
seventy percent of the active compound. Suitable carriers are magnesium
carbonate, magnesium stearste, talc, sugar, lactose, pectin, dextrin, starch,
gelatin, tragacanth, methyicellulose, sodium carboxymethyicellulose, a low
meling wax, cocoa butter, and the like. The term “preparation” is intended 1o
include the formulation of the active compound with encapsulating material as
a carrier providing a capsule in which the active component with or without
other carriers, is surrounded by a carrier, which is thus in association with it.
Similarly, cachets and lozenges are included. Tablels, powders, capsules,
pills, cachets, and lozenges can be used as solid dosage forms suitable for
oral administration.

For preparing supposiiories, a low melting wax, such as a mixture of
fatty acid glycerides or cocoa butier, Is first melted and the active component
is dispersed homogeneously therein, as by stiming. The molten homogenous
mixiure is then poured into convenient sized moids, allowed to cool, and
thereby to solidify.

Liquid form preparations include solutions, suspensions, and
emulsions, for example, water or water propylene glycol solutions. For
parenteral injection liquid preparations can be fomnulated in solution in
aqueous polyethylene glycol solution. Aqueous solutions suitable for oral use
can be prepared by dissolving the active component in water and adding
suitable colorants, flavors, stabilizing and thickening agents as desired.
Aqueous suspensions suitable for oral use can be made by dispersing the
finely divided active component in waler with viscous material, such as naturat
or synthetic gums, resins, methylcellulose, sodium carboxymethyicellulose,

and other well-known suspending agents.
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Also included are solid form preparations that are intended to be
converied, shortly before use, to liquid form preparations for oral
administration. Such liquid forms include solutions, suspensions, and
emulsions. These preparations may contain, in addition to the active
component, colorants, flavors, stabilizers, buffers, artificial and natural
sweeteners, dispersants, thickeners, solubllizing agents, and the like.

The pharmaceutical preparation is preferably in unit dosage form. In
such form the preparation is subdivided into unit doses containing appropriate
quantities of the active component. The unit dosage form can be a packaged
preparation, the package containing discrete quantities of preparation, such
as packeted tablets, capsules, and powders in vials or ampoules. Also, the
unit dosage form can be a capsules, tablet, cachet, or lozenge itself, or it can
be the appropriate number of any of these in packaged form.

The quantity of active component in a unit dose preparation may be
varied or adjusted from 0.01 mg t0 1 g according to the particular application
and the potency of the active component. In medical use the drug may be
administered Iﬁree times daily as, for example, capsules of 100 or 300 mg.
The composition can, if desired, also contain other compatible therapeutic
agents.

in therapeutic use, the compounds utilized in the pharmaceutical
method of this invenlion are administered at the initial dosage of about 0.1 mg
to about 1g dally. The dosages, however, may be varied depending upon the
requirements of the patient, the severity of the condition being treated, and
the compound being employed. Determination of the proper dosage for a
particular situation is within the skill of the art. Generally, treatment is initiated
with smaller dosages that are less than the optimum dose of the compound.
Thereafter, the dosage is increased by small increments until the optimum
effect under the circumstances is reached. For conveniencs, the total daily
dosage may be divided and administered in portions during the day, i
desired.

The following Examples illustrate the preparation of the compounds of

the present invention. They are not meant 1o be limiting in scope. Melting
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points are uncomected. NMR data are reported in parts per million and are
referenced to the deuterium lock signal from the sample solvent.

Example 1
(4S,5R)-4-Methyl-3-pentanoyl-5-phenyl-oxazolidin-2-one

To a 0°C stirred solution of valeric acid (3.83 mL, 35.2 mmol) and Ei;N
(14.7 mL, 106 mmol) in dry THF (175 mL) was added trimethylacetyl chloride
(5.29 mL, 42.3 mmol) dropwise. The mixture was stirmed at 0°C for 1 hour and
(4S,5R)-(-)-4-methy}-5-phenyl-2-oxazolidinone (7.50 g, 42.3 mmol) was added
foliowed by LiCl (1.79 g, 42.3 mmol). The reaction was wanmed to room
temperature ovemight with good stirring. The mixiure was fillered and the
filtrate was concentraled under reduced pressure. Et;O (75 mL) was added to
the residue, which was washed with sat. NaHCO; (3 x 40 mL), 1N HCI (3 x40
mlL), and brine (2 x 40 mL). The organic phase was dried over MgSQ,,
fitered and concentrated under reduced pressure 10 give a quantitative yield
of crude product.

(4S,5R)-3-((S)-2-Ethyl-pentanoyl)-4-methyl-5-phenyl-oxazolidin-2-one

To a ~78°C stirred solution of the (4S,5R)-4-Methyl-3-pentanoyl-5-
phenyl-oxazolidin-2-one (9.20 g, 35.2 mmol) in dry THF (150 mL) was added
NaHMDS (42.2 mL, 1.0 M in THF) dropwise. Afier 1 hour, ethyl
trifluoromethanesulfonate (5.93 mL, 45.7 mmol) was added dropwise and the
reaction was stirred at —-78°C for an additional 2 hours. The reaction was
warmed to -30°C for 30 minutes and quenched with sat. NH,Cl. The layers
were separated and the aqueous layer was extracted with EtOAc (3 x 40 mL).
The organic extracts were combined and washed with brine (2 x 40 mL). The
organic phase was dried over MgSO,, filtered, and concentrated under
reduced pressure 1o yield 8.05 g of crude product.

(S)-2-Ethyl-pentan-1-ol
To a room temperature solution of the (4S,5R)-3-¢(S)-2-ethyl-
pentanoyl)-4-methyl-5-phenyl-oxazolidin-2-one (8.05 g, 27.8 mmol) in THF
—g2—
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(200 mL) was added a solution of NaBH, (4.21 g, 111 mmol) in HzO (80 mL).
The reaction wae allowed 1o stir overnight at room iemperature, was
quenched with 2N HCI (75 mL) and the layers were separated. The aqueous
layer was exiracted with EtOAc (4 x 40 mL), and the organic extracis were
combined and washed with brine (2 x 30 mL). The organic phase was dried
over MgSO,, fitered and concentrated under reduced pressure. The residue
was triturated with n-hexanes (2 x 20 mL) o remove the oxazoll_dinone side
product. After fitering off the axazolidinone, the filtrate was concentrated
under reduced pressure to yield 2.56 g of crude product.

Methanesulionic acid (S)-2-ethyl-pentyl ester

To a —10°C stimed solution of (S)-2-ethyl-pentan-1-oi (1.30 g, 11.2
mmol) in dry CH;Cl (35 mL) was added EtsN (2.33 mL, 16.8 mmol). The
reaction was slimed at this temperature for 15 minutes and methansutfonyl
chioride (0.952 mL, 12.3 mmol) was added. The reaction was allowed 1o
warm 10 room temperature ovemnight with good stiring. The reaction was
washed with 1N HCI (3 x 30 mL), sat. NaHCOs (3 x 30 mL), and brine (2 x 30
mL). The omganic phase was dried over MgSO,, filtered and concentrated
under reduced pressure to give a quantitative yield of crude product.

(S)-3-lodomethyl-hexane

To a stimed solution of methanesulfonic acid (S)-2-ethyl-pentyl ester
(2.18 g, 11.2 mmol) in acetone (35 mL) was added Nal (3.36 g, 22.4 mmol)
and the reaction was heated to refiux ovemight with good stiming. The
reaction was allowed to cool to room temperature and the mixture was
fihered. The salts were washed with acetone (3 x 15 mL) and HyO (60 mL)
was added fo the fitirate. The aqueous phase was extracted with hexanes (4
x 30 mL) and the organic extracts were combined and washed with brine (2 x
30 mL). The organic phase was dried over MgSO,, filtered and concentrated
under reduced pressure. The residue was purified by chromatography using
hexanes (100%} to yield 124 g (49%) of pure product.
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(2S,5R)-2-tert-Butyl-5-((S)-2-ethyl-pentyl)-3-methy4-oxo-tetrahydro-
pyrimidine-1-carboxylic acid methyl ester

To a —78°C stirred solution of (S)-2-lert-butyt-3-methyi-4-oxo-
tetrahydro-pyrimidine-1-carboxylic acid methyl ester (1.04 g, 4.57 mmol) in dry
THF (15 mL) was added NaHMDS (5.03 mL, 1.0 M in THF) dropwise. The
reaction was stirred at—78°C for 1 hour and then a solution of (S)-3-
lodomethyl-hexane (1.24g, 5.48 mmol) in dry THF (5 mL) was added
dropwise. The reaction was stirred at this temperature for 2 hours and than
was placed in a ~10°C refrigerator overnight. The reaction was quenched
with sat. NH,C! (20 mL) and was allowed to warm to room temperature. The
layers were separated and the aqueous layer was extracted with EtOAC (3 x
15 mL). The organic exiracts were combined and washed with brine (2 x 15
ml). The organic phase was dried over MgSQ,, fitered and concentrated
under reduced pressure. The product was purified by chromatography using
hexanes/EtOAc (10->20%) to yield 0.185 g (12%) of pure product. 'H NMR
(400 MHz, CD;OD)  ppm 0.9 (m, 6 H), 1.3 (m, 5 H), 1.4 (m, 3 H), 1.7 (m, 1
H), 2.5 (m, 1 H), 2.9 (d, /6.6 Hz, 2 H). MS: M+1 (328).

(2R,4S)-2-Aminomethyl-4-ethyl-heptanoic acid

A stirred solution of (25,5R)-2-tert-butyl-5-((S)-2-ethyl-pentyl)-3-methyl-
4-oxo-tetrahydro-pyrimidine-1-carboxylic acid methyl ester (0.185 g, 0.567
mmol) in a 1:1 mixture of 6N HCVdioxane (8 mL) was heated at 105°C for 6
days. The reaction was cooled to room temperaiure and concentrated under
reduced pressure. The product was dissolved in 1:1 MeOH/H20 and loaded
onto an ion exchange chromatography column (Varian SCX-Prepacked 10g,
60 mL) and eluted with 1:1 MeOH/H20 (95%) + NH,OH. The fractions
containing product were collected and concentrated under reduced pressure
to yield 0.06 g (57%) of product. 'H NMR (400 MHz, CD;OD) § ppm 0.9 {m, 6
H), 1.3 (m,5H), 1.4 (m, 3H) 1.7 (m, 1 H), 25 (m, 1 H), 2.9 (d, 6.6 Hz, 2 H).
MS: M+1 {188).

Using the above methodology the following compounds were also

made:
—84—



WO 2005030700 PCT/1B2004/002985
Compound Name | MS, TH NMR, 400 MHz, 5, PPM, CD;0D
APCI*
(4R)-2-Aminomethy4- | 188 0.8 (s, 6 H), 1.3(m,5H), 1.4 (m, 3
ethy-heptanoicacid | (M+1) H), 1.7 (s, 1 H), 2.5 (m, 1 H), 2.9 (d,
J=6.1 Hz, 2 H)
202 0.9 (d, /6.6 Hz, 6 H), 0.9 (d, /6.6
(2R 48)-2- (M+1) Hz, 3H), 12(m, 4 H), 1.2 (m, 1 H),
Aminomethyi-4-7- 1.4 (m, 1H), 1.5 (m, 2H), 1.7 (m, 1
dimethyl-octanoic acid H), 2.5 (m, 1 H), 29 (d, 2 H)
(2S,4S)-2-Aminomethyl- | 230 2.93(d,2H), 2.47(5-line
4-ethyl-8- (M+1) m,1H),1.72(m,1H), 1.54(7-line m,
methylnonanoic acid 1H), 1.42-1.11(m,10H), 0.85(d,3H)
(2R/S 4S)-2- 257 2.93(d,2H), 2.44(5-line m, 1H),
Aminomethyl-8-methyl- | (M+1) 1.72(m,1H), 1.55(7-line m,1H),
4-propyknonanoic acid 1.44(m,1H), 1.40-1.10(m, 11H),
0.89(d,3H)
(25.4S)-2-Aminomethyl- | 202 2.93(d, 2H), 243 (m, 1 H), 1.71 (m,
4-ethyl-6-methyl- (M+1) 1 H), 1.63 (m, 1 H), 1.42(m, 1 H),
heptanoic acid. 1.36 (m, 2H), 1.22 (m, 1 H), 1.06 (m,
2H),0.85(m, 9 H)
(2R 4S)-2- 202 2.89 (d, 2H), 2.43 (m, 1 H), 1.62 (m,
Aminomethyi-4-ethy-6- | (M+1) |2 H), 1.44 (m, 1 H), 1.34 (m, 1 H),
methy-heptanoic acid 1.22 (m, 2H), 1.12 (m, 1 H), 1.05
(m, 1 H), 0.80 (m, 9 H)
(2R4R)-2- 202.1 2.90 {d, 2 H), 2.43 (m, 1 H), 1.68 (m,
Aminomethyl-4-ethyl-6- | (M+1) 1H), 1.61 (m, 1 H), 1.42(m, 1 H),
methyl-heptanoic acid 1.32 (m, 2H), 1.21 {m, 1 H), 1.11

(m, 2 H), 0.80 (m, 8 H)
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Compound Name | MS, 'H NMR, 400 MHz, 5, PPM, CDsOD
APCI*
(25,4R)-2- 202 2.94 (d, 2 H), 2.23 (m, 1 H), 1.62 (m,
Aminomethyl-4-ethyl-6- | (M+1) 2H),1.44 (m,1H),1.42(m, 1 H),
methy-heptanoic acid 1.22{(m, 2 H), 1.13 (m, 1 H), 1.03
(m, 1 H), 0.85 {m, 9 H)

Example 2
(R)-3-((R)-3-Methyl-hexanoyl)-4-phenyl-oxazolidin-2-one

To the copper (1) bromide dimethylsulfide complex (13.34g,
64.87mmol) in dry THF (150ml) at -30°C under Nitrogen was added a 2M
ether solution of Propyimagnesiumchloride (64.87ml, 129.7mmol) and stirred
for 20min. (R)-3-But-2-enoyl-4-phenyl-oxazolidin-2-one (15.0g, 64.87mmol) in
THF (60ml) was added over a 15 min period at -35°C and let slowly warm up
fo room temperature over 4hr. The mixture was cooled to 0°C and quenched
with saturated ammonium chloride solution. The suspension was extracted
into ether, washed with 5% ammonium hydroxide solution and then with brine
and dried over MgSO;. The solution was concentraied under reduced
pressure to afford the titied compound (13.34g; 100 %) as a white sofid. 'H
NMR (400 MHz, CDCls) 6 ppm 0.8 (m, 6 H)12(m,3H) 16(s, 1 H) 20 (m, 1
H) 2.7 (dd, J=16.1, 8.5 Hz, 1 H) 3.0 (dd, J=15.9, 5.4 Hz, 1 H) 4.3 (dd, /8.9,
3.8Hz, 1 H) 4.7 (t, /=8.9 Hz, 1 H) 5.4 (dd, /8.8, 3.9 Hz, 1 H) 5.4 {dd, /8.8,
3.8 Hz, 1 H) 7.3 (m, 5§ H). MS, m/z (relative intensity): 276 M+1H, 100%].

(R)-3-((2R,3R)-2,3-Dimethyl-hexanoyl)-4-phenyl-oxazolidin-2-one

To a 1M THF solution of Sodium hexamethyldisylamide (1629,
88.3mmol) at -78°C was added via canular a 0°C solution of (R)-3-{(R)-3-
methyt-hexanoyl)-4-phenyl-oxazolidin-2-one (18.7g, 67.9mmol) in 70ml dry
THF. The resulting solution was stirred at -78°C for 30 min. Methyl lodide
(48.2g, 339.5mmol) was added and stirring at -78°C was continued for 4hr. It
was quenched with saturated ammonium chloride solution, extracted into
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CHCl» and washed with 1M sodium Bisulfite. The solution was dried over
MgSO04, concentrated and Chromatographed in 10% ethylacetate in hexane
to give the titled compound (11.1g, 56.5%) as an oil. MS, m/z (relative
intensity): '"H NMR (400 MHz, CDC) & ppm 0.8 {t, J=7.0 Hz, 3 H) 0.9 (d,
J=6.6 Hz, 3H) 1.0 (d, /=6.8 Hz, 3H) 1.0(d, &85 Hz, 1H) 1.1 (m, 1 H) 1.4
(m, 1 H) 1.7 (m, 1 H) 3.7 (m, 1 H) 4.2 (dd, /8.8, 3.4 Hz, 1 H) 4.6 {t, J=8.7 Hz,
1 H) 5.4 (dd, J=8.7, 3.3 Hz, 1 H) 7.2 (m, 2 H) 7.3 (m, 3 H). MS, m/z (relative
intensity):290 [M+1H, 100%)].

(2R,3R)-2,3-Dimethyl-hexan-1-ol

A 1M THF solution of LAH (95.9ml, 95.9mmol) was added to {R)-3-
((2R,3R)-2,3-dimethyl-hexanoyl)-4-phenyl-oxazolidin-2-one (in THF (300mi)
under nitrogen at -78°C and stired for 3 hr at that temperature. Water was
added dropwise to quench the excegs LAH and then pourad into a mixture of
ice and ether. The mixture was extracted into ether, washed with water and
dried over MgSO,4. The solution was concentrated followed by the addition of
excess hexane. The resulting white precipitate was filkered and washed with
haxane. The filtrate was concentrated to afford the titled compound (5.05g,
100%) as an oil. 'H NMR (400 MHz, CDCls) 5 ppm 0.9 (m, 9 H) 1.0 (d, /=6.8
Hz, 1 H) 1.1 (m, 1 H) 1.2 (m, 3 H) 1.6 (m, 2 H) 3.4 (m, 1 H) 3.6 {m, 1 H).

(2R,3R)-2,3-Dimethyi-hexanal

Pyridinium chlorochromate (27.35¢, 126.9mmol) and neutral alumina
(96g, 3.5g per gram of pyridinium chiorochromate) in dry dichloromethane
(200ml) was stirred under nitrogen for 0.25hr. (2R,3R)-2,3-Dimethyl-hexan-1-
ol (5.0g, 38.46mmol) in dichloromethane {60ml) was added and the resulting
dark slurry was stirred at room temperature for 3hr. The slurry was filtered
through a shori pad of silica eluting with excess dichloromethane.
Evaporation of the solvent afforded the tilled compound {4.1, 84%) as an oll.
'H NMR (400 MHz, CDCls) § ppm 0.8 (m, 3 H) 0.9 (d, J/~6.6 Hz, 3 H) 1.0(d,
J=6.6 Hz, 3H} 1.2 (m, 4 H) 1.8 (m, 1 H) 2.2{m, 1 H) 9.6 (s, 1H).

—07—



10

15

30

WO 2005/030700

4-Methyl-benzenesulfinic acid ((2R,3R)-2,3-dimethyl-hexylidene)-amide

Titanium{lV) ethoxide (5.16g, 22.6mmol) and {S)(+)-p-
toluenesulfinamide(7.02g, 45.2mmof) were added to (2R,3R)-2,3-dimethyt-
hexanal (2.9g, 22.6mmol) in dry THF (30ml). The resuiting mixture was
stirred at room temperature for 18 hr and poured into a brine solution (40mi).
The sluiry was rapidly stired for 10 minutes and filtered. The filtrate was
extracted into ethyl acetate, washed with brine and dried over MgSO,. The
solvent was evaporated and the residue was filtered through a sifica plug,
eluting with 50/50 solution of hexane/ethyl acetate to afford the titied
compound (3.1g, 51.6%) as an oil. 'H NMR (400 MHz, CDCk) 3 ppm 0.8 {m,
6H) 1.1 (m, 4H) 1.3 (m, 3H) 1.7 {m, 1 H) 2.4 (s, 3H) 25 {m, 1H) 7.3 (d, 8.3
Hz, 2 H) 7.5 (d, J=8.1 Hz, 2 H) 8.1 (d, J=5.4 Hz, 1 H). MS, m/z (relative
intensity): 266 [M+1H, 100%).

(4R,5R)-4,5-Dimethyl-(R)-3-(toluene-4-sulfinylamino)-octanoic acid teri-butyl
ester '

Butyl lithium (26.3ml, 42.04mmol) was added to a sotution of
diisopropylamine (4.6g, 45.6mmol) in dry THF (40ml) under nitrogen at 0°C
and stirred for 20 minutes. The solution was cooled to -78°C followed by the
addition of -butyl acetate (4.1g, 35.0mmol) and stimed at that temperature for
45 minutes. Chiorotitanium triisopropoxide {9.4g, 36.2mmol) was added
dropwise and stirring was continued for 30 minutes at -78°C. A -50°C solution
of 4-methyl-benzenesulfinic acid ((2R,3R)-2,3-dimethyl-hexylidene)-amide
(3.1g, 11.7mmol) in dry THF (10ml) was added to the reaction and the
resulting mixture was stirred at -78°C for 4hr. The reaction was quenched
with a saturaied solution of NaH;PO, and extracted into ethyl acetate. The
solution was dried over MgSO, and concentrated. The resulting residue was
chromatographed on sllica, eluting with 15% ethyl acetate in hexane to give
the titled compound (2.4g, 53.9%) as white solid. 1H NMR (400 MHz, CDCls)
dppm0.9(m,6H) 1.0(d, <66 Hz,3H)1.1(m, 1 H) 1.3 (M, 2H) 1.4(m, 9
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H) 1.5 (m, 2 H) 2.4 (s, 3 H) 2.6 (m, 2 H) 3.8 (m, 1 H) 4.4 (d, J=10.0 Hz, 1 H)
7.3 (d, J=8.1 Hz, 2 H) 7.6 (d, J=B.1 Hz, 2 H). MS, mVz (relative intenstty): 382

[M+1H, 100%], 326 [M+1H-C(CHa)s, 50%).

(3R,4R,5R)-3-Amino-4,5-dimethyl-octanoic acid

To the solution of (4R,5R)-4,5-dimethyl-(R)-3-(toluene-4-sulfinylamino)-
octanoic acid tert-butyl ester (1.8g, 4.71mmol) in dry methanol (30ml) at 0°C
under nitrogen was added excess trifluoroacetic acid {25ml) and stirred for
2 hr at that temperature. The solution was concentrated fo dryness foflowed
by the addition of dry dichloromethane (20mi) and trifluoroacetic acid (20mi).
The resulting mixiure was stirred for 2 hr under nitrogen and concentrated to
dryness. The residue was applied to BondElute SCX ion exchange resin and
aluted with water until the eluent was at constant pH of 6.5. The resin was
then eluted with a 1:1 solution of methanol and with 10% ammonium
hydroxide solution. The ammonium hydroxide solution was evaporated and
the residue was crystallized with methanol-acetonitrile mixture to afford the
titled compound (0.717g, 81.2%) as a white solid. '"H NMR (400 MHz, !
CD30D-D) 6 ppm 0.9 (m, 11 H) 1.1 (m, 2 H) 1.3 (m, 1 H) 1.4 (m, 1 H) 1.6 (m,
1 H) 1.7 (m, 2 H) 2.3 (dd, J16.6, 10.0 Hz, 1 H) 2.5 (dd, /=167, 3.5 Hz, 1 H)
3.3 (m, 1 H). MS, m/z (relative inlensity): 188 [M+1H, 100%), 186 [M-1H,
100%).

Exampls 3
{S)-4-Methyl-hexan-2-one (2)

The Grignard reagent made from (S)-1-bromo-2-methyl-butane (10 g,
66.2 mmol) and Mg (1.77 g, 72.8 mmol) in Et,O (65 ml) was added dropwise
1o a solution of acetic anhydride (B.1 g, 79.3 mmaol) in EtzO (65 ml) at -78°C in
1 h. Lots of white solid precipitated. The reaction mixture was stimed at -78°C
for 1 h. Then the temperature was allowed to slowly rise io RT. The reaction
was quenched with saturated NH,Cl aqueous solution (150 mi). The ether
phase was washed by 1 N NaOH (150 ml) and brine (150 ml). Stripped ether

at 0°C. The residual oil was dissolved in hexane (50 mi). The solution was
—0G—



10

15

WO 2005/030700 PCT/IB2004/002985

dried by anhydrous Na;SO4 and evaporated at 0°C under reduced pressure
to give (S)4-methyl-hexan-2-one (5.7 g, 75%) as a light orange oil. 'H NMR
(CDCl) 62.26 (m, 2H), 2.08 (s, 3H), 1.86 (m, 1H), 1.21 (m, 2H), 0.83 (m, 6H);
MS (APCI) (M+1)* 115.0.

(S)-2-Methyl-propane-2-sulfinic acid ((35)-1,3-dimethyl-pentylidene)-amide.

A mixture of (S)-4-methyl-hexan-2-one (1.6 g, 14 mmol), (S)-2-methyl-
propane-2-sulfinic acid amide (1.7 g, 14 mmol) and titanium(IV) ethoxide (6.4
g, 28 mmol) in THF (30 ml) was refluxed for 10 h. Then the reaction mixture
was poured into brine (150 ml). The mixture was filtered. The filtrate was
extracted by EIOAc (3x70 ml). Stripped EtOAc. The residue was purified by a
silica gel column (Hexane/EtOAc 3:1) to give the titled compound (1.83 g,
63%) as a colorless oil. 'H NMR (CDCly) 62.24 (m, 2H), 2.27 (s, 3H), 1.85 (m,
1H), 1.22 (m, 2H), 1.20(s, 9H), 0.85 (m, 6H); MS (APCI) (M+1)* 218.1.

(35,55)-3,5-Dimethyl-3-((S)-2-methyl-propane-2-sulfinylamino)-heptanoic acid
methyl ester

To a solulion of diisopropylamine (3.1 ml, 22.2 mmol) in THF (40 ml) at
-78°C was added butyllithium (14.4 ml, 1.6 M, 23 mmol) slowly. The mixture
was stimed at 0°C for 25 min and subsequently cooled down to -78°C. Methyi
acetate (1.76 ml, 22.2 mmol) in THF (7 ml) was added. After Stirring for 20
min, chiorotitaniumtriisopropoxide (11 ml, 46.2 mmol) in THF (10 ml) was
added and the resulting mixture was stimed at —78°C for 20 min. (S)-2-
Methyl-propane-2-sulfinic acid ((3S)-1,3-dimethyl-pentylidene)-amide (1.9 g,
8.9 mmol) in THF (10 ml) was added. The mixture was slirred at —78°C
ovemight. The reaction was quenched by NH,Cl solution (50 ml). The
mixiure was fillered. The filtrate was extracted by EtOAc (3x70 mi). Stripped
EtOAc. The residue was purified by a silica gel column (Hexane/EtOAc 1:1)
to give the tilled compound (1.61 g, 62%) as a colorless oil. "H NMR (CDCly) &
3.64 (s, 3H), 2.60 (m, 2H), 1.47 (m, 2H), 1.44 (m, 1H), 1.36(s, 3H), 1.27 (m,
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2H), 1.19 (s, 9H), 0.90 (d, J=6.4 Hz, 3H), 0.81 (1, J=7.8 Hz, 3H); MS (APCI)
(M+1)* 282.2.

(3S,55)-3-Amino-3,5-dimethyl-heptanoic acid

A mixture of (35,55)-3,5~dimethyl-3-((S)-2-methyl-propane-2-
sulfinylamino)-hepianoic acid methyl ester (0.4 g, 1.37 mmol) and
concentrated hydrochloric acid (7.6m!) in acetone (10 mi) was refluxed for 3 h.
The solvents were stripped under reduced pressure. The residue was
dissolved in water (10 ml) and extracted by EtOAc (2x15 ml). The aqueous
phase was evaporated io dryness. The residue was dissolved in a mixture of
water (10 ml) and triethylamine (0.5 ml). The mixture was stirred at 40°C for
20 min and then was evaporated to dryness. The residue was washed
thoroughly with acetonitrile, filtered, and dried under vacuum to give the final
product, (35,5S)-3-Amino-3,5-dimethyl-heptanoic acid (0.182 g, 77%) as a
white solid. m.p. 215-217°C. 'H NMR (CDCl;) 54.85 (s, 3H), 2.38 (m, 2H),
1.75 (m, 1H), 1.39 (m, 4H), 1.35(s, 3H), 0.98 (d, J=6.6 Hz, 3H), 0.80 (1, J=7.5
Hz, 3H); MS (APCI) (M+1)* 174.1,

Using the above methodology the following compounds were atso
made.

Compound Name MS, 'H NMR, 400 MHz, 5, PPM,
APCT* CDsOD
[@BR,65)3-Amn0-3,5- | 174 (M+1) | 4.84 (s, 3H), 2.38 (m, 2H), 1.58
dimethyk-heptanoic (m, 1H), 1.37 (m, 4H), 1.34(s, 3H),
acid 0.98 (d, J=6.3 Hz, 3H), 0.91 t,
J=7.4 Hz, 3H)
(3S,5R)3-Amino-3,5- | 174 (M+1) | 4.84 (s, 3H), 2.38 (m, 2H), 1.58
dimethyl-heptanoic {m, 1H), 1.87 (m, 4H), 1.34(s, 3H),
acid 0.98 (d, J=6.3 Hz, 3H), 0.91 {1,
J=7.4 Hz, 3H)
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Compound Name MS, 'H NMR, 400 MHz, 5, PPM,
APCI* CDy0D

(3R)-3-Amino-3,5- 188 (M+1) | 4.84 (s, 3H), 2.39 (m, 2 H) 1.72

dimethyl- octanoic acid (m, 1H) 1.59 (s, 3H) 1.38 (m, 6 H)
0.98 (d, J = 6.1Hz, 3H), 0.91 (m,
3H)

(3R, 4R/S)-3-Amino-4- | 160 (M+1) [ 0.98 (m, 6 H) 120 (m, 1H) 1.32

methyl-heptanoic acid (m,1H)1.43(m,2H) 1.78 (m, 1
H), 2.32 (m, 1 H) 2.47 (m, 1 H)
3.30(m, 1 H)

(3S.6R)-3-Amino-8- | 256 (M+1) | 0.87 (m, 2H) 0.88 (dd, J=15.86,

cyciohexyl-6-methyi- 6.10 Hz, 3 H) 1.20 (m, 11 H) 1.39

octanoic acid (m, 4 H) 1.69 {m, 6 H) 2.53 {dd,
J=17.32, 8.05 Hz, 1 H) 2.69 (m, 1
H) 3.44 (ddd, J=14.70, 6.89, 4.76
Hz, 1 H)

Example 4

(3R)-(3,7-Dimethyl-oct-8-enyl)-cyclohexane

A flask was charged with 100 ml dry THF and cooled to 0°C. To this
flask was added 103 mL (205 mmol) 2 M cyclohexylmagnesium chloride in
diethylether. Then 2.30 g (17 mmol) copper (ll) chioride was taken up in 60
mL THF and added as a slurry to the Grignard reagent. To this mixture was

added 0.73 g (17.1 mmol) lithium chloride, and the mixture was stirred at 0°C
for 30 min. Then 13.5 mL (88.4 mmol) of (S)-citronellyl bromide was added,

and the mixture was stirred 2 h at 0°C. The reaction mixiure was allowed to

warm to room temperature and stirred overnight. The reaction was quenched

by the addition of sat. aq. NH,Cl until bubbling ceased. The THF was
removed under reduced pressure. The residue was taken up in water and
extracted with diethyl ether. The combined ether layers were dried over
MgS0O4. The drying agent was removed by filtration. The solvent was
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removed under reduced pressure to yield 11.48 g (76%) of a clear oll. The
crude long-chain alkyl was not readily characterized, and was carried on

without further purification.

3-((R)-5-Cyclohexyl-3-methyl-pentyl)-2,2-dimethyl-oxirane

A flask was charged with 11.48 g {51.6 mmol) of crude (3R)-{3,7-
Dimethyl-oct-6-enyl)-cyclohexane, 100 mL of dichloromethane, and 9.33 g
(111 mmol) of sodium bicarbonate. The mixture was cooled in a 0°C bath.
Slowly 11.6 mL (55.2 mmol) 32% peracetic acid was added. The mixture was
stirred for 4 h at 0°C. Then 10% aqueous sodium sulfite was added slowly
until bubbling ceased. The layers were separated, and the organic layer was
washed twice with 10 % aqueous sodium sulfite and dried over magnesium
sulfate. The drying agent was removed by filtration, and the solvent was
removed under reduced pressure. The remaining residue was 10.65 g (87%)
of a clear oil. 'H NMR (400 MHz, CDCL) ppm 0.86 {m, 5 H) 1.00 (d, /~6.59
Hz, 2 H) 1.14 (m, 7 H) 1.25 (s, 3 H) 1.29 (s, 3 H) 1.35 (m, 2 H) 1.50 {m, 3 H)
1.65 {m, 5 H) 2.68 (id, J=6.16, 1.83 Hz, 1 H). MS (APCI) m+1/z =239.

(R)-8-Cyclohexyl-4-methyl-hexanal

A flask was charged with 10.65 g (44.7 mmol) of 3-((R)-5-cyclohexyl-3-
methyl-pentyl)-2,2-dimethyl-oxirane, 70 mL of acetone, 12.3 g (63.6 mmol) of
potassium periodate, 70 mL of water, and 0.765 g (4 mmol) of tosic acid-
monohydrate. The mixture was stirred for 46 h. The acelone was removed
under reduced pressure, and the mixture was diluted with water. The
aqueous layer was extracted with hexanes and dried with sodium sutfate.
The drying agent was fillered off and solvent was removed under reduced
pressure to get 7.12 g (81%) of a clear oil. 'H NMR (400 MHz, CDCls) ppm
0.87 (m, 5 H) 1.13 (m, 3 H) 1.26 (m, 5 H) 1.66 (m, 8 H) 2.40 (m, 2 H) 8.76 (s,
1 H). MS (APCI) m+1/z is inconclusive.
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(R)-6-Cyclohexyl-4-methyl-hexanoic acid

A flask was charged with 7.12 g (36.3 mmol) of (R)-6-cyclohexyl-4-
methyl-hexanal, 40 mL water, 20 mL acetone, 4 mL acetic acid, and6.18 g
(39.9 mmol) potassium permanganate. The mixture was stirred vigorously
ovemight. The mixiure was then treated with sat. aqueous sodium bisulfile
until the liquid became clear. The liquid was extracted with hexanes. The
combined hexane layers were washed with sat. aqueous sodium bisulfite until
the hexane layer was clear. The hexane phases were dried with magnesium
sulfate. The drying agent was filtered off and the solvent was removed under
reduced pressure, which yielded 4.17 g (54%) of a clear oil. 'H NMR {400

MHz, CDCls) ppm 0.88 (m, 5H), 1.13 (m, 3 H) 1.25 (m, 5 H) 1.66 (m, 8 H) 2.40

(m, 2 H). MS (APCI) ms+1/z =211.

(4R,5S)-3-((R)-6-Cyclohexyi-4-methyl-hexanoyl)}-4-methyl-5-phenyl-
oxazolidin-2-one

A flask was charged with 4.17 g (19.6 mmol) of {R)-6-cyclohexyl-4-
methy-hexanoic acid, 40 mL of THF, and 8.56 mL (61.4 mmol) of
iriethylamine. The mixiure was cooled in & 0°C bath, and 2.41 mi. (19.6
mmol) pivaloyl chloride was added. The mixture was stirred for 1 h at 0°C.
Then 2.79 g (16.4 mmol) of (4R,5S)-4-methyl-5-phenyl-2-oxazolidinone and
0.823 g (19.6 mmol) of lithium chloride were added as solids. The mixture
was allowed to warm to room temperature and stimed ovemight. The
resulting solids were filtered off. The solvent was stripped, and the residue
was purified by column chromatography (eluent: 4:1 hexanes/ ethyl acetate)
1o give 6.09 g (quant.) of a clear oil. 'H NMR (400 MHz, CDCls) & ppm 0.89
(m, 8 H) 1.16 (m, 6 H) 1.68 (m, 9 H) 2.87 (m, 1 H) 2.89 (m, 1 H) 4.76 (qd,
J=6.83, 6.59 Hz, 1 H) 5.66 (d, +/=7.32 Hz, 1 H) 7.30{m, 2 H) 7.40 {m, 3 H),
MS (APCI) m+1/z =372,
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(5R,3S)-7-Cyclohexyl-5-methyl-3-{(4R,5R)-4-methyt-2-oxo-5-phenyl-
oxazolidine-3-carbonyi)-heptanoic acid tert-butyl ester

A dry flask was charged with 80 mL of THF, 2.87 mL (20.5 mmol) of
dilsopropyl amine, and the resulting solution was cooled in a ~78°C bath. To
this solution was added 13.3 mL (19.7 mmol) of 1.48 M n-butyl lithium
solution. The mixture was allowed to warm to 0°C and was stimed for 30 min.
at this temperature. The LDA solution was cooled again to -78°C, and 6.10 g
(16.4 mmol) of (4R,55)-3-((R)-6-cyclohexyl-4-methyl-hexanoyl)-4-methyl-5-
phenyl-oxazolidin-2-one was added dropwise as a solution in 35 mL of THF.
The mixture was stirred for 45 min. at —~78°C, and was then allowed to warm
slowly to —20°C over 2.5 h. The reaction mixture was quenched by the
addition of sat. aq. ammonium chloride. The solvent was removed under
reduced pressure, and the residue was partitioned between diethyl ether and
water. The ether layer was collected and washed successively with sat. ag
ammonium chloride solution and sat. aq. sodium bicarbonate sohution. The
ether layer was dried with magnesium sulfate. The solvent was removed
under reduced pressure, and the residue was purified by column
chromatography (efuent 10:1 hexanes: ethy! acetate). This gave 4.13 g (52%)
of a white solid. 'H NMR (400 MHz, CDCl3) & ppm 0.88 (m, 8 H) 1.14 (m, 8 H)
1.39 (m, 12 H) 1.67 (m, 6 H) 2.41 (dd, J=16.47, 5.00 Hz, 1 H) 2.70 (dd,
J=16.47, 9.64 Hz, 1 H) 4.31 (m, J=9.58, 7.289, 7.28, 5.12 Hz, 1 H) 4.75 (qd,
J=6.75, 6.59 Hz, 1 H) 5.64 (d, J=7.08 Hz, 1 H) 7.31 (m, 2 H) 7.38 (m, 3 H),
MS (APCI) m+1/z = 430 (loss of t-Bu group).

(S)-2-((R)-4-Cyclohexyl-2-methyk-butyl)-succinic acid 4-terl-butyl ester

A flask was charged with 4.13 g (8.50 mmol) of (5R,3S)-7-cyclohexyl-5-
methyl-3-{(4R,5R)4-methyl-2-0xo-5-phenyl-oxazolidine-3-carbonyi)-heptanoic
acid teri-butyl ester, 100 mL of THF, 25 mL of water, and the resulting mixture
was cooled in a 0°C bath. To this solution was added 0.57 g (13.6 mmol) of
lithium hydroxide monchydrate and 3.48 mL (34 mmol) of 30% hydrogen
peroxide. The mixture was stimed 2.5 h. The reaction was quenched by the

addition of 4.29 g (34 mmol) of sodium sulfite in 26 mL water. The mbdure
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was allowed to warm to room temperature and stirred ovemight. The THF
was removed under reduced pressure and the remaining material was further
diluted with water. The waier layer was made acidic by the slow addition of
conc. HCl aq. The aqueous layer was exiracied with dichloromethane. The
organic layers were dried with magnesium sulfate. The resulting oil was
purified by column chromatography (eluent 3:1 hexanes: ethyl acetate). This
gave 2.19 g (79%) of a clear ofl. 'H NMR (400 MHz, CDCk) & ppm 0.88 (m, 5
H) 1.17 (m, 10 H) 1.43 (s, 10 H) 1.68 (m, 7 H) 2.35 (dd, /416.35, 5.37 Hz, 1

H) 2.60 (m, 1 H) 2.87 (m, J/=9.09, 9.09, 5.61, 5.49 Hz, 1 H). MS (APCI) m+1/z
is inconclusive.

(3S,5R)-3-Amino-7-cyclohexyl-5-methyl-heptanoic acid methyl ester

A flask was charged with 2.19 g (6.71 mmol) of (S)-2-((R)-4-cyclohexyl-
2-methyl-butyl)-succinic acid 4-teri-buty! ester, 40 mL of toluene, 0.935 mL
(6.71 mmol) of triethylamine, and 1.45 mL (6.71 mmol) of
diphenylphosphorylazide. The mixture was stirred for 15 min. at room
temperature and then heated to 110°C and stirred for 6 h. The toluene was
removed under reduced pressure, and the residue was taken up in diethyl
ether. The ether layer was washed with 3M HCI aq., water, and brine. The
ether was removed under reduced pressure, and the crude isocyanate was
taken up in 3 M HCI aq. and heated at reflux for 8 h. The water was removed
under reduced pressure, and the residue was triturated with ether. This
provided 1.45 g of an impure white solid. A portion of the white solid was
dissolved in methanol, and HCI gas was bubbled through for 15 minutes. The
acidic solution was stirred 2 hours. The methanol was removed under
reduced pressure, and the crude ester was purified by column
-chromatography (4:1 dichioromethane: methanol). This gave 0.356 g of the
pure ester. 'H NMR (400 MHz, CDCls) 5 ppm 0.85 (m, 2 H) 0.88 (d, J= 8.00
Mz, 3 H) 1.15 (m, 6 H) 1.26 (m, 1 H) 1.36 (ddd, +=13.73, 9.21, 4.64 Hz, 1 H)
1.51 (m, 1 H) 1.65 (m, 7 H) 2.28 (dd, /=15.86, 8.78 Hz, 1 H) 2.43 (dd, J= 16.0,
4.00 Hz, 1 H) 3.28 (m, J=8.97, 8.97, 4.39, 4.27 Hz, 1 H) 3.69 (5, 3 H). MS

(APCI) m+1/z = 256.
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(3S,5R)-3-Amino-7-cyclohexyl-5-methyl-heptanoic acid

A flask was charged with 0.356 g of (3S,5R)-3-amino-7-cyclohexyl-5-
methyl-heptanoic acid methyl ester and 20 mL of 3 M HCI, and the mixture
was heated at reflux ovemight. The mixture was cooled to room temperature
and the solvent was removed under reduced pressure. This provided 0.340 g
(88%) of a white solid HCI salt. *H NMR (400 MHz, CDsOD) & ppm 0.87 (s,
2H) 0.95 (d, J/=6.34 Hz, 3H) 1.21 (m, 6 H) 1.35 (m, 1 H) 1.43 (ddd, J=13.85,
8.24, 5.98 Hz, 1 H) 1.55 (ddd, J=12.81, 6.34, 6.22 Hz, 1 H) 1.64 (dd, /~8.30,
5.37 Hz, 2 H) 1.71 (m, 5 H) 2.57 (dd, J=17.45, 7.44 Hz, 1 H) 2.70 {m, 1H4) 3.59
(m, J=7.72, 7.72,5.73, 5.43 Hz, 1 H). MS (APCI) m+1/z = 242,

Example 5
(4R,55)-3-[3-(2,4-Difluoro-phenyl)-propionyl}-4-methyl-5-phenyl-oxazolidin-2-
one

A flask was charged with 29.5 g (158 mmol) of 3-(2,4-difluoro-phenyi)-
propionic acid, 700 mL of THF, and 82.8 mi. of triethylamine. The mixture
was cooled 1o 0°C and 23.4 mL of trimethyl acetyl chloride was added slowly.
The mixiure was stirred cold for 1 h. Then 8.06 g (190 mmol) of LiCl and
28.1 g of (4S,5R)-4-methy}-5-phenyl-oxazolidin-2-one was added. The
mixture was allowed to warm room temperature and stirred ovemnight. The
solids were filtered off, and the solvent was removed under reduced pressure.
The residue was taken up in diethyl ether and washed with sat. aq.
ammonium chloride, sat. ag. sodium bicarbonate, and the solvent was
removed under reduced pressure. The crude residue was purified by column
chromatography (3:1 dichloromethane/ hexanes efuent) to give 54 g (99%) of

the titled compound.

(4R,5S)H(S)-2-(2,4-Difluoro-benzyl)-butyryl]-4-methyl-5-phenyl-oxazolidin-2-
one
A flask was charged with 54 g (156 mmol) of (4R,5S)-3-{3-(2,4-difluoro-

phenyl)-propionyl}-4-methyl-5-phenyl-oxazolidin-2-one and 300 mL of dry
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THF, and the solution was cooled to —78°C. To this solution was added 172
mL (172 mmol) of 1 M NaHMDS in THF, and the mixture was stirred coid for

1 h. Then 30.6 g (172 mmol) of ethy! triflate was added dropwise to the
enolate solution, and the reaction mixture was warmed to —40 to —30°C and
stirred for 1.5 h. The reaction mixture was quenched by the addition of
aqueous brine. The THF was removed under reduced pressure and the
residue was pariitioned between EtOAc and water. The organics were
collected, and EtOAc was removed under reduced pressure. The resutting
crude oil was purified by column chromatography (3:1 hexanes/ EIOAc eluent)
to get 29.5 g of an impure oil that was used without further purification.

(S)-2-(2,4-Difluoro-benzyl)-butan-1-ol

A flask was charged with 29.5 g (~78.6 mmol) of (4R,5S)-[(S)-2-(2,4-
difluoro-benzyl)-butyryl}-4-methyl-5-phenyl-oxazolidin-2-one and 200 ml. dry
‘THF, and the solution was cooled to 0°C. In a separate flask, 11.9 g (314
mmol) of sodium borohydride was taken up in 70 mL water and added
dropwise over 15 minutes to the imide solution. The mixture was allowed to
wam to room temperature and stired ovemight. The reaction mixture was
quenched with conc. HCI until pH = 3 (keeping the reaction mixture
temperature < 20°C). THF was removed under reduced pressure, and the
residue was taken up in hexanes. The hexane layer was washed with sat. aq.
sodium bicarbonate. The hexane layer was removed under reduced
pressure, and the residue was purified by column chromatography ( 8:1
Hexanes/ EtOAc) which gave 7.2 g (46%) of (S)-2-(2,4-difluoro-benzyl)-butan-
1-0l as a clear oil.

(2S)-Methanasulfonic acid 2-(2, 4-difluoro-benzyl)-butyl aster
A flask was charged with 7.2 g (36 mmol) of (S)-2-(2,4-difluoro-benzyl)-

butan-1-ol and 30 mL of dichioromethane, and the solution was cooled to 0°C.

To this solution was added 7.53 mL (54 mmol) of triethylamine, and the
mixiure was stirred cold for § min. Then 3.1 mL (39.6 mmol) of methane

sulfonyl chioride was added dropwise. The reaction mixture was stirmed at
—108—
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room temperature for 16 h. The dichloromethane was removed under
reduced pressure, end the residue was partitioned between 1 N HCl aq. and
diethyl ether. The ether layer was collected and washed with sat. ag. sodium
bicarbonate, water, and brine. The ether layer was dried over sodium sulfate,
fitered, and the ether was removed under reduced pressure. This procedure
gave 9.54 g (95%) of (2S)-methanesulionic acid 2-{2,4-difluoro-benzyl)-butyl
ester as an orange oil. This material was used without further punification.

(S)-2,4-Difluoro-1-(2-iodomethyl-butyl)-benzene

A flask was charge with 8.54 g (34.3 mmol) of (25)-methanesulfonic
acid 2-{2,4-difluoro-benzyi)-butyi ester, 10.3 g (68.6 mmol) of sodium iodide,
and 60 mL of acetone. The solution was heated at reflux for 30 h. The
acetone was removed under reduced pressure. The residue was partitioned
between water and hexames. The organic layer was collected and washed
with sodium bisuffite solution and brine. The hexane was removed under
reduced pressure, and the crude oil was purified by column chromatography
(hexanes eluent). This procedure gave 9.7 g (91%) of (S)-2,4-difluoro-1-(2-
iodomethyl-butyl)-benzene as a clear oil.

2-tert-Butyl-5-[2-(2,4-diflucro-benzyl)-butyl]-3-methyl-4-oxo-tetrahydro-
pyrimidine-1-carboxylic acid methyl ester

A flask was charged with 1.35 mL (9.64 mmol) diisopropyl amine and
15 mL dry THF. The solution was cooled to —78°C and 6.0 mi. (9.64 mmol)
1.6 M n-butyl lithium solution in hexanes was added. The mixture was
warmed 10 0°C and stimed for 30 minutes. The mixture was cooled again to
-78°C and 2.0 g (8.76 mmol) of (2S)-2-tert-butyl-3-methyl-4-oxo-tetrahydro-
pyrimidine-1-carboxylic acid methyl ester was added as a solution in 10 mL of
THF. This mixture was warmed to 0°C and stirred for 1 h. The anion solution
was cooled again 10 ~78°C and 2.99 g (9.64 mmol) of (S)-2,4-difluoro-1-(2-
jodomethyl-butyl)-benzene was added as a solution in THF. The mixture was
stirred at-78°C for 4 h. The reaction mixture was warmed to -21°C and

stimed at that temperature for 5 days. The reaction mixture was quenched
] G
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with sat. ag. ammonium chioride solution. The crude reaction mixture was
extracted with diethyl ether. The ether was removed under reduced pressure,
and the crude residue was purified by column chromatography {8:1 hexanes/
EtOAc eluent) which gave 1.67 g (46%) of 2-tert-butyl-5-[2-(2,4-difluoro-
benzyl)-butyl]-3-methyl-4-oxo-tetrahydro-pyrimidine-1-casboxylic acid methyl
ester as a white solid.

(2R,4R)-2-Aminomethyi-4-(2 4-difluoro-benzyt)-hexanolc acid

A flask was charged with 0.5 g (1.2 mmol) of 2-tert-butyl-5-{22,4-
difiuoro-benzyl)-butyl}-3-methyl-4-oxo-tetrahydro-pyrimidine- 1 -carboxylic acid
methyl ester, 20 mL dioxane, and 20 mL of conc. HCI solution. The mixture
was stimed and heated at 110°C for 4 days. The solvents were removed
under reduced pressure. The residue was taken up in 20 mL water and 4
drops of conc. HCI solution. The aqueous layer was washed with
dichloromethane. The aqueous layer was collected and the water was
removed under reduced pressure. The residue was treated with 2 mL of
triethylamine, and the excess triethylamine was removed under reduced
pressure. The remaining solid was purified by column chromatography
(1:8:27 NH,OH, MeOH, dichloromethane eluent). The resulting white solid
was washed with acetonitrile and dried under vacuum. This gave 80 mg
(24%) of (2R,4R)-2-aminomethyl-4-(2,4-difluoro-benzyf)-hexanoic acid as a
white solid,

it should be noted that, as used in this specification and the appended
claims, singular articles such as “a,” “an,” and “the,” may refer to a single
object or to a plurality of objects unless the context clearly indicates
otherwise. Thus, for example, reference to a composition containing “a
compound” may include & single compound or two or more compounds.

It is to be understood that the above description is intended to be
illustrative and not restrictive. Many embodiments will be apparent to those of
skill in the art upon reading the above description. The scope of the invention
should, therefore, be determined not with reference 1o the above description,
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but should instead be determined with reference to the appended claims,
along with the full scope of equivalents to which such claims are entitied.
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CLAIMS

WHAT IS CLAIMED IS:

1. A compound of formuia [

or a phamaceutically accepiable sal thereof, wherein

R, is a hydrogen atom or (C4+-Cg)alkyl optionally substituted with from
one 1o five fiucrine atoms;

Rz is a hydrogen atom or (C1-Ce)alky! optionally substituted with from
one to five fluorine atoms; or

R and Ra, together with the carbon to which they are attached, form a
three- to six-membered cycioalkyl ring;

Ra is a hydrogen atom, (C+-Cs)alkyl, (Cs-Celcycloalkyl, (Cs-

cﬁ)cycmlkyl'(c“'ca)alkyl- phenyll phenyl'(ci'ca)alkylv pyndyl, or pyndyl'(c‘l'
C,)alkyl, wherein the alkyl and cycloalkyl moieties or substituents are

opiionally substituted with from one to five fluorine atoms, and the phenyl and
pyridyl substituents and the phenyl and pyridyl moieties of the phenyl-(C,-
Cs)alkyl and the pyridyl-(C1-Cs)alkyl substituents are optionally substituted
with from one to five substituents independently selected from chiloro, fluoro,
amino, nitro, cyano, hydroxy, (C-Cs)alkylamino, {C4-Cs)alkyl optionally
substituted with from one to three fluorine atoms, and (C,-Cs)alkoxy optionally
substituted with from one to three fluorine atoms;

Ry is a hydrogen atom or (C4-Cg)alkyl optionaily substituted with from
one 1o five fluorine atoms;

Rs is a hydrogen atom or (C1-Cg)alkyl optionally substituted with from
one fo five fluorine atoms;

—112—
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R; and R;s, together with the carbon to which they are attached, form a
three- to six-membered cycloalkyl ring; and

Rg ks @ hydrogen atom or (C+-Ce)alkyl;

with the proviso that Ry, Rz, R, Rs, Rs, and Rg are not simultaneously

hydrogen atoms.

2. Acompound of Claim 1 having a structure represented by formula II

R,
HzN Rs

R
HO !

[
or a pharmaceulically accepiable salt thereof, wherein Ry, R3, and R¢ are
defined as in Claim 1 with the proviso that R, is not a hydrogen atom,

3. A compound of Ciaim 1 having a structure represented by formula Iil

CHs
HzN R;

Ry
HO,

or a pharmacsuticaily acceptable sah thereof, wherein R, and Rs are defined
as in Claim 1 with the proviso that R, and Rs are not hydrogen atoms.

4. A compound of Claim 3 having a structure represented by formula IV

A
¢
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or a pharmaceutically acceptable salt thereof, wherein Rs is defined as in
Claim 1 with the proviso that Rs is not a hydrogen atom.

5. A compound of Claim 1 having a structure represented by formula V

H Re~__-Ps Ay
R; Rp
H,N

Vv

or a phamaceutically acceptable salt thereof, wherein Ry, Rz, Rs, Rs, and Rs
are defined as in Claim 1 with the proviso that R,, Rz, Rs, R, and Rs are not

simultaneously hydrogen atoms.

6. A compound of Claim 1 having a structure represented by formuia V1

HoN

HO ::
Ry
vi

or a pharmaceutically acceptable salt thereof, wherein Rs, R4, and Rg are
defined as in Claim 1 with the proviso that Rs, R4, and Rs are not
simultaneously hydrogen atoms.

7. A phamaceutical composition comprising a therapeutically effective
amount of a compound of Claim 1, or a pharmaceutically acceptable sait
thereof, and a pharmaceutically acceptable carrier.

8. A method of treating a disorder or condition in a mammal, including a
human, the disorder or condition selected from:
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epilepsy, faininess attacks, fibromyalgia, hypokinesia, cranial
disorders, hot flashes, and essential tremor;

chemical dependencies and addictions to alcohol, amphetamines or
amphetamine-like substances, caffeine, cannabis, cocaine, heroin,
hallucinogens, tobacco, inhalants and aerosol propeliants, nicotine, opioids,
phenylglycidine derivatives, sedatives, hypnotics, benzodiazepines and other
anxiolytics;

withdrawal symptoms associated with the dependencies, addictions, or
addictive behaviors, including gambiling; and

migraine, spasticity, muscle spasticity, hypotonia with paralysis,
anthritis, irritable bowel syndrome, chronic pain, acute pain, neuropathic pain,
post herpetic neuralgia, lower back pain, surgical pain, vascular headache,
sinus headache, chronic headache, inflammatory disorders, rheumatoid
arthiitis, osteoarthriis, psoriasis, disease modification of osteoarthritis
disease, diuresis, premenstrual syndrome, premenstrual dysphoric disorder,
tinnitus, and gastric damage;

the method comprising administering to a mammal in need of such
treatment a therapeutically effective amount of a compound of Claim 1 ora
phamacsutically acceptable salt thereof.

9. A method of trealing a disorder or condition in a mammal, including a
human, the disarder or condltion selected from:

delirium, dementia, and amnestic or other cognitive or
neurodegenerative disorders, including Parkinson's disease, Huntington's
disease, Alzheimer’s disease, senile dementia, dementia of the Alzheimer's
type, memory disorder, vascular dementia, and other dementias, including
dementia due to HIV disease, head trauma, Parkinson's disease, Huntington's
diseass, Pick's disease, Creutzfeldt-Jakob disease, or due to muttiple
aetiologies;

movement disorders including akinesias, dyskinesias, including familal
paroxysmal dyskinesias, spasticities, Tourette's syndrome, Scott syndrome,
PALSYS and akinetic-rigid syndrome;
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extra-pyramidal movement disorders including medication-induced
movement disorders, including neuroleptic-induced Parkinsonism, neuroleptic
malignant syndrome, neuroleptic-induced acute dystonia, neuroleptic-induced
acute akathisia, neuroleptic-induced tardive dyskinesia and medication-
induced postural tremour;

Down's syndrome;

demyelinating diseases including multiple sclerosis and amylolateral
sclerosis, peripheral neuropathy, including diabetic and chemotherapy-
induced-neuropathy, or postherpetic neuralgia, trigeminal neuralgia,
segmental or intercostal neuralgia and other neuralgias; and

cerebral vascular disorders due to acute or chronic cerebrovascular
damage including cerebral infarction, subarachnoid haemorrhage or cerebral
oedema;

the method comprising administering to the mammal in need of such
treatment a therapeutically effective amount of a compound of Claim 1 or a

phamaceutically acceptable salt thereof.

10. A method of treating a disorder or condition in a mammal, including a
human, the disorder or condition selected from sleep disorders, insomnia,
drug-associated sleeplessness, REM sleep disorders, hypersomnia,
narcolepsy, sleep-wake cycle disorders, sieep apnea syndromes,
parasomnias, restless leg syndrome, jet lag, periodic limb movement disorder,
altered sieep architecture, or sieep disorders associated with shift work and
irregular work hours, the method comprising administering io the mammal in
need of such ireatment a therapeutically effective amount of a compound of
Claim 1 or a pharmaceutically accepiable salt thereof.

11. A method of ireating a disorder or condition in a mammal, including a
human, the disorder or condition selected from:
mood disorders, including depression or depressive disorders,
including single episodic or recurrent major depressive disorders, dysthymic
disorders, depressive neurosis and neurotic depression, melancholic
—116—
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depression, Including anorexia, weight loss, insomnia, early moming waking
and psychomotor relardation, atypical depression or reactive depression,
including increased appetite, hypersomnia, psychomotor agitation or
imtability, seasonal affective disorder and pediatric depression;

bipolar disorders or manic depression, including bipolar | disorder,
bipolar |l disorder and cyciothymic disorder;

conduct disorder and disruptive behavior disorder;

anxiety disorders, including panic disorder with or without agoraphobia,
agoraphobia without history of panic disorder, specific phobias, including
specific animal phoblas, social anxiety, socia} phobia, obsessive-compulsive
disorder, stress disorders, including post-traumatic stress disorder and acute
stress disorder, and generalized anxiety disorders;

borderline personality disorder;

schizophrenia and other psychotic disorders, including
schizophreniform disorders, schizoaffective disarders, delusionatl disorders,
brief psychotic disorders, shared psychotic disorders, psychotic disorders with
delusions or hallucinations, psychotic episodes of anxiety, anxiety associated
with psychosis, psychotic mood disorders including severe major depressive
disorder;

mood disorders associated with psychotic disorders including acute
mania and depression associated with bipolar disorder, mood disorders
associated with schizophrenia; and

behavioral disturbancas associated with memtal retardation, autistic
disorder, and conduct disorder;

the method comprising administering to the mammal in need of such
treatment a therapeutically effective amount of a compound of Claim 1 ora
phamaceutically acceptable salt thereof.

12. A compound selected from the following compounds and their
phamaceutically acceptable salts:
3-Amino-4,5-dimethyl-hexanoic acid;
3-Amino-4,5-dimethyl-heptanoic acid;
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3-Amino-4,5-dimethyl-octanoic acid;
3-Amino-4,5-dimethyl-nonanoic acid;
3-Amino-4,5-dimethyi-decanoic acid;
3-Amino-4-ethyl-5-methyl-heptanoic acid;
3-Amino-4-ethyl-5-methyl-octanoic acid;
3-Amino-4-ethyl-5-methyl-nonanoic acid;
3-Amino-4-ethyl-5,6~dimethyl-heptanoic acid;
3-Amino-4-ethyl-5,7-dimethyl-octanoic acid;
3-Amino-4-ethyt-5,8-dimethyl-nonanoic acld;
3-Amino-5-ethyl-4-methyl-octanoic acid;
3-Amino-5-ethyl-4-methyl-nonanoic acid;
3-Amino-4,5-digthyl-heptanoic acid;
3-Amino-4,5-diethyl-octanoic acid,
3-Amino-4,5-diethyl-nonanoic acid;
3-Amino-5-ethyl-4,7-dimethyl-octanoic acid;
3-Amino-5-ethyl-4,8-dimethyl-nonanoic acid;
3-Amino-4,5-diethyl-6-methyl-heptancic acid;
3-Amino-4,5-diethyl-7-methyl-octanoic acid;
3-Amino-4,5-diethyl-8-methyl-nonanoic acid;
3-Amino-4,5,6-trimethyl-heptanoic acid;
3-Amino-4,5,7-trimethyl-octanoic acid;
3-Amino-4,5,8-trimethyl-nonanoic acid;
3-Amino-4-ethyl-5-methyl-hexanoic acid;
3-Amino-5-ethyl-4-methyl-octanoic acid;
3-Amino-5-ethyl-4-methyl-heptanoic acid;
3-Amino-4-methyl-5-propyl-octanoic acid;
3-Amino-4-methyl-6-ethyl-octanoic acid;
3-Amino-4-methyl-6-ethyi-nonanoic acid;
3-Amino-4,6-disthyl-octanoic acid;
3-Amino-4,8-diethyl-nonanoic acid;
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3-Amino-6-cyclopentyl-4,5-dimethyl-hexanoic acid;
3-Amino-7-cyclopentyi-4,5-dimethyl-heptanoic acid;
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3-Amino-5-ethyl-4,6-dimethyl-heptanoic acid;
3-Amino-5-ethyl-4,7-dimethyl-octanocic acid;
3-Amino-5-ethyl-4,8-dimethyl-nonanoic acid;
(3R,4R)-3-Amino-4,5-dimethyl-hexanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-heptanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-octanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-nonanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-decanoic acid;
3-Amino-5-cyclopropyl-4-ethyl-hexanoic acid,;
3-Amino-6-cyclopropyi-4-ethyl-5-methyi-hexanoic acid;
3-Amino-5-cyciobutyl-4-ethyl-hexancic acid;
3-Amino-8-cyclobutyl-4-ethyl-5-methyl-hexanoic acid;
3-Amino-5-cyclopentyl-4-methyl-hexanoic acid;
3-Amino-6-cyclopentyl-4-ethyl-5-methyl-hexanoic acid;
3-Amino-5-cyclohexyl-4-ethyl-hexanoic acid;
3-Amino-6-cyclohexyl-4-ethyl-5-methyl-hexanoic acid;
3-Amino-5-Cyclopropyl-4-methyl-hexanoic acid;
3-Amino-6-cyclopropyl-4,5-dimethyl-hexanoic acid;
3-Amino-5-cyclobutyl-4-methyl-hexanoic acid;
3-Amino-6-cyclobutyl-4,5-dimethyl-hexanoic acid;
3-Amino-5-cyciopentyl-4-methyl-hexanoic acid;
3-Amino-6-cyclopentyl-4,5-dimethyl-hexanoic acid;
3-Amino-5-cyclohexyl-4-methyl-hexanoic acid;
3-Amino-6-cyclohexyl-4,5-dimethyk-hexanoic acid;
3-Amino-8-cyclohexyl-4,5-dimethyl-octanoic acid;
3-Amino-8-cyclohexyl-4,5-dimethyl-octanoic acid;
3-Amino-4,8-dimethyl-heptanoic acid;
3-Amino-4,6-dimethyl-octanoic acid;
3-Amino-4,6-dimethyl-nonanoic acid;
3-Amino-4,6-dimethyl-decanoic acid;
3-Amino-4,6,7-trimethyl-octanoic acid;

3-Amino-4,6,8-trimethyl-nonanoic acid;
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3-Amino-4,6,9-trimethyl-decanoic acid;
3-Amino-6-cyclopropyl-4-methyl-heptanoic acid;
3-Amino-6-cyclobutyl-4-methyl-heptanoic acid;
3-Amino-6-cyclopentyl-4-methyl-heplanoic acid;
3-Amino-6-cyclohexyl-4-methyl-heptanoic acid;
3-Amino-7-cyclopropyl-4,6-dimethyl-heptanoic acid;
3-Amino-7-cyciobutyi-4,6-dimethyl-heptanoic acid;
3-Amino-7-cyclopentyl-4,6-dimethyl-heptanoic acid;
3-Amino-7-cyclohexyl-4,6-dimethyl-heptanoic acid;
3-Amino-8-cyclopropyH4,6-dimethyt-octanoic acid,
3-Amino-8-cyclobutyl-4,6-dimethyl-octanoic acid;
3-Amino-8-cyclopentyl-4,6-dimethyl-octanoic acid;
3-Amino-8-cycliohexyl-4,6-dimethyl-octanoic acid;
3-Amino-6-(3-chloro-phenyl)-4-methyl-heptanoic acid;
3-Amino-6-(3,4-dichloro-phenyl)-4-methyl-heptanoic acid;
3-Amino-4-methyl-6-(3-trifluoromethyl-phenyl)-heplanoic acid;
3-Amino-4-methyl-6-(4-trifluoromethyl-phenyl)-heptanoic acid;
3-Amino-7-(3-chioro-phenyl)-4,6-dimethyl-heptanoic acid;
3-Amino-7-(3,4-dichloro-phenyl)-4,6-dimethyl-heptanoic acid;
3-Amino-4,6-dimethyl-7-(3-trifluoromethyl-phenyl)-heptanoic acid;
3-Amino-4,6-dimethyl-7-(4-trifluoromethyl-phenyl)-heptanoic acid;
3-Amino-8-(3-chloro-phenyl)-4,6-dimethyl-octanoic acid;
3-Amino-8-(3,4-dichloro-phenyl)-4,6-dimethyl-octanoic acid;
3-Amino-4,6-dimethyl-8-(3-trifluoromethyl-phenyl)-octanoic acid;
3-Amino-4,6-dimethyl-8-{4-trifluoromethyl-phenyl}-octanoic acid;
3-Amino-4-ethyl-6-methyl-octanoic acid;
3-Amino-4-ethyl-6-methyl-nonanoic acid;
3-Amino-4-ethyl-6-methyl-decanoic acid;
3-Amino-4-ethyl-6,7-dimethyl-octancic acid;
3-Amino-4-ethyl-6,8-dimethyl-nonanoic acid;
3-Amino-4-ethyl-6,9-dimethyl-decanoic acid;

3-Amino-6-cyclopropyi-4-ethyi-heptanoic acid;
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3-Amino-6-cyclobuty4-ethyl-heptanoic acid;
3-Amino-6-cyclopentyl-4-ethyl-heptanoic acid;
3-Amino-8-cyclohexyl-4-ethyl-heplanoic acid;
3-Amino-7-cyclopropyi-4-ethyl-6-methyl-heptanoic acid;
3-Amino-7-cyclobutyl-4-ethyl-6-methyl-heptanoic acid;
3-Amino-7-cyclopentyl-4-ethyl-6-methyl-heptanoic acid;
3-Amino-7-cyclohexyl-4-ethyl-6-methyl-heptancic acid;
3-Amino-8-cyclopropyl-4-ethyl-6-methyl-octanoic acid;
3-Amino-8-cyclobutyl-4-ethyl-6-methyl-octanoic acid;
3-Amino-8-cyclopentyl-4-ethyl-6-methyl-octanoic acid;
3-Amino-B-cyclohexyl-4-ethyl-6-methyl-octanoic acid;
3-Amino-6-(3-chioro-phenyl)-4-ethyl-heptanoic acid;
3-Amino-6-(3,4-dichloro-phenyl)-4-ethyi-heptanocic acid;
3-Amino-4-ethyl-8-(3-trifluoromethyl-phenyf)-heptanoic acid;
3-Amino-4-ethyl-6-(4-trifluoromethyl-phenyl)-heptanoic acid;
3-Amino-7-(3-chloro-phenyf)-4-ethyl-6-methyl-heptanoic acid;
3-Amino-7-(3,4-dichloro-phenyl)-4-ethyl-6-methyl-heptanoic acid;
3-Amino-4-ethyl-6-methyl-7-(3-trifluoromethyt-phenyl)-heptanoic acid;
3-Amino-4-ethyl-6-methyl-7-{4-triflucromethyl-phenyl)-heptanoic acid;
3-Amino-8-(3-chloro-phenyl)-4-ethyl-6-methyl-octanoic acid;
3-Amino-8-(3,4-dichloro-phenyl)-4-ethyl-6-methyl-octanoic acid;
3-Amino-4-ethyi-6-methyl-8-(3-trifluoromethyl-phenyl)-octancic acid;
3-Amino-4-ethyl-6-methyi-8-(4-trifluoromethyl-phenyl)-octancic acid;
3-Amino-4-methyl-heptanoic acid;

3-Amino-4,6-dimethyi-heptanoic acid;
3-Amino-4,7-dimethyl-octanoic acid;
3-Amino-4,8-dimethyl-nonanoic acid;

3-Amino-4-methyl-hexancic acid;

3-Amino-4-methyl-heptanoic acid;

3-Amino-4-methyl-octanoic acid;

3-Amino4-mﬁhyl—nonanoic acid;

3-Amino-5-cyclopropy4-methyl-pentanoic acid;
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3-Amino-6-cyclopropyl-4-methyl-hexanoic acid;
3-Amino-7-cyclopropyl-4-methyl-heplancic acid;
3-Amino-5-cyclobutyi-4-methyl-pentanoic acid;
3-Amino-6-cyclobutyl-4-methyl-hexanoic acid;
3-Amino-7-cyclobutyl-4-methyl-heptanoic acid;
3-Amino-5-cyclopentyl-4-methyl-pentanoic acid;
3-Amino-6-cyclopentyl-4-methyl-hexanoic acid;
3-Amino-7-cyclopentyl-4-methyl-heptanoic acid;
3-Amino-5-cyclohexyl-4-methyl-pentanocic acid;
3-Amino-6~cyclohexyl-4-methyt-hexanolc acid;
3-Amino-7-cyclohexyl-4-methyl-heptancic acid;
3-Amino-5-cyclopropyl-4-ethyl-pemtanoic acid;
3-Amino-6-cyclopropyi-4-ethyl-hexanoic acid;
3-Amino-7-cyclopropyi-4-ethyl-heptancic acid;
3-Amino-5-cyclobutyl-4-ethyl-pentanoic acid;
3-Amino-6-cyclobutyl-4-ethyl-hexanoic acid;
3-Amino-7-cyciobutyl-4-ethyl-heptanocic acid;
3-Amino-5-cyclopentyl-4-sthyl-pentanoic acid;
3-Amino-6-cyclopentyl-4-ethyl-hexanoic acid;
3-Amino-7-cyclopentyl-4-ethyl-heptanoic acid;
3-Amino-5-cyciohexyl-4-athyl-pentanoic acid;
3-Amino-6-cyclohexyl-4-ethyl-hexanoic acid;
3-Amino-7-cyciohexyl-4-ethyl-heptanoic acid;
3-Amino-4,4,5-trimethyl-heptanoic acid;
3-Amino-4,4,5-trimethyl-octanoic acid;
3-Amino-4,4,5-trimethyl-hexanoic acid;
3-Amino-4,5,5-trimethyl-heptanocic acid;
3-Amino-4,5,5-trimethyl-octanoic acid;
3-Amino-4,5,5-trimethyl-hexanoic acid;
3-Amino-4-methyi-5-phenyl-pentanoic acid;
3-Amino-4-methyl-8-phanyl-hexanoic acid;

3-Amino-4-methyl-7-phenyl-heptanoic acid;
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3-Amino-5-(2-chloro-phenyi)-4-methyl-pentanoic acid;
3-Amino-5-(3-chloro-phenyl)-4-methyl-penanoic acid;
3-Amino-5-(4-chloro-phenyf)-4-methyl-pentanoic acid;
3-Amino-5-(2,4-dichioro-phenyi)-4-methyl-pentanoic acid;
3-Amino-5-(3,4-dichloro-phenyl)-4-methyl-pentanoic acid;
3-Amino-4-(2-chloro-benzyl)-hexanoic acid;
3-Amino-4-(3-chloro-benzyl)-hexanoic acld,
3-Amino-4-(4-chioro-benzyl)-hexanoic acid;
3-Amino-4-(2,4-dichloro-benzyl)-hexanoic acid;
3-Amino-4-(3,4-dichloro-benzyl)-hexanoic acid,
3-Amino-6-(2-chloro-phenyl)-4-methyl-hexanoic acid;
3-Amino-6-(3-chloro-phenyl)-4-methyl-hexanoic acid;
3-Amino-6-(4-chioro-phenyl)-4-methyl-hexanoic acid;
3-Amino-6-(2,4-dichloro-phenyl)-4-methyi-hexanoic acid;
3-Amino-6-(3,4-dichloro-phenyl)-4-methyl-hexanoic acid;
3-Amino-6-(2-chloro-phenyl)-4-ethyl-hexanoic acid;
3-Amino-6-(3-chloro-phenyl)-4-ethyl-hexanoic acid;
3-Amino-6-(4-chloro-phenyl)-4-ethyl-hexanoic acid;
3-Amino-6-(2,4-dichloro-phenyl)-4-ethyl-hexanoic acid;
3-Amino-6-(3,4-dichloro-phenyl)-4-ethyl-hexanocic acid;
3-Amino-7-(2-chloro-phenyl)-4-methyt-heptanoic acid;
3-Amino-7-(3-chloro-phenyl)-4-methyl-hepianoic acid;
3-Amino-7-(4-chioro-phenyl)-4-methyl-heptanoic acid;
3-Amino-7-(2,4-dichloro-phenyl)}-4-methyl-heptanolc acid;
3-Amino-7-(3,4-dichloro-phenyl)-4-methyl-heptanoic acid;
3-Amino-7-(2-chloro-phenyl)-4-ethyl-heptanoic acid;
3-Amino-7-(3-chloro-phenyl)-4-ethyl-heptanoic acid;
3-Amino-7-(4-chloro-phenyl)-4-ethyl-heptancic acid;

3-Amino-7-(2,4-dichioro-phenyf)-4-ethyl-heptanoic acid; and

3-Amino-7-(3,4-dichloro-phenyl)-4-ethyl-heptanolc acid.
2-Aminomethyl-4-(2-fluoro-phenyi)-pentancic acid;

2-Aminomethyl-4-(3-fluoro-phenyl}-pentanocic acid;
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2-Aminomethyl-4-(4-fluoro-phenyl)-pentanocic acid;
2-Aminomethyl-4-(2,3-difluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,4-difluoro-phenyl)-pentancic acid;
2-Aminomethyl4-(2,5-difluoro-phenyl)-pentancic acid;
2-Aminomethyl-4-(2,6-difluoro-phenyl)-pentancic acid;
2-Aminomethyl-4-(3 4-difluoro-phenyl)-pentanoic acid;
2-Aminomethyi-4~(3,5-difluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,4-trifluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,5-trifluoro-phenyl)-pentanoic acid;
2-Aminomethyl4-(2,3,6-triflucro-phenyl)-pentancic acid;
2-Aminomethyl-4-2,4 6-trifluoro-phenyl)-pentancic acid;
2-Aminomethyl-4-(2,3 .4,5-tetrafluoro-phenyl)-pertanoic acid;
2-Aminomethyi-4-(2,3,4,6-tetrafluoro-phenyi)-pentanoic acid;
2-Aminomethyl-4-(2,3,5,6-tetrafluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-pentafluorophenyl-pentanoic acid;
2-Aminomethyl-4-(2-fluoro-phenyi)-hexanoic acid;
2-Aminomethy4-(3-fluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(4-fluoro-phenyl)-hexanoic acid;
2-Aminomethy-4-(2,3-difluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,4-difluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,5-difluoro-phenyi)-hexanoic acid;
2-Aminomethyl-4-(2,6-difluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,4-difluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,5-diftuoro-phenyl)-hexanoic acid;
2-Aminomethyi4-(2,3,4-trifluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,5-trifluoro-phenyi)-hexanoic acid;
2-Aminomethyi-4-(2,3 6-trifluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,4.6-trifluoro-phenyl)-hexanoic acid;
2-Aminomethyt-4-(2,3 4,5-tetrafluoro-phenyl)-hexanoic acid;
2-Aminomethyt-4-(2,3,4,6-tetrafluoro-phenyl)-hexancic acid;
2-Aminomethyl-4-(2,3,5,6-tetrafluoro-phenyl)-hexanoic acid;

2-Aminomethyl-4-pentafluorophenyl-hexanoic acid;
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2-Aminomethyi-5-(2-fiuoro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3-fluoro-phenyl)-4-methy}-pentancic acid;
2-Aminomethyl-5-(4-fluoro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyh-5-(2,3-difluoro-phenyl)-4-methyl-pentanoic acid;
2-Aminomelhyk5-(2.4—d‘|ﬂuoro-phenyl)-4-mpthyl-pemanoic acid;
2-Aminomethyl-5-(2,5-difluoro-phenyl}-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,6-diffuoro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyt-5-(3,4-difluoro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyi-5-(3,5-difluoro-phenyl)}-4-methyl-pentanoic acid;
2-Aminomethyl-4-methyi-5-(2,3,4-trifluoro-phenyl)-pentancic acid;
2-Aminomethy-4-methyl-5-(2,3,5-trifluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,6-trifluoro-phenyl)-pentanoic acid;
2-Aminomethyi-4-methyl-5-(2,4,6-trifluoro-phenyl)-pentanoic acid;
2-Aminomethyi-4-methyl-5-{2,3,4,5-tetrafluoro-phenyi)-pentanoic acid;
2-Aminomethyi-4-methyl-5-2,3 4,6-tetrafluoro-phenyl)-pentanoic acid;
2-Amin_omemyl-4-methyl-5-(2.3,5,6-te1raﬂuoro-pheny|)—pantanoic acid;
2-Aminomethyl-4-methyl-5-pentafluorophenyl-pentanoic acid;
2-Aminomethyl-5-(2-fluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3-fluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(4-fluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyi-5-(2,3-difiuoro-phenyi)-4-methyi-hexanoic acid;
2-Aminomethyl-5-(2,4-difluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethy-5-(2,5-difluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,6-difiuoro-phenyl}-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3,4-difluoro-phenyl)}-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3,5-difluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4-triflucro-phenyi)-hexanocic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-trifluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3, 6-trifluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,4,6-trifluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4,5-tetrafiuoro-phenyl)}-hexanoic acid;

2-Aminomethyl-4-methyl-5-(2,3,4,6-tetrafluoro-phenyl)-hexanoic acid;
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2-Aminomethyl-4-methyl-5-(2,3,5,6-tetrafluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyi-5-pentafluorophenyl-hexanoic acid;
2-Aminomethyl-6-(2-flucro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3-fluoro-phenyl)4-methyl-hexanoic acid;
2-Aminomethyt-6-(4-fluoro-phenyl)}-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,3-difluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,4-difluoro-phenyl)-4-methyi-hexanoic acid;
2-Aminomethyl-6-(2,5-difluoro-phenyi)-4-methyl-hexanoic acid;
2-Aminomethyt-6-(2,6-difluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyk6-(3,4-difluoro-phenyl)-4-methyt-hexanoic acid;
2-Aminomethyl-6-(3,5-difluoro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,4-trifluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,5-trifluoro-phenyl)-hexanoic acid;
2-Aminomethyi-4-methyl-6-(2,3,6-trifluoro-phenyl}-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,4,6-triflucro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,4,5-tetrafluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,4,6-tetrafluoro-phenyl)-hexanoic acid;
2-Aminomethyi4-methyl-6-(2,3,5,6-tetrafluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-pentafiuorophenyl-hexanoic acid;
2-Aminomethyt-5-(2-fluoro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5<(3-fluoro-phenyi)-4-ethyl-pentancic acid;
2-Aminomethyl-5-(4-fluoro-phenyi)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,3-difluoro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,4-difluoro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,5-difluoro-phenyi)-4-ethyl-pentanoic acid;
2-Aminomethyt-5-(2,6-difluoro-pheny()-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3,4-difluoro-phenyf)-4-sthyl-pentanoic acid;
2-Aminomethyt-5-(3,5-difiuoro-phenyi)-4-ethyl-penianoic acid;
2-Aminomethyl-4-ethyi-5-(2,3,4-trifluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyi-5-(2,3,5-trifluoro-phenyl)-pentancic acid;
2-Aminomethyi-4-ethyl-5-(2,3,6-trifluoro-phenyl)-pentanoic acid;

2-Aminomethyl-4-ethyl-5-(2,4,6-trifluoro-phenyl)-pentanoic acid;
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2-Aminomethyl4-gthyl-5-(2,3,4,5-1strafluoro-phenyi)-pentancic acid;
2-Aminomethy4-ethyl-5-(2,3,4,6-etrafluoro-phenyl)-pentancic acid;
2-AminomethyH4-ethyl-5-(2,3,5,6-tetrafluoro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-pentafluorophenyl-pentanoic acid;
2-Aminomethyh-6-(2-fluoro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3-fluoro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyt-6-{4-fluoro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,3-difluoro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,4-difluoro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyt-6-(2,5-difiuoro-phenyl)-4-ethyt-hexanoic acid;
2-Aminomethyh6-(2,6-difluoro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3,4-difluoro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3,5-difluoro-phenyf)-4-ethyi-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,4-triftluoro-phenyl)-hexanoic acid;
2-Aminomethyl4-athyl-6-(2,3,5-trifluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,6-trifluoro-phenyl)-hexancic acid;
2-Aminomethyl-4-ethyl-6-(2,4,6-trifluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,4,5-{etrafluoro-phenyl)-hexanolc acid;
2-Aminomethyl-4-ethyl-6-(2,3,4,6-tetrafluoro-phenyl)}-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,5,6-1etrafluoro-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-pentafluorophenyl-hexanoic acid;
2-Aminomethyl-7-(2-fluoro-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3-fluoro-phenyl)-4-methyl-heptanoic acid;
2-Aminomethy}-7-(4-fluoro-phenyi)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,3-diflucro-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,4-difluoro-phenyl)-4-methyi-heptanoic acid;
2-Aminomethyt-7-(2,5-difluoro-phenyl)}-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,6-diflucro-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7+3,4-difluoro-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3,5-difluoro-phenyi)-4-methyl-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,4-trifluoro-phenyl)-heptanoic acid;

2-Aminomethyi-4-methyl-7-(2,3,5-trifluoro-phenyl)-heptanoic acid;
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2-Aminomethyl-4-methyl-7-(2,3,6-trifluoro-phenyl)-heptancic acid;
2-Aminomethyl-4-methyl-7-(2,4,6-rifluoro-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,4,5-letrafluoro-phenyl}-heptanoic acid;
2-Aminomethyl-4-methyl-7~2,3,4,6-tetrafluoro-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,5,6-tetrafluoro-phenyl)-heptanoic acki;
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2-Aminomethyl-4-methyl-7-pentafiuorophenyl-heptanoic acid;
2-Aminomethyl-7-(2-fluoro-phenyl)-4-sthyl-heptanoic acid;
2-Aminomethyl-7-(3-fluoro-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyt-7-(4-fluoro-phenyi)-4-ethyl-heptanaic acid;
2-Aminomethyl-7-(2,3-difluoro-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,4-difluoro-phenyl}-4-ethyk-heplanoic acld;
2-Aminomethyl-7-(2,5-difluoro-phenyl)-4-ethyl-hepianoic acid;
2-Aminomethyl-7-(2,6-difluoro-phenyl)-4-ethyl-heptanocic acid;
2-Aminomethyl-7-(3,4-difluoro~phenyl)-4-ethyl-heptanocic acid;
2-Aminomethyl-7-(3,5-difluoro-phenyl)-4-ethyl-heptanocic acid;
2-Aminomethyl-4-ethyl-7-(2,3,4-trifluoro-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,5-trifluoro-phenyl)-heptanoic acid;
2-Aminomethyi-4-ethyl-7-(2,3,6-trifluoro-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-{2,4,6-trifluoro-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,4,5-tetrafluoro-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,4,6-tetrafluoro-phenyl)-hepiancic acid;
2-Aminomethyl-4-ethyl-7-(2,3,5,6-tetrafluoro-phenyl)-heptancic acid;
2-Aminomethyl-4-ethyl-7-pentafiuorophenyl-heptanoic acid;
2-Aminomethyl-4-{2-chloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3-chloro-phenyl)-pentanoic acid;
2-Aminomethy-4-(4-chloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-{2,3-dichloro-phenyi)-pentanocic acid;
2-Aminomethyl-4-(2 4-dichloro-phenyl}-pentanoic acid;
2-Aminomethyl-4-(2,5-dichioro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,6-dichloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3,4-dichioro-phenyl)-pentanoic acid;

2-Aminomethyi-4-(3,5-dichloro-phenyl)-pentanoic acid;
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2-Aminomathyl-4-(2,3,4-trichloro-phenyl)-pentanoic acid;
2-AminomethyH4-(2,3,5-trichloro-phenyl)-penianoic acid;
2-Aminomsthyl4-(2,3,6-trichloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,4,6-trichloro-phenyl)-pentanoic acid;
2-Aminomethyi-4-(2,3,4,5-tetrachioro-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,4,6-tetrachioro-phenyl}-perntanoic acid;
2-Aminomethyl-4-(2,3,5,6-tetrachioro-phenyl)-pentanoic acid;
2-Aminomethyi-4-pentachlorophenyl-pentanoic acid;
2-Aminomethyl-4-(2-chloro-phenyl)-hexanoic acid;
2-Aminomethyi-4-(3-chloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(4-chloro-phenyi)-hexanoic acid;
2-Aminomethyl-4-(2,3-dichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2, 4-dichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,5-dichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2 6-dichioro-phenyl)-hexanaoic acid;
2-Aminomethyl-4-(3,4-dichloro-phenyl)}-hexanoic acid;
2-Aminomethyl-4-(3,5-dichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,4-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,5-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,6-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2 4,6-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,4,5-tetrachioro-phenyl)-hexanoic acid;
2-Aminomethyi-4-(2,3,4,6-tetrachioro-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,5,6-tetrachioro-phenyl)-hexanoic acid;
2-Aminomethy-4-pentachiorophenyl-hexanoic acid;
2-Aminomethyl-5-(2-chloro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyi-5-(3-chloro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(4-chioro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,3-dichloro-phenyl)-4-methyl-pentanocic acid;
2-Aminomethyl-5-(2,4-dichloro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,5-dichloro-phenyl)}-4-methyl-pentanoic acid;

2-Aminomethyl-5-(2,6-dichioro-phenyl)-4-methyl-pentanoic acid;
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2-Aminomethyl-5+3,4-dichloro-phenyl}-4-methyl-pentanoic acid;
2-Aminomethyt-5-(3,6-dichloro-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4-trichloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-trichloro-phenyl)-pentanoic acid;
2-Aminormethyl-4-methyl-5-(2,3,6-trichloro-phenyl)-pentanoic acid;
2-Aminomethyl4-methyt-5-(2,4,6-trichioro-phenyf)-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4,5-tetrachloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4,6-tetrachloro-phenyi)-pentanoic acid;
2-Aminomethyl-4-methyl-5-{2,3,5,6-ietrachloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-pentachiorophenyl-pentanoic acid;
2-Aminomethyl-5-(2-chloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyt-5-(3-chloro-phenyl)}-4-methyl-hexanoic acid;
2-Aminomethyl-5-(4-chloro-phenyl)-4-methyl-hexancic acid;
2-Aminomethyl-5-(2,3-dichioro-phenyi)-4-methyl-hexanoic acid;
2-Aminomethyt-5-(2 4-dichioro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,5-dichloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyt-5-(2,6-dichloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3,4-dichloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyt-5-(3,5-dichloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-4-methyl-5-2,3,4-trichloro-phenyl)-hexanoic acid;
2-Aminomethyi-4-methyl-5-(2,3,5-trichloro-phenyt)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,6-trichioro-phenyi)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,4,6-trichioro-phenyl)-hexanoic acid;
2-Aminomethy4-methyl-5-(2,3,4,5-tetrachloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyt-5-(2,3,4,6-tetrachioro-phenyl)}-hexanoic acid;
2-Aminomethyl-4-methyl-5+2,3,5,6-letrachloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-pentachlorophenyl-hexanoic acid;
2-Aminomethyt-5-(2-chloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethy-5-(3-chioro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(4-chloro-phenyl)-4-methyt-hexanoic acid;
2-Aminomethyl-5-(2,3-dichloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyi-5-(2,4-dichloro-phenyf)-4-methyl-hexanoic acid;
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2-Aminomethy}-5-(2,5-dichloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyt-5-(2,6-dichloro-phenyl)-4-methyt-hexanoic acid;
2-Aminomethyl-5-(3,4-dichloro-phenyl)}-4-methyl-hexanoic acid;
2-Aminomethyt-5-(3,5-dichloro-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl4-methyl-5-(2,3,4-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyi-5-(2,3,5-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,6-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,4,6-trichloro-phenyl)-hexanoic acid;
2-AminomethyH4-methyl-5-(2,3,4,5-tetrachloro-phenyl)-hexanoic acid;
2-AminomethyH4-methyl-5-(2,3,4,6-tetrachloro-phenyl)-hexanoic acid;
2-Aminomethyl4-methyl-5-(2,3,5,6-tetrachloro-phenyl)-hexanoic acid;
2-Aminomethyi-4-methyi-5-pentachiorophenyl-hexanoic acid;
2-Aminomethyl-5-(2-chloro-phenyl)-4-sthyl-pentanocic acid;
2-Aminomethyl-5-(3-chloro-phenyl)-4-ethyl-pentancic acid;

. 2-Aminomethyl-5-(4-chioro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethy}-5-(2,3-dichloro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,4-dichloro-phenyl)-4-ethyl-pentanoic acid:
2-Aminomethyt-5-(2,5-dichloro-phenyl)-4-ethyl-pentancic acid;
2-Aminomethyl-5-(2,6-dichioro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3,4-dichloro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyt-5-(3,5-dichloro-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4-frichloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,5-trichloro-phenyl)}-pentanoic acid;
2-Aminomethyi-4-ethyl-5-(2,3,6-trichloro-phenyl)}-pentancic acid;
2-Aminomethyl-4-ethyl-5-(2,4,6-trichloro-phenyl)-pentanoic acid;
2-Aminomethyh-4-ethyl-5-(2,3,4,5-tetrachioro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,6-tetrachloro-phenyl)-pentancic acid;
2-Aminomethyl-4-ethyl-5-(2,3,5,6-tetrachloro-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyi-5-pentachiorophenyi-pentanoic acid;
2-Aminomethyl-6-(2-chloro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyi-6-(3-chloro-phenyl)-4-ethyl-hexanoic acid;

2-Aminomethyl-6-{4-chloro-phenyl)}-4-ethyl-hexanolc acid;
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2-Aminomethyl-6-(2,3-dichioro-phenyi)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,4-dichloro-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,5-dichioro-phenyl)-4-ethyt-hexanoic acid;
2-Aminomethyl6-(2,6-dichloro-phenyl)-4-ethyt-hexanoic acid;
2-Aminomethyh6-(3,4-dichloro-phenyf)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3,5-dichloro-phenyi)-4-ethyl-hexanoic acid;
2-Aminomethyl4-ethyl-6-(2,3,4-trichloro-phenyl)-hexanoic acid;
2-Aminomethyk4-ethyl-6-(2,3,5-trichloro-phenyi)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,6-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,4,6-trichloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,4 5-tetrachloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,4 6-tetrachloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,5,6-tetrachloro-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-pentachlorophenyl-hexancic acid;
2-Aminomethyt-7-(2-chioro-phenyi)~4-methyl-heptanoic acid;
2-Aminomethytl-7-(3-chloro-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyt-7-(4-chloro-phenyl)}-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,3-dichloro-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyt-7-(2,4-dichloro-phenyl)-4-methyl-heptanoic acid;
2-Aminomethy}-7-(2,5-dichloro-phenyi)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,6-dichloro-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3,4-dichloro-phenyi)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3,5-dichloro-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyi-4-methyl-7-+2,3,4-trichioro-phenyi)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,5-trichloro-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,6-trichloro-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,4,6-trichloro-phenyl)-heptanoic acid;
2-Aminomethyk-4-methyl-7-(2,3,4,5-tetrachloro-phenyl)-heptanoic acid;
2-Aminomethyi-4-methyl-7~(2,3,4 ,6-tetrachioro-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,5,6-tetrachloro-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-pentachlorophenyi-heptanoic acid;

2-Aminomethyl-7-(2-chloro-phenyl)-4-ethyl-heptanoic acid;
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2-Aminomethyl-7-(3-chloro-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-{4-chioro-phenyl)~4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,3-dichloro-phenyl)-4-ethyl-hepianocic acid;
2-Aminomethyl-7-(2,4-dichloro-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyt-7-(2,5-dichioro-phenyl)-4-ethyt-heptanoic acid;
2-Aminomethyk-7-(2,6-dichioro-phenyl)}-4-ethyt-heptanoic acid;
2-Aminomethyl-7-(3,4-dichloro-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3,5-dichloro-phenyl)-4-ethyk-heplanoic acki;
2-Aminomethyk4-ethyl-7-(2,3,4-trichloro-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,5-trichioro-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,6-trichloro-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,4,6-trichloro-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,4,5-tetrachloro-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3.4,6-tetrachlioro-phenyl)-heptanoic acid;
2-Aminomethyl-4-athyl-7-(2,3,5,6-tetrachioro-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-pentachlorophenyl-heptanoic acid;
2-Aminomethyl-4-(2-methoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3-methoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(4-methoxy-phenyl)-pentancic acid;
2-Aminomethyl-4-(2,3-dimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,4-dimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,5-dimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,6-dimethoxy-phenyl)-pentanoic acid;
2-Aminomethyi-4-(3,4-dimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3,5-dimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,4-trimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,5-trimethoxy-phenyi)-pentanoic acid;
2-Aminomethyl-4-(2,3,6-trimethoxy-phenyl)-pentanoic acid;
2-Aminomethyi-4-(2,4,6-trimethoxy-phenyl)-pentanocic acid;
2-Aminomethyl-4-(2-methoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-{3-methoxy-phenyl)-hexanoic acid;

2-Aminomethyl-4-(4-methoxy-phenyl)-hexanoic acid;
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2-Aminomethyl-4-(2,3-dimethoxy-phenyl)-hexanolc acid;
2-Aminomethyi-4-(2,4-dimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,5-dimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,6-dimethoxy-phenyl)-hexanoic acid;
2-Aminomethyi4-(3,4-dimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,5-dimethaxy-phenyl)-hexanoic acid;
2-Aminomethyl4-(2,3,4-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,5-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,6-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,4,6-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-5-(2-methoxy-phenyl)}-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3-methoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(4-methoxy-phenyl)}-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,3-dimethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,4-dimethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,5-dimethoxy-phenyf)~4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,6-dimethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3,4-dimethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyt-5-(3,5-dimethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4-trimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-trimethoxy-phenyl)}-pentanoic acid;
2-Aminomethyk4-methyt-5-(2,3,6-trimethoxy-phenyl)-pentancic acid;
2-Aminomethyi-4-methyl-5-(2,4,6-trimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-5-(2-methoxy-phenyl}-4-methyl-hexanoic acid;
2-Aminomethyk-5-(3-methoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-{4-methoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethy}-5-(2,3-dimethoxy-phenyl)-4-methyi-hexanoic acid;
2-Aminomethyl-5-(2,4-dimethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,5-dimethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyi-5-(2,6-dimethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3,4-dimethoxy-phenyl)-4-methyl-hexanoic acid;

2-Aminomethyl-5-(3,5-dimethoxy-phenyl)}-4-methyl-hexanoic acid;
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2-Aminomethyl-4-methyl-5-(2,3,4-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-tfrimethoxy-phenyl)-hexancic acid;
2-Aminomethyl-4-methyl-5-(2,3,6-trimethoxy-phenyf}-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,4,6-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethy-6-(2-methoxy-phenyf)4-methyl-hexanoic acid;
2-Aminomethyl-8-(3-methoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(4-methoxy-phenyl)-4-methyi-hexanoic acid;
2-Aminomethyl-6-(2,3-dimethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,4-dimethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,5-dimethoxy-phenyi}-4-methyl-hexanoic acid;
2-Aminomethyl-6-{2,6-dimethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyt-6-(3,4-dimethoxy-phenyf)-4-methyl-hexancic acid,
2-Aminomethyt-6-(3,5-dimethoxy-phenyi)-4-methyl-hexanolc acid;
2-Aminomethyl-4-methyi-6-(2,3,4-trimethaxy-phenyl}-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,5-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,6-trimethoxy-phenyl)-hexanoic acid:
2-Aminomethyl-4-methyl-6-(2,4,6-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-5-(2-methoxy-phenyi)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3-methoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(4-methoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,3-dimethoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyt-5-(2,4-dimethoxy-phenyl)-4-ethylpentanoic acki;
2-Aminomethyl-5-(2,5-dimethoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,6-dimethoxy-phenyl)-4-ethyl-pentancic acid;
2-Aminomethyi-5-(3,4-dimethoxy-phenyl)-4-ethyl-pentancic acid;
2-Aminomethyl-5-(3,5-dimethoxy-phenyl)-4-ethyl-pentancic acid;
2-Aminomethyi-4-ethyl-5-(2,3,4-trimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,5-trimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,6-rimethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5+2,4,6-trimethaxy-phenyt)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,5-tetramethoxy-phenyl}-pentanoic acid;

2-Aminomethyl-4-ethyl-5-(2,3,4,6-1etramethoxy-phenyl)-pentanocic acid;
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2-Aminomethyl-4-ethyl-5-(2,3,5,6-teiramethoxy-phenyl)-pentanoic acid;
2-Aminomethyi-4-ethyl-5-pentamethoxyphenyl-pentanoic acid;
2-Aminomethyl-6-(2-methoxy-phenyi)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3-methoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(4-methoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-2,3-dimethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,4-dimethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,5-dimethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethy-6-(2,6-dimethoxy-phenyl)-4-ethyl-hexancic acid;
2-Aminomethyl-6-(3,4-dimethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyt-6-(3,5-dimethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-4-ethyt-6-(2,3,.4-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyt-6-(2,3,5-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyi-6-(2,3,6-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,4,6-trimethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-7-(2-methoxy-phenyl)-4-methyi-heptanoic acid;
2-Aminomethyl-7-(3-methoxy-phenyl)-4-methyl-hepianoic acid;
2-Aminomethyl-7-{4-methoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyt-7-(2,3-dimethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,4-dimethoxy-phenyl)-4-methyl-hepianoic acid;
2-Aminomethyl-7-(2,5-dimethoxy-phenyl)-4-methyl-heplanoic acid;
2-Aminomethyl-7«(2,6-dimethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3,4-dimethoxy-phenyl)}-4-methyl-heplanoic acid;
2-Aminomethyl-7-(3,5-dimethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,4-trimethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,5-trimethoxy-phenyl)}-heplanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,6-trimethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,4,6-trimethoxy-phenyl)-heptanoic acid;
2-Aminomethyt-7-(2-methoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3-methoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyi-7-(4-methoxy-phenyl)-4-ethyl-hepianocic acid;
2-Aminomethyl-7-(2,3-dimethoxy-phenyl)-4-ethyl-heptanoic acid;
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2-Aminomethyl-7-{2,4-dimethoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,5-dimethoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyi-7-(2,6-dimethoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3,4-dimethoxy-phenyl)-4-ethyl-heptanolc acid;
2-Aminomethy}k-7-(3,5-dimethoxy-phenyl)-4-ethyt-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,4-trimethoxy-phenyl)-heptancic acid;
2-Aminomethyi-4-ethyl-7-(2,3,5-trimethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,6-trimethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,4,6-trimethoxy-phenyl)-heptanoic acid;
2-Aminomethyi-4-(2-trifluoromethyl-phenyl)-pentancic acid;
2-Aminomethyi-4-(3-trifluoromethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(4-trifluoromethyl-phenyl)-pentanocic acid;
2-Aminomethyi-4-(2,3-di-trifluoromethyl-phenyl)-pentanocic acid;
2-Aminomethyl-4-(2,4-di-trifluoromethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,5-di-trifluoromethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,6-di-trifluoromethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3,4-di-trifluoromethyl-phenyl)-pentancic acid;
2-Aminomethyl-4-(3,5-di-riflucromethyl-phenyl}-pentanoic acid;
2-Aminomethyl-4-(2,3,4-tri-trifluoromethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,5-tri-trifluoromethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,6-tri-trifluoromethyl-phenyl)-pentancic acid;
2-Aminomethyl4-(2 4,6-tri-trifluoromethyl-phenyf-pentanocic acid;
2-Aminomethyl-4-(2-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(4-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3-di-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyi-4-(2 4-di-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2 5-di-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,6-dirifluoromethyl-phenyl)}-hexanoic acid;
2-Aminomethyl-4-(3,4-di-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,5-di-trifluoromethyl-phenyl)-hexanoic acid;

2-Aminomethyl-4-(2,3,4-tri-trifluoromethyl-phenyl)-hexanoic acid;
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- 2-Aminomethyl4~(2,3,5-tri-triflucromethyt-phenyll-hexanoic acid;
2-Aminomethyl-4-(2,3,6-tri-rifluoromethyl-phenyll-hexanoic acid;
2-Aminomethyl-4-(2.4,6-tri-trifluoromethyl-phenyl}-hexanoic acid;
2-Aminomethyl-5-(2-trifluoromethyl-phenyi)}-4-methyi-pentancic acid;
2-Aminomethyl-5~(3-trifluoromethyl-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyk-5-(4-trifluoromethyl-phenyl}-4-methyt-pentanoic acid;
2-Aminomethyl-5-(2,3-di-trifluoromethyi-phenyl)-4-methyHpentanoic
acid;
2-Aminomethyl-5-(2,4-di-iriflucromethyl-phenyl)-4-methyl-pentanoic

B

2-Aminomethyl-5-(2,5-di-trifluoromethyl-phenyl)-4-methyl-pentanoic

&

2-Aminomethyl-5-(2,6-di-trifluoromethyi-phenyl}-4-methyl-pentanoic

&

2-Aminomethyl-5-(3,4-di-trifluoromethyl-phenyl)-4-methyl-pentanoic

i

2-Aminomethyl-5-(3,5-di-trifluoromethyi-phenyl)-4-methyl-pentanoic
acid;
2-Aminomethyl-4-methyl-5-(2,3,4-tri-triflucromethyl-phenyl)-pentanoic
acid;
2-Aminomethyl-4-methyl-5-(2,3,5-tri-trifluoromethyl-phenyl)-pentanoic
acid;
2-Aminomethyl-4-methyl-5-(2,3,6-tri-trifluoromethyl-phenyl)-pentancic
acid;
2-Aminomethyl-4-methyl-5-(2,4,6-tri-trifluoromethyl-phenyl)-pentanoic
acid;

2-Aminomethyl-5-(2-trifluoromethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3-trifluoromethyl-phenyf)}-4-methyt-hexanoic acid;
2-Aminomethyl-5-(4-irifluoromethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,3-di-trifluoromethyl-phenyf)-4-methyl-hexanoic
acid;
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2-Aminomethyl-5-(2,4-di-tritluoromethyl-phenyl)4-methyl-hexanoic
acid;
2-Aminomethyl-5-(2,5-di-triflucromethyl-phenyl)-4-methyt-hexanoic
acid;
2-Aminomethyl-5-(2,6-di-trifluoromethyl-phenyl}-4-methyl-hexanoic
acid;
2-Aminomethyl-5-(3,4-di-trifluoromethyl-pheryi)-4-methyi-hexanoic
acid;
2-Aminomethyl-5-(3,5-di-trifluoromethyl-phenyl)-4-methyl-hexanoic
acid,
2-Aminomethy-4-methyl-5-(2,3,4-tri-trifluoromethyl-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyt-5-(2,3,5-tri-trifluoromethyl-phenyl)-hexanoic
acid,
2-Aminomethyi-4-methyl-5-(2,3,6-tri-trifluoromethyl-phenyl)-hexanoic
acid; .
2-Aminomethyl-4-methyl-5-(2,4,6-tri-trifluoromethyl-phenyl)-hexanoic
acid;

2-Aminomethyl-6-(2-trifluoromethyi-phenyi}-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3-trifluoromethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyi-6-(4-trifluoromethyl-phenyf)-4-methyi-hexanoic acid;
2-Aminomethyl-6-(2,3-di-trifluoromethyl-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-6-(2,4-di-trifluoromethyl-phenyl}-4-methyl-hexanoic
acid;
2-Aminomethyl-6-(2,5-di-trifluoromethyl-phenyl)-4-methylk-hexanocic
acid;
2-Aminomethyl-6-(2,6-di-trifluoromethyl-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-6-(3,4-di-trifluoromethyt-phenyl)-4-methyl-hexanoic
acid;
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2-Aminomethyl-6-(3,5-di-trifluoromethyi-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl4-methyl-6-(2,3,4-tri-trifluoromethyl-phenyl)-hexanoic
acid;
2-AminomethyH4-methyl-6-(2,3,5-tri-trifluoromethyl-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyl-6-(2,3,6-tri-triffuoromethyi-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyl-6-(2.4,6-tri-trifluoromethyl-phenyl)-hexanoic
acid;

2-Aminomethyl-5-(2-trifiuoromethyl-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3-trifluoromethyi-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-{4-trifluoromethyl-phenyl)-4-ethyl-pemtanoic acid;
2-Aminomethyl-5-(2,3-di-trifluoromethyl-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,4-di-trifluoromethyl-phenyi)-4-ethyl-pentanoic acid;
2-Aminomethyt-5-(2,5-di-trifluoromethyl-phenyl)-4-sthyl-pentanoic acid;
2-Aminomethy}-5-(2,6-di-trifluoromethyl-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3,4-di-trifluoromethyl-phenyl)-4-sthyl-pentanoic acid;
2-Aminomethyl-5-(3,5-di-rifluoromethyl-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4-tri-trifluoromethyl-phenyl)-pentanoic
acid;
2-Aminomethyl-4-ethyl-5-(2,3,5-tri-trifluoromethyl-phenyl)-pentanoic
acid;
2-Aminomethyi-4-ethyl-5-(2,3,6-tri-trifluoromethyi-phenyi}-pentancic
acid;
2-Aminomethyl-4-ethyl-5-(2,4,6-tri-trifluoromethyl-phenyl)-pemtanoic
acid,

2-Aminomethyl-4-ethyl-5-(2,3,4,5-tetra-trifluoromethyl-phenyl)-
pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,6-tetra-trifluoromethyl-phenyl)-
pentanoic acid;
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2-Aminomethyl-4-elhyl-5-(2,3,5,6-tetra-trifluoromethyl-phenyt)-
penianoic acid;
2-Aminomethyl-4-ethyl-5-penta-triftuoromethyiphenyi-pentanoic acid;
2-Aminomethyl-6-(2-trifluoromethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomsthyl-6-{3-trifluoromethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(4-trifluoromethyl-phenyf)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,3-di-trifluoromethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,4-di-trifluoromethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,5-di-trifluoromethyl-phenyl)-4-ethyi-hexanocic acid;
2-Aminomethyl-6-(2,6-di-triflucromethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6~(3,4-di-triflucromethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3,5-di-triflucromethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-4-ethyi-6-(2,3,4-tri-trifluoromethyl-phenyl)-hexanoic
acid; .
2-Aminomethyl-4-ethyl-6-(2,3,5-tri-trifluoromethyl-phenyl)-hexanoic
acid;
2-Aminomethyl-4-ethyl-6-(2,3,6-tri-trifluoromethyl-phenyl)-hexanoic
acid;
2-Aminomethyt-4-ethyl-6-(2,4,6-tri-trifluoromethyl-phenyl)}-hexanoic
acid;

2-Aminomethyl-7-(2-trifluoromethyl-phenyl)-4-methyi-heptanoic acid;
2-Aminomethyl-7-(3-trifluoromethyl-phenyi)-4-methyl-heplanoic acid;
2-Aminomethyl-7-(4-trifluoromethyl-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,3-di-trifluoromethyl-phenyl)-4-methyl-heptanoic
acid;
2-Aminomethyi-7-(2,4-di-trifluoromethyl-phenyl)-4-methyl-heptanoic
acid,
2-Aminomethyl-7-(2,5-diHrifluoromethyl-phenyi}-4-methyl-heptanoic
acid;
2-Aminomethyt-7-(2,6-di-trifluoromethyi-phenyl)-4-methyl-heptanoic
acid;
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2-Aminomethyl-7-(3,4-di-trifluoromethyl-phenyl)-4-methyl-heptanoic
acid;
2-Aminomethyi-7-(3,5-di-rifluoromethyl-phenyl}-4-methyl-heptanoic
acid;
2-Aminomethyl-4-methyl-7-(2,3,4-tri-trifluoromethyl-phenyl)-heptanoic
acid;
2-Aminomethyl-d-meihyl-?-(2,3,5-tri-triﬂuorome§\hyl—phenyl)-heptanoic
acid;
2-Aminomethyl-4-methyl-7-(2,3,6-tri-trifluoromethyl-phenyl)-heptanoic
acid;
2-Aminomethyi-4-methyl-7-2,4,6-tri-trifluoromethyl-phenyl)-heptanoic
acid;

2-Aminomethyl-7-(2-trifluoromethyl-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3-trifiuoromethyl-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(4-trifluoromethyl-phenyl}-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,3-di-trifluoromethyl-phenyl)}-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,4-di-trifluoromethyi-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,5-di-trifluoromethyi-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyt-7-(2,6-di-trifluoromethyi-phenyl)}-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3,4-di-trifluoromethyl-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3,5-di-trifluoromethyl-phenyl}-4-ethyl-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,4-tri-trifluoromethyl-phenyl)-heptanoic
acid;
2-Aminomethy4-ethyl-7-(2,3,5-tri-triflucromethyl-phenyl)-heptanoic
acid;
2-Aminomethyl-4-ethyi-7-(2,3,6-tri-trifluoromethyl-phenyl)-heptanoic
acid;
2-Aminomethyl-4-ethyl-7-(2,4,6-tri-trifluoromethyl-phenyl)-heptanoic
acid;

2-Aminomethyl-4-(2-trifluoromethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3-irifluoromethoxy-phenyl)-pentanoic acid;

2-Aminomethyi-4-(4-trifivoromethoxy-phenyl)-pentanoic acid;
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2-Aminomethyl-4-(2,3-di-rifluoromethoxy-phenyl)}-pentancic acid;
2-Aminomethyl-4-(2,4-dHtrifluoromethoxy-phenyf)-pentancic acid;
2-Aminomethyl-4-(2, 5-di-rifluoromethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,6-dHirifluoromethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3,4-di-trifluoromethoxy-phenyl)-pentanoic acid;
2-Aminomethyi-4~(3,5-di-trifluoromethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3 4-tri-trifluoromethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,5-tri-triflvoromethoxy-phenyl)-pentanoic acid;
2-Aminomethyi-4-(2,3,6-tri-triflucromethoxy-phenyl)-pentancic acid;
2-Aminomethyl-4-(2,4,6-tri-trifluoromethoxy-phenyl)-pentancic acid;
2-Aminomethyl-4-(2-trifluoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3-triftuoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(4-trifluoromethoxy-phenyl)-hexanocic acid;
2-Aminomethyl-4-(2,3-di-trifluoromethoxy-phenyl}-hexanoic acid;
2-Aminomethyl-4-(2,4-di-trifluoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyi-4-(2,5-di-trifluoromethoxy-phenyl-hexanoic acid;
2-Aminomethyl-4-(2,6-di-trifluoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,4-di-trifluoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,5-di-rifluoromethoxy-phenyl)}-hexanoic acid;
2-Aminomethyl-4-(2,3 4-tri-trifluoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,5-tri-trifluoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,6-tri-trifluoromethoxy-phenyt)-hexanoic acid;
2-Aminomethyl-4-(2.4,6-tri-trifiuoromethoxy-phenyl)-hexanoic acid;
2-Aminomethyt-5-(2-trifluoromethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3-trifluoromethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(4-trifluoromethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,3-di-rifluoromethoxy-phenyl)-4-methyl-pertanoic
acid;
2-Aminomethyl-5-(2,4-di-trifluoromethoxy-phenyl)}-4-methyl-pentanoic
acid;
2-Aminomethyl-5-(2,5-di-trifluoromethoxy-phenyl)-4-methyl-pentanoic
acid;
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2-Aminomethyl-5-(2,6-di-trifiucromethoxy-phenyl)-4-methyl-pemanoic
acid;
2-Aminomethyl-5-(3,4-ditrifluoromethoxy-phenyl)-4-methyl-pemanoic
acid;
2-Aminomethyl-5-(3,5-di-triflucromethoxy-phenyf)-4-methyl-pentanoic
acid; ;
2-Aminomethyl-4-methyl-5-(2,3 4-tri-trifiuoromethoxy-phenyl)-pentancic
acld;
2-Aminomethyl-4-methyl-5-(2,3,5-tri-trifluoromethoxy-phenyf)-pentanoic
acid;
2-Aminomethyi-4-methyl-5-(2,3,6-tri-trifluoromethoxy-phenyl)-pentanoic
acid;
2-Aminomethyl-4-methyl-5-(2,4,6-tri-trifluoromethoxy-phenyl)-pentancic
acid;

2-Aminomethyl-5-(2-trifluoromethoxy-phenyl)-4-ethyl-pentanolc acid;
2-Aminomethyl-5-(3-trifluoromethoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(4-trifluoromethoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,3-di-triflucromethoxy-phenyt)-4-ethyl-pentancic
acid;
2-Aminomethyt-5-(2,4-di-triflucromethoxy-phenyl)-4-ethyl-pentanoic
acid;
2-Aminomethyl-5-(2,5-di-triflucromethoxy-phenyl)-4-ethyl-pentanoic
acid;
2-Aminomethyl-5-(2,6-di-trifluoromethoxy-phenyl)-4-ethyl-pentanoic
acid;
2-Aminomethyl-5-(3,4-di-trifluoromethoxy-phenyl)-4-ethyl-penianoic
acid;
2-Aminomethyl-5-(3,5-di-triflucromethoxy-phenyl)}-4-ethyl-pentanoic
acid;
2-Aminomethyl-4-ethyl-5-(2,3,4-tri-trifluoromethoxy-phenyl)-pentanoic
acid;
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2-Aminomethyl-4-ethyl-5-2,3,5-tri-trifluoromethoxy-phenyl)-pentanoic
acid;
2-Aminomethyl-4-ethyl5-(2,3,6-tri-riflucromethoxy-phenyl)-pentanoic
acid;
2-Aminomethyl-4-ethyt-5-(2,4,6-tri-trifluoromethoxy-phenyl)-pentanoic
acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,5-tetra-trifluoromethoxy-phenyl)-
pentanoic acid;
2-Aminomethyl-4-ethyl-5(2,3,4,6-tetra-trifluvoromethoxy-phenyl)-
pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,5,6-tetra-trifluoromethoxy-phenyl)-
pertanoic acid;
2-Aminomethyl-4-ethyl-5-penta-trifluoromethoxyphenyl-pentanoic acid;
2-Aminomethyl-5-(2-trifluoromethoxy-phenyl)-4-methyt-hexanoic acid;
2-Aminomethyl-5-(3-trifluoromethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(4-triflucromethoxy-phenyl}-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,3-di-trifluoromethoxy-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-5-(2,4-di-trifluoromethoxy-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-5-(2,5-di-trifluoromethoxy-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-5-(2,6-di-trifluoromethoxy-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-5-(3,4-di-trifluoromethoxy-phenyl)-4-methyi-hexanoic
acid;
2-Aminomethyl-5+(3,5-di-triflucromethoxy-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-4-methyl-5-(2,3,4-tri-triflucromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyl-5-(2,3,5-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
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2-Aminomethyl-4-methyl-5-(2,3,6-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyl-5-(2,4,6-tri-triflucromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyl-6-(2-trifluoromethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3-trifiuoromethoxy-phenyf}-4-methyl-hexanoic acid;
2-Aminomethyl-6-(4-trifluoromethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,3-di-trifluoromethoxy-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-6-(2 4-di-trifluoromethoxy-phenyi)-4-methyl-hexanoic
acid;
2-Aminomethyl-6-(2,5-di-trifluoromethoxy-phenyl)-4-methyi-hexanoic
acid;
2-Aminomethyt-6-(2,6-di-triflucromethoxy-phenyl}-4-methyl-hexanoic
acid;
2-Aminomethyl-6-(3,4-di-trifluoromethoxy-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyt-6-(3,5-di-trifluoromethoxy-phenyl)-4-methyl-hexanoic
acid;
2-Aminomethyl-4-methyi-8-(2,3,4-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyl-6-(2,3,5-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyi-6-(2,3,6-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyl-4-methyl-6-(2,4,6-tri-trifluoromethoxy-phenyl)}-hexanoic
acid,
2-Aminomethyl-6-(2-rifluoromethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3-trifluoromethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(4-trifluoromethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,3-di-triflucromethoxy-phenyl)-4-ethyl-hexanoic
acid,;
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2-Aminomethyl-6-(2,4-di-trifluoromethoxy-phenyl)-4-ethyl-hexanoic
acid;
2-Aminomethyl-6-(2,5-di-triflucromethoxy-phenyl)-4-ethyl-hexanoic
acid;
2-Aminomethyl-6-(2,6-di-rifluoromethoxy-phenyl)-4-ethyl-hexanoic
acid;
2-Aminomethyl-6-(3,4-di-trifiroromethoxy-phenyl)-4-ethyl-hexanoic
acid;
2-Aminomethy}-6-(3,5-di-trifluoromethoxy-phenyl)-4-ethyl-hexanocic
acid;
2-Aminomethyl-4-sthyl-6-(2,3,4-tri-rifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyl-4-ethyl-6-(2,3,5-tri-triflucromethoxy-phenyl)-hexanoic
acid;
2-Aminomethyl-4-ethyl-6-(2,3,6-tri-trifluoromethoxy-phenyl)-hexanoic
acid;
2-Aminbmﬂ1yH-elhyF6-(2.4,6-1ﬁ-triﬂuommethoxy—phenyl)-hexanoic
acid;
2-Aminomethyl-7-(2-trifluoromethoxy-phenyl)-4-methyl-heptanoic ackd;
2-Aminomethyl-7-(3-trifluoromethoxy-phenyf)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(4-triflucromethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,3-di-trifluoromethoxy-phenyl)-4-methyl-heptanoic
acid;
2-Aminomethyl-7-(2,4-di-trifluoromethoxy-phenyi)-4-methyl-heptanoic
acid;
2-Aminomethyl-7-(2,5-di-trifluoromethoxy-phenyl)-4-methyl-heptanoic
acid;
2-Aminomethyl-7-(2,6-di-trifluoromethoxy-phenyl)-4-methyl-heptanoic
acid;
2-Aminomethyl-7-(3,4-di-trifluoromethoxy-phenyl)-4-methyi-heptanoic
acid;

—147—



10

15

20

30

WO 2005/030700 . PCTNIBZ0V4/102983

2-Aminomethyl-7-(3,5-ditrifluoromethoxy-phenyl)-4-methyl-heptanoic
acid;
2-Aminomethyl-4-methyl-7-(2,3,4-tri-trifluoromethoxy-phenyi)-heptanoic
acid;
2-Aminomethyl-4-methyt-7-(2,3,5-tri-trifluoromethoxy-phenyi)-heptanoic
acid;
2-Aminomethy4-methyl-7-(2,3,6-tri-trifluoromethoxy-phenyl)-heptancic
acid;
2-Aminomethyt-4-methyl-7-(2,4,6-tri-irifluoromethoxy-phenyl)-heplanoic
acid;

2-Aminomethyl-7-(2-trifluoromethoxy-phenyi)-4-ethyl-heptanoic acid;
2-Aminomethyl-7~(3-trifluoromethoxy-phenyf)-4-ethyl-heptanocic acid;
2-Aminomethyl-7-(4-trifluoromethoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,3-di-trifluoromethoxy-phenyl)-4-ethyl-heptanoic
acid;
2-Aminomethyl-7-(2,4-di-triflucromethoxy-phenyl)-4-ethyl-heptanoic
acid;
2-Aminomethyt-7-(2,5-di-trifluoromethoxy-phenyl)-4-ethyl-heptanoic
acid;
2-Aminomethyl-7-(2,6-di-trifluoromethoxy-phenyl)-4-ethyl-heptanoic
acid,
2-Aminomethyl-7-(3,4-di-trifluoromethoxy-phenyl)-4-ethyl-heptanoic
acid;
2-Aminomethyl-7-(3,5-di-triflucromethoxy-phenyl)-4-ethyl-heptanoic
acid;
2-Aminomethyi-4-ethyl-7-(2,3,4-tri-trifluoromethoxy-phenyl)-heptanoic
acid;
2-Aminomethyi-4-ethyl-7-(2,3,5-tri-trifluocromethoxy-phenyl)-heptanoic
acid;
2-Aminomethyl-4-ethyl-7-(2,3,6-tri-trifluoromethoxy-phenyi)-heptanoic
acid;
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2-Aminomethyk4-ethyl-7-{2,4,6-tri-trifluoromethoxy-phenyl)-heptanoic
acid;

2-Aminomethyl-4-(2-ethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3-ethoxy-phenyl)-pentanoic acid;
2-Aminomethyi-4-(4-ethoxy-phenyl)-pentanoic acid;
2-Aminomethyi4-(2,3-diethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,4-diethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,5-diethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,6-diethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4~(3,4-diethoxy-phenyl)-pentanoic acid;
2-Aminomethyl4-(3,5-digthoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,4-triethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,5-triethoxy-phenyl)-pentancic acid;
2-Aminomethyl-4-(2,3,6-iristhoxy-phenyl)}-pentanoic acid;
2-Aminomethyl-4-(2,4,6-triethoxy-phenyl}-pentanoic acid;
2-Aminomethyl-4-(2-ethoxy-phenyl)-hexanoic acid;
2-Aminomethyl4-(3-ethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(4-ethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3-diethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,4-diethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,5-diethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,6-diethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4~(3,4-diethoxy-phenyl)-hexanoic acid;
2-Aminomethy-4-(3,5-diethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,4-triethoxy-phenyl)}-hexanoic acid;
2-Aminomethyl-4-(2,3,5-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,6-triethaxy-phenyl)}-hexanoic acid;
2-Aminomethyi-4-(2,4,6-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-5-(2-ethoxy-phenyl)-4-methyi-pentanoic aci;
2-Aminomethyl-5-(3-ethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(4-ethoxy-phenyl)-4-methyl-pemanoic acid;

2-Aminomethyt-5-(2,3-diethoxy-phenyf)-4-methyl-pentanoic acid;
—149—



10

15

20

25

30

WO 20054030700 . PCT/1B2004/002985

2-Aminomethyl-5-(2,4-diethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,5-diethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-{2,6-diethoxy-phenyl)-4-methyi-pentanoic acid;
2-Aminomethyt-5-(3,4-diethoxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(8,5-diethoxy-phenyl)-4-methyl-pentancic acid;
2-Aminomethyl-4-methyl-5-(2,3,4-triethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-triethoxy-phenyl)-pentancic acid;
2-Aminomethyl-4-methyt-5-(2,3,6-triethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,4,6-triethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-5-(2-ethoxy-phenyi)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3-ethoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(4-ethoxy-phenyl)-4-ethyl-pentancic acid;
2-Aminomethyl-5-(2,3-diethoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,4-diethoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,5-diethoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,6-diethoxy-phenyl)-4-ethyt-pentanoic acid;
2-Aminomethyl-5-(3,4-diethoxy-phenyl)-4-ethyl-pentanocic acid;
2-Aminomethyl-5-(3,5-diethoxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4-triethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,5-triethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,6-triethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,4,6-triethoxy-phenyl)}-pentanoic acid;
2-Aminomethyl-4-athyl-5-(2,3,4,5-tetraethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,6-tetraethoxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,5,6-tetraethoxy-phenyt)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-pentaethoxyphenyt-pentanoic acid;
2-Aminomethyl-5-(2-ethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3-ethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-{4-ethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyi-5-(2,3-diethoxy-pheanyl)-4-methyt-hexanoic acid;
2-Aminomethyl-5-(2,4-diethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,5-diethoxy-phenyl)-4-methyl-hexanoic acid;
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2-Aminomethyl-5-(2,6-diethoxy-phenyf)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3,4-diethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethy}-5-(3,5-diethoxy-phenyl)-4-methyi-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-triethoxy-phenyl)-hexanolc acid;
2-Aminomethyl-4-methyl-5-(2,3,6-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyt-5-(2 4, 6-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-6-(2-ethoxy-phenyi)}-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3-ethoxy-phenyl)}-4-methyl-hexanoic acid;
2-Aminomethyl-6-(4-ethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,3-diethoxy-phenyl)-4-methyi-hexanoic acid;
2-Aminomethyl-6-(2,4-diethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,5-diethoxy-phenyi)-4-methyl-hexanoic acid;
2-Aminomethyl-8-(2,6-diethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3,4-diethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3,5-diethoxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,4-triethoxy-phenyi)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,5-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,6-triethoxy-phenyl)-hexanoic acid,
2-Aminomethyi-4-methyl-6-(2,4,6-triethoxy-phenyl)-hexanoic acid;
2-Aminomethyl-6-(2-ethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3-ethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(4-ethaxy-phenyi)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,3-diethoxy-phenyl)-4-ethyl-hexanocic acid;
2-Aminomethyi-6-(2,4-diethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,5~diethoxy-phenyl)-4-ethyi-hexanoic acid;
2-Aminomethyl-6-(2,6-diethoxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3,4-diethoxy-phenyi)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3,5-diethoxy-phenyl)-4-ethyl-hexancic acid;
2-Aminomethyi-4-ethyl-6-(2,3,4-triethoxy-phenyf)-hexanoic acid,
2-Aminomethyi-4-ethyl-6-(2,3,5-triethoxy-phenyl)-hexanoic acid;

2-Aminomethyl-4-ethyl-6-(2,3,6-triethoxy-phenyl)-hexanoic acid;
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2-Aminomethyl-4-sthyl-6-(2,4,6-triethoxy-phenyl)-hexanoic acid;
2-Aminomethy}-7-(2-ethoxy-phenyi)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3-ethoxy-phenyl}-4-methyl-heptanoic acid;
2-Aminomethyl-7-(4-ethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyt-7-(2,3-diethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,4-diethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,5-diethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyi-7-(2,6-diethoxy-phenyl)-4-methyl-heptancic acid;
2-Aminomethyl-7-(3,4-diethoxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3,5-diethoxy-phenyl)-4-methyl-heptancic acid;
2-Aminomethyl-4-methyi-7-(2,3,4-triethoxy-phenyl)-heptancic acid;
2-Aminomethyl-4-methyl-7-(2,3,5-triethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyi-7-(2,3,6-trigthoxy-phenyl)-heptancic acid;
2-Aminomethyl-4-methyl-7-(2,4,6-triethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-7-(2-ethoxy-phenyl)-4-ethyl-hepianoic acid;
2-Amir!omelhyl-7-(3-ethoxy-phenyl)-4-emyl- heptancic acid;
2-Aminomethyl-7-(4-ethoxy-phenyl)-4-ethyl-heplanoic acid;
2-Aminomethyl-7-(2,3-diethoxy-phenyl)-4-ethyl-hepianocic acid;
2-Aminomethyl-7-(2,4-diethoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,5-diethoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyi-7-(2,6-diethoxy-phenyl)-4-ethyi-heptanoic acid;
2-Aminomethy}7-(3,4-diethoxy-phenyl)-4-ethyl-heptanolc acid;
2-Aminomethyl-7-(3,5-diethoxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3 4-triethoxy-phenyl)-heptancic acid;
2-Aminomethyl-4-ethyi-7-(2,3,5-triethoxy-phenyl)-heptancic acid;
2.Aminomethyl-4-ethyl-7-(2,3,6-triethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyi-7-(2,4,6-triethoxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-(2-methyl-phenyl)-pentanoic acid,;
2-Aminomethyl-4-(3-methyl-phenyl)-pentanoic acid;
2-Aminomethyk4-(4-methyl-phenyl)-pentancic acid;
2-Aminomethyl-4-(2,3-dimethyl-phenyl)-pentanoic acid,

2-Aminomethyk4-(2,4-dimethyl-phenyl)-pentanoic acid;
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2-Aminomethyl-4-(2,5-dimethyl-phenyf)-pentanoic acid;
2-Aminomethyl4-(2,6-dimethyl-phenyi)-pentanoic acid;
2-Aminomethyl4-(3,4-dimethyl-phenyl)-pentanoic acid;
2-Aminomethyi-4-(3,5-dimethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,4-trimethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,5-trimethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,6-trimethyl-phenyi)-pentanoic acid;
2-Aminomethyt-4-(2,4,6-trimethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-{2-methyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3-methyl-phenyl)}-hexanoic acid;
2-Aminomethyl-4-(4-methyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3-dimethyl-phenyl)-hexanoic acid;
2-Aminomethyi-4-(2 4-dimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,5-dimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,6-dimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,4-dimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,5-dimethyl-phenyl)-hexanoic acid;
2-Aminomethyt-4-(2,3,4-trimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,5-trimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,6-trimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2 4,6-trimethyl-phenyl)-hexanoic acid;
2-Aminomethyi-5-(2-methyi-phenyi)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3-methyl-phenyl}-4-methyl-pentanoic acid;
2-Aminomethyl-5-(4-methyl-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,3-dimethyl-phenyl)-4-methyl-pentanoic acld;
2-Aminomethyl-5-(2,4-dimethyl-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,5-dimethyi-phenyf)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,6-dimethyl-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3,4-dimethyi-phenyl)}-4-methyl-pentanoic acid;
2-Aminomethyl-5-(3,5-dimethyl-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4-trimethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-trimethyl-phenyl}-pentanoic acid;
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2-Aminomethyl-4-methyl-5-(2,3,6-trimethyl-phenyf)-pentanoic acid;
2-Aminomethyl-4-methyi-5-(2,4,6-irimethyl-phenyl)-pentancic acid;
2-Aminomethyl-5-(2-methyt-phenyl)-4-ethyl-pentancic acid;
2-Aminomethyi-5-(3-methyl-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(4-methy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,3-dimethyl-phenyl)-4-sthyl-pentanoic acid;
2-Aminomethyl-5-(2,4-dimethy}-phenyl)-4-ethyi-pentanoic acid,
2-Aminomethyl-5-(2,5-dimethyl-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,6-dimethyl-phenyl)-4-ethyi-penianoic acid;
2-Aminomethyl-5-(3,4-dimethyl-phenyl)-4-ethyl-pentanocic acid;
2-Aminomethyl-5-(3,5-dimethyl-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4-trimethyl-phenyl)-pentanoic acid;
2-Aminomethyt4-ethyl-5-(2,3,5-trimethyt-phenyl)-pentanoic acki;
2-Aminomethyl-4-ethyl-5-(2,3,6-trimethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,4,6-trimethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,5-tetramethyl-phenyl)}-pentanoic acid;
2-Aminomethyk4-ethyk-5-(2,3,4,6-tetramethylphenyl}-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,5,6-1etramethyl-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-pentamethylphenyl-pentanoic acid;
2-Aminomethyl-5-(2-methyl-phenyl}-4-methyl-hexanoic acid;
2-Aminomethyt-5-(3-methyt-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(4-methyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyk-5-(2,3-dimethyl-phenyi)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,4-dimethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,5-dimethyl-phenyl)4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,6-dimethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3,4-dimethyi-phenyl)-4-methyi-hexanoic acid;
2-Aminomethyl-5-(3,5-dimethyi-phenyl)-4-methyl-hexanolc acid;
2-Aminomethyl-4-methyi-5-(2,3,4-trimethyl-phenyi)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-trimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,6-trimethyl-phenyl)-hexanoic acid;

2-Aminomethyl-4-methyl-5-(2,4,6-trimethyl-phenyl)-hexanoic acid;
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2-Aminomethyl-6-(2-methyl-phenyl)}-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3-methyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(4-methyl-phenyl)-4-mathyl-hexanoic acid;
2-Aminomethyl-6-(2,3-dimethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethy-6-{2,4-dimethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl6-({2,5-dimethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyh6-(2,6-dimethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyt-6-(3,4-dimethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3,5-dimethyl-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyi-4-methyl-6-(2,3,4-trimethyl-phenyl}-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,5-trimethyl-phenyl)-hexancic acid;
2-Aminomethyl-4-methyl-6-(2,3,6-trimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,4,6-rimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-6-(2-methyi-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3-methyl-phenyl)}-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(4-methyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,3-dimethyi-phenyi)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,4-dimethyl-phenyi)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,5-dimethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethy}-6-(2,6-dimethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3,4-dimethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3,5-dimethyl-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,4-trimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,5-trimethyl-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,6-trimethyl-phenyi)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,4,6-trimethyl-phenyl)-hexanoic acid;
2-Aminomethyi-7-(2-methyi-phenyl)-4-methy-heptanoic acid;
2-Aminomethyl-7-(3-methyl-phenyl)}-4-methyl-heptanoic acid;
2-Aminomethyl-7-(4-methyl-phenyl)}-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,3-dimethyl-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyt-7-(2,4-dimethyl-phenyl)-4-methyl-heptancic acid;

2-Aminomethyt-7-{2,5-dimethyl-phenyl)-4-methyi-heptanoic acid;
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2-Aminomethyi-7-{2,6-dimethyi-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(3,4-dimethyl-phenyl)-4-methyl-heptancic acid;
2-Aminomethyl-7-(3,5-dimethyl-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-4-methyi-7-{2,3,4-trimethyl-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,5-trimethyl-phenyf)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,6-trimethyl-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,4,6-trimethyl-phenyl)-heptanoic acid;
2-Aminomethyl-7-(2-methyl-phenyf)-4-ethyi-heptancic acid;
2-Aminomethyl-7-(3-methyl-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(4-methyl-phenyl)-4-ethyl-heplanoic acid;
2-Aminomethy}-7-(2,3-dimethyl-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,4-dimethyl-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,5-dimethyi-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,6-dimethyl-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyi-7-(3,4-dimethyi-phenyl)-4-ethyl-haptanoic acid;
2-Aminomethyl-7-(3,5-dimethyl-phenyi)-4-ethyl-heptanoic acid;
2-Aminomethyl-4-ethyi-7-(2,3,4-trimethyl-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,5-trimethyl-phenyl)-heptancic acid;
2-Aminomethyi-4-ethyl-7-(2,3,6-trimethyl-phenyl)-heptanocic acld;
2-Aminomethyi-4-ethyl-7-(2, 4,6-trimethyl-phenyl)-heptanoic acid;
2-Aminomethyi-4-(2-hydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3-hydroxy-phenyl}-pentanoic acid;
2-Aminomethyl4-(4-hydroxy-phenyl)-pentanoic acid;
2-Aminomethyt-4-(2,3-dihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,4-dihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-{2,5-dihydroxy-phenyl)-pentancic acid;
2-Aminomethyi-4-(2,6-dihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3,4-dihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(3,5-dihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2,3,4-trihydroxy-phenyl)-pentanoic acid;
2-Aminomethyi-4-(2,3,5-trihydroxy-phenyl)-pentanoic acid;

2-Aminomethyl-4-(2,3,6-trihydroxy-phenyl)-pentanoic acid;
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2-Aminomethyi-4-(2,4,6-irihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-(2-hydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3-hydroxy-phenyf)-hexanoic acid;
2-Aminomethyi-4-(4-hydroxy-phenyl)-hexanoic acid;
2-Aminomethyi-4-(2,3-dihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,4-dihydroxy-phenyl)-hexanoic acid;
2-Aminomethyt-4-(2,5-dihydroxy-phenyf)-hexanoic acid;
2-Aminomethyl-4-(2,6-dihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,4-dihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(3,5-dihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,4-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,3,5-trihydroxy-phenyl}-hexancic acid;
2-Aminomethyl-4-(2,3,6-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-(2,4,6-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyt-5-(2-hydroxy-phenyi)-4-methyl-pentanoic acid;
2-Aminomethyi-5-(3-hydroxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyt-5-(4-hydroxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethy}-5-(2,3-dihydroxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyt-5-(2,4-dihydroxy-phenyl)-4-methyl-pentanoic acid;
2-Aminomethyl-5-(2,5-dihydroxy-phenyl)-4-methyl-pentancic acid;
2-Aminomethyl-5-(2,6-dihydroxy-phenyl)}-4-methyl-pentancic acid;
2-Aminomethyt-5-(3,4-dihydroxy-pheny()-4-methyt-pentanoic acid;
2-Aminomethyl-5-(3,5-dihydroxy-phenyl)-4-methyi-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,4-trihydroxy-phenyl)-pentancic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-trihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,6-trihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-methyl-5-(2,4,6-trihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-5-(2-hydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3-hydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyt-5-(4-hydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(2,3-dihydroxy-phenyl)-4-methyl-hexanoic acid;

2-Aminomethyl-5-(2,4-dihydroxy-phenyl)-4-methyl-hexancic acid;
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2-Aminomethyl-5-(2,5-dihydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethy}-5-(2,6-dihydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-5-(3,4-dihydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyt-5-(8,5-dihydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-4-methyl-5+2,3,4-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,5-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5-(2,3,6-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-5+2,4,6-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyt-6-(2-hydroxy-phenyi)}-4-methyl-hexanoic acid;
2-Aminomethyl-6-(3-hydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyi-6-(4-hydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyt-6-(2,3-dihydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-6-(2,4-dihydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyk6-(2,5-dihydroxy-phenyl)-4-methyl-hexancic acid;
2-Aminomethyt-6~(2,6-dihydroxy-phenyl}-4-methyl-hexanoic acld;
2-Aminomethyl-6-(3,4-dihydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-8-(3,5-dihydroxy-phenyl)-4-methyl-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,4-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,5-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,3,6-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-methyl-6-(2,4,6-trihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-5-(2-hydroxy-phenyl)}-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3-hydroxy-phenyl)-4-ethyi-pentanoic acid;
2-Aminomethyl-5-(4-hydroxy-phenyl)-4-ethyi-pentanoic acid;
2-Aminomethyl-5-(2,3-dihydroxy-phenyl)-4-ethyl-pentanoic acid,
2-Aminomethyl-5-(2,4-dihydroxy-phenyl)-4-ethyl-pertanoic acid;
2-Aminomethyi-5-(2,5-dihydroxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(2,6-dihydroxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3,4-dihydroxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-5-(3,5-dhydroxy-phenyl)-4-ethyl-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4-trihydroxy-phenvi)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,5-trihydroxy-phenyl)-pentanoic acid;
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2-Aminomethyl-4-ethyl-5-(2,3,6-trihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,4,6-trihydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,5-tetrahydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-(2,3,4,6-tetrahydroxy-phenyl)-pentanoic acid;
2-Aminomethyi-4-ethyl-5-(2,3,5,6-tetrahydroxy-phenyl)-pentanoic acid;
2-Aminomethyl-4-ethyl-5-pentahydroxyphenyl-pentanoic acid;
2-Aminomethyl-6-(2-hydroxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl6-(3-hydroxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyhk-6-(4-hydroxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,3-dihydroxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyt-6-(2,4-dihydroxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,5-dihydroxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(2,6-dihydroxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-6-(3,4-dihydroxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyt-6-(3,5-dihydroxy-phenyl)-4-ethyl-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,3,4-trihydroxy-phenyl)-hexanoic acid;
2-Amlnoi'neﬂlyweﬂ\yl-s-(z.Sﬁ-tﬂhydmxy-phenyi)-hexanolc acid;
2-Aminomethyl-4-ethyl-6-(2,3,6-1rihydroxy-phenyl)-hexanoic acid;
2-Aminomethyl-4-ethyl-6-(2,4,6-trihydroxy-phenyi)-hexanoic acid;
2-Aminomethyl-7-(2-hydroxy-phenyt)-4-methyi-heptancic acid;
2-Aminomethyl-7-(3-hydroxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(4-hydroxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,3-dihydroxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-{2,4-dihydroxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,5-dihydroxy-phenyl)-4-methyl-heptanoic acid;
2-Aminomethyl-7-(2,6-dihydroxy-phenyi)-4-methyi-heptanoic acid;
2-Aminomethyl-7-(3,4-dihydroxy-phenyl)-4-methyl-heplanoic acid;
2-Aminomethyl-7-(3,5-dihydroxy-phenyi)-4-methyl-hepianoic acid;
2-Aminomethyl-4-methyl-7-(2,3,4-trihydroxy-phenyl)-hepianocic acid;
2-Aminomethyl-4-methyl-7-(2,3,5-trihydroxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,3,6-trihydroxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-methyl-7-(2,4,6-irihydroxy-phenyl)-heptanoic acid;
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2-Aminomethyl-7-(2-hydroxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3-hydroxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(4-hydroxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,3-dihydroxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,4-dihydroxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(2,5-dihydroxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethy}-7-(2,6-dihydroxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3,4-dihydroxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-7-(3,5-dihydroxy-phenyl)-4-ethyl-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,4-trihydroxy-phenyl)-heptanoic acid;
2-Aminomethyi-4-sthyl-7-(2,3,5-trihydroxy-phenyl)-heptanoic acid;
2-Aminomethyi-4-ethyt-7-(2,3,6-trihydroxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyt-7-(2,4,6-trihydroxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3 4,5-tetrahydroxy-phenyl)-heptanoic acid;
2-Aminomethyi-4-ethyl-7-(2,3,4,6-tetrahydroxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-(2,3,5,6-tetrahydroxy-phenyl)-heptanoic acid;
2-Aminomethyl-4-ethyl-7-pentahydroxyphenyl-heptanoic acid;
(2R,4R)-2-Aminomethyl-4-(2,4-difluoro-benzyl)-hexanoic acid;
(2S,4R)-2-Aminomethyl-4-(2,4-difluoro-benzyl)-hexanoic acid;
(2R,48)-2-Aminomethy}-7-(2,4-difluoro-phenyl)-4-ethyl-heptanoic acid;
(2S,4S5)-2-Aminomethyl-7-(2,4-difluoro-phenyl)-4-ethyl-heptanoic acid;
(2R,4S)-2-Aminomethyi-4-(2,4-difluoro-benzyl)-hexanoic acid;
(2S,4S)-2-Aminomethyl-4-(2,4-diflucro-benzyl)-hexanoic acid;
(2S,4S)-2-Aminomethyl-4-(3,5-dlflucro-benzyl)-hexanoic acid,;
(2S,4S)-2-Aminomethyl-4-(2-fluoro-benzyl)-hexanoic acid;
(25.,4S)-2-Aminomethyl-5-(2 4-difluoro-phenyl)-4-methyl-pentanoic
acid;

(2S)-2-Aminomethyl-5-(2,4-difluoro-phenyi}-pentanoic acid;
(2S,4S)-2-Aminomethyl-4-(2,6-difluoro-benzyl)-hexanoic acid;
(2S,45)-2-Aminomethyl-4-(4-fluoro-benzyl)-hexanoic acid;
(2S,4S)-2-Aminomethyl-4-(2,5-difluoro-benzyl)-hexanoic acid;

(25,4S)-2-Aminomethyl-4-(3-fluora-benzyl)-hexanocic acid;
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(2S,48)-2-Aminomethyi-4-pentafiuorophanyimethyi-hexanoic acid;
(25,4R)-2-Aminomethyi-7-(2,4-difluoro-phenyi}-4-ethyl-heptanoic acid;
(2S,4S)-2-Aminomethyi-4-(4-trifluoromethyl-benzyt)-hexanoic acid;
2-Aminomethyt4-(4-methoxy-2-methyl-benzyl)}-hexanolc acid;
2-AminomethyH5-(4-methoxy-2-methyi-phenyl)<4-methyl-pentanoic
acid;

2-Aminomethyl-4-(4-methoxy-S-methyt-benzyl)-hexanoic acid;
2-Aminomethyt-5-(4-methoxy-3-methyl-phenyi)-4-methyl-pentanoic
acid;

2-Aminomethyl-4-ethyl-5-methyl-hexanoic acid;
2-Aminomethyi-4-ethyl-3-methyl-hexanoic acid;
2-Aminomethyt-3,4-dimethyl-hexanoic acid;
2-Aminomethyi-3-athyl-4-methyi-hexanoic acid;
2-Aminomethyl-4-ethyl-3-methyl-heptanoic acid;
2-Aminomethyl-3,4-dimethyl-octanoic acid;
2-Aminomethyl-3-methyt-pentanoic acid;
2-Aminomethyl-3-methyl-hexanoic acid;
2-Aminomethyl-3-methyi-heptanoic acid;
2-Aminomethyl-3,4-dimethyl-pentanoic acid;
2-Aminomethyl-3,5-dimethyl-hexanoic acid;
2-Aminomethyt-3,6-dimethyl-heptanoic acid;
2-Aminomethyl-3,5,5-trimethyl-hexanoic acid;
2-Aminomethyl-3-cyclopropyt-butyric acid;
2-Aminomethyl-3-cyclopentyl-butyric acid;
2-Aminomethyl-3-cyclohexyl-butyric acid;
2-Aminomethyl-4-cyclohexyl-3-methyl-butyric acid;
2-Aminomethyi-5-cyclohexyl-3-methyl-pentanoic acid;
2-Aminomethyl-3-methyl-4-(4-methyl-cyclohexyl)-butyric acid;
2-Aminomethyl-3-ethyl-pentanoic acid;
2-Aminomethyl-3-ethyl-hexanoic acid;
2-Aminomethyl-3-ethyl-heptanoic acid;

2-Aminomethyt-3-ethyl-4-methyl-pentanoic acid;
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2-Aminomethyl-3-cyclohexylmethyl-pentanoic acid;
2-Aminomethyl-5-(4-methoxy-cyclohexyl)-3-methyl-pentanoic acid,
2-Aminomethyl-5-{4-methoxy-phenyl)-3-methyl-pentanoic acid;
2-Aminomethyl-4-{2-methoxy-phenyl)-3-methyl-butyric acid,
2-Aminomethyl4-{4-methoxy-phenyl)-3-methyl-butyric acid;
2-Aminomethyi-3-phenyl-butyric acld;
2-Aminomethyl-3-methyl-4-phenyl-butyric acid;
2-Aminomethyl-3-methyt-5-phenyl-pentanoic acid,
2-Aminomethyt-3-methyl-4-(3-trifluoromethyi-phenyf)-butyric acid;
2-Aminomethyl-3-(4-ethyl-phenyl)-butyric acid;
2-Aminomethyl-3-(2,5-dimethylphenyl)-butyric acid;
2-Aminomethyi-3-methyl-4-p-tolyl-butyric acid;
2-Aminomethyl-3-m-tolyl-butyric acid;
2-Aminomethyl-3-benzyl-pentanoic acid;
2-Aminomethyl-4-(4-fluoro-phenyl)-3-methyl-butyric acid;
2-Aminomethyl-5-cyclopropyi-hexanoic acid;
2-Aminomethyl-5-cyclobutyl-hexanaic acid;
2-Aminomethyl-5-cyciopenty-hexanoic acid;
2-Aminomethyl-5-cyciohexyl-hexanocic acid;
2-Aminomethyl-5-phenyi-hexanoic acid;
2-Aminomethyt-5-(3-chloro-phenyl}-hexanoic acid;
2-Aminomethyl-5-(3-tifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-5-(4-triflucromsthyl-phenyl)-hexanoic acid;
2-Aminomethyl-5-cyclopropyl-heptanoic acid;
2-Aminomethyt-5-cyclobutyl-heptanoic acid;
2-Aminomsthyt-5-cyciopentyi-heptanoic acid;
2-Aminomethyl-5-cyclohexyl-heptanoic acid;
2-Aminomethyl-5-phenyl-heptanoic acid;
2-Aminomathyt-5-(3-chloro-phenyl)-heptanoic acid;
2-Aminomethyl-5-(3-trifiuoromethyl-phenyl)-heptancic acid;
2-Aminomethyl-5-(4-trifluoromethykphenyi)-heptanoic acid;

2-Aminomethyl-5-methyl-6-phenyl-hexanoic acid;
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13.

2-AminomethyH8-(3-chloro-phenyl)-5-methyl-hexanoic acid;
2-Aminomethyl-5-methyl-6-(3-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-5-methyl-6-(4-trifluoromethyl-phenyl)-hexanoic acid;
2-Aminomethyl-5-cyclopropylmethyl-heptanoic acid;
2-Aminomethyl-5-cyclobutyimethyl-heptanoic acid;
2-Aminomethyl-5-cyclopentyimethyl-heptanoic acid;
2-Aminomethyi-5-cyclohexyimethyl-heptanolc acid;
2-Aminomethyl-5-benzyl-heptanoic acid;
2-Aminomethyl-5-(3-chioro-benzyl)-heptanoic acid;
2-Aminomsthyt-5-(3-triflucromethyl-benzyl)-heptancic acid;
2-Aminomethyl-5-(4-trifluoromethyl-benzyl)-heptanoic acid;
2-Aminomethyl-6-methyl-7-phenyl-heptanoic acid;
2-Aminomethyi-7-(3-chloro-phenyl)-5-methyl-heptanoic acid;
2-Aminomethyl-5-methyl-7-(3-trifluoromethyl-phenyf)}-heptanoic acld;
2-Aminomethyl-5-methyl-7-(4-trifluoromethyl-phenyl}-heptanoic acid;
2-Aminomethyl-7-cyclopropyl-5-ethyl-heptancic acid;
2-Aminomethyt-7-cyclobutyl-5-ethyl-heptanoic acid;
2-Aminomethyl-7-cyclopentyl-5-ethyl-heptanoic acid;
2-Aminomethyt-7-cyciohexyl-5-ethyl-heptanoic acid;
2-Aminomethyl-5-ethyl-7-phenyl-heptanoic acid;
2-Aminomethyl-7-(3-chioro-phenyl)-5-sthyl-heptanoic acid;
2-Aminomethyl-5-ethyl-7-(3-trifluoromethyl-phenyi)-heptanoic acid;
2-Aminomethyt-5-ethyl-7-(4-triflucromethyl-phenyl)-heptanoic acid;
2-Aminomethyl-5,5-dimethyl-heptancic acid;
2-Aminomethyl-5,5-dimethyi-octancic acid; and
2-Aminomethyl-5,5-dimethyl-nonanolc acid.

A compound selected from the following compounds and their

pharmaceutically acceptahle saits:

(3R,4R)-3-Amino-4,5-dimethyl-hexanoic acid;
(35,4R)-3-Amino-4,5-dimethyl-hexanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-heptanoic acid;
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14.

(3S,4R,5R)-3-Amino-4,5-dimethyl-heptanoic acid;
(3R,4S,5R)-3-Amino-4,5-dimethyl-heptancic acid;
(3R,4R,55)-3-Amino-4,5-dimethyl-heptanoic acid;
(3R,4R,5R)-3-Amino-4,5~-dimethyl-octanoic acid;
(3S,4R,5R)-3-Amino-4,5-dimethyl-octanoic acid;
(3R,4S,5R)-3-Amino-4,5-dimethyl-octanoic acid;
(3R,4R,5S)-3-Amino-4,5-dimethyl-octanoic acid;
(3R.4R,5R)-3-Amino-4,5-dimethyl-nonanoic acid;
(3S.4R,5R)-3-Amino4,5-dimethyl-nonanoic acid;
(3R,4S,5R)-3-Amino-4,5-dimethyl-nonanoic acid;
(3R,4R,55)-3-Amino-4,5-dimethyl-nonanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyi-decanoic acid;
(3S.4R,5R)-3-Amino-4,5-dimethyl-decanoic acid;
(3R,4S,5R)-3-Amino-4,5-dimethyl-decanoic acid;
(3R,4R,5S)-3-Amino-4,5-dimethyl-decanoic acid;
and opposite enantiomers thereof.

A compound selected from the following compounds and their

phamnaceutically acceptable salts:

15.

(3R,4R)-3-Amino-4,5-dimethyl-hexanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-heptanoic acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-octanoic acid;
(3R.4R,5R)-3-Amino-4,5~dimethyl-nonanoic acid; and
(3R,4R,5R)-3-Amino-4,5-dimethyl-decanoic acid.

A compound selected from the following compounds and their

phamaceutically acceptable salts:

(2R, 4R)-2-Aminomethyl-4-(2,4-difluoro-benzyl)-hexanoic acid;
(2S,4R)-2-Aminomethyl-4-(2,4-difluoro-benzyl)-hexanoic acid;
(2R,45)-2-Aminomethyl-7-(2,4~difluoro-phenyf)~-4-ethyl-heptanoic acid:
(2S,45)-2-Aminomethyl-7-(2,4-difluoro-phenyl)}-4-ethyl-heptanoic acid;
(2R,4S)-2-Aminomethyl-4-(2,4-difluoro-benzyt)-hexanoic acid;
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(25,4S)-2-Aminomsthyl-4-(2,4-dlfluoro-benzyl)-hexanoic acid;
(25,4S)-2-Aminomethyl-4-(3,5-difluoro-benzyl)-hexanoic acid;
(2S,4S)-2-Aminomethyl-4-{2-fluoro-benzyl)-hexanoic acid;
(2S,45)-2-Aminomethyt-5-(2,4-difluocro-phenyl)-4-methyl-pentanoic
acid;

(25)-2-Aminomethy\-5-(2,4-difluoro-phenyl)-pentanoic acid;
(25,4S)-2-Aminomethyi-4-(2,6-difluoro-benzyly-hexanoic acid;
(25,4S)-2-Aminomethyl-4-(4-fluoro-benzyf)-hexanoic acid;
(25,45)-2-Aminomethyl-4~(2,5-difluoro-benzyl)-hexanoic acid;
(28,45)-2-Aminomethyi-4-(3-fluoro-benzyi)-hexanoic acid;
(25,4S)-2-Aminomethyl-4-pentafiuorophenyimethyl-hexanoic acid;
(25,4R)-2-Aminomethyl-7-(2,4-difluoro-phenyl)-4-ethyl-heptanoic acid:
and

(25,4S)-2-Aminomethyl-4-(4-trifluoromethyl-benzyl)-hexanoic acid.
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AMINOACIDOS CON AFINIDAD POR LA PROTEINA a25
ANTECEDENTES DE LA INVENCION
La presente invencion se refiere a ciertos f-aminoacidos que se unen a la
subunidad alfa-2-delta (a26) de un canal de calcio. Estos compuestos y sus sales
farmacéuticamente aceptables son dtiles en el tratamiento de diversos trastomos

psiquiatricos, de dolor y otros.
SUMARIO DE LA INVENCION

Esta invencion proporciona compuestos de formula |

y sus sales famhacéuticamente aceptables, en la que .

Ry es un atomo de hidrégeno o alquilo (C4-Cg) opcionalmente sustituido
con uno a cinco atomos de filior;

Rz es un atomo de hidrégeno o alquilo (C4-Cs) opcionalmente sustituido
con uno a cinco atomos de fidor; 0 ’

Ry y Rz, junto con el carbono al que estan unidos, forman un anillo
cicloalquilo de tres a seis miembros;

Rs es un atomo de hidrégeno, alquilo (C4-Cg), cicloalquilo (Cs-Csg),
cicloaiquil (Cx-Ce)-alquilo (C4-Cs), fenilo, fenil-alquilo (C+-Cs), piridilo o piridil-
alquilo (C4-Ca), donde los restos o sustituyentes alquilo y cicloalquilo estan

opcionalmente sustituidos con uno a cinco 4tomos de fidor, preferiblemente con

cero a tres atomos de fidor y los sustituyentes fenilo y piridilo y los restos fenilo y
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piridilo de los sustituyentes fenil-alquilo {C-C3) y pindil-alquilo .(C1-Ca) estan
opcionalmente sustituidos con uno a cinco sustituyentes, preferiblemente con
cero a dos sustituyentes, seleccionados independientemente entre cloro, fluoro,
amino, nitro, ciano, hidroxi, alquilamino (C4-Cs), alquilo (C1-C3) opcionaimente
sustituido con uno a tres atomos de fldor y alcoxi (C1-Ca) opcionalmente sustituido
con uno a tres atomos de flior,;

R4 es un atomo de hidrégeno o alquilo (C4-Cg) opcionalmente sustituido
con uno a cinco atomos de fldor;

Rs es un atomo de hidrégeno o alquilo (C1-Cg) opcionalmente sustituido
con uno a cinco atomos de fidor,

Rs ¥ Rs, junto con el carbono al que estan unidos, forman un anillo
cicloaiquilo de tres a seis miembros; y

Rg es un atomo de hidrégeno o alquilo (C4-Cs);

con la condicion de que Ry, Rz, Rs, R4, Rs ¥ Rg no sean simultineamente
atomos de hidrégeno.

Los compuestos especificos de fémula | incluyen los siguientes
compuestos y sus sales famacéuticamente aceptables:

Acido 3-amino-4,5-dimetil-hexanoico;

Acido 3-amino-4,5-dimetil-heptanoico;

Acido 3-amino-4,5-dimetil-octanoico;

Acido 3-amino-4,5-dimetil-nonanoico;

Acido 3-amino-4,5-dimetil-decanoico;

Acido 3-amino4-etil-5-meti-heptanoico;

Acido 3-amino-4-etil-5-metil-octanocico;

Acido 3-amino-4-etil-5-metil-nonanoico;
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Acido 3-amino-4-etil-5,6-dimeti-heptancico;
Acido 3-amino-4-etil-5,7-dimetil-octanoico;
Acido 3-amino-4-etil-5,8-dimetil-nonanoico;
Acido 3-amino-5-etik4-metil-octanoico;
Acido 3-amino-5-etil-4-metil-nonanoico;
Acido 3-amino4,5-dieti-heptanoico;

Acido 3-amino-4,5-dietil-octanoico;

Acido 3-amino-4,5-dieti-nonanoico;

Acido 3-amino-5-etil-4,7-dimetil-octanoico;
Acido 3-amino-5-etil-4,8-dimetil-nonanoico;
Acido 3-amino-4,5-dietil-6-metil-heptanoico;
Acido 3-amino-4,5-dietil-7-metil-octancico;
Acido 3-amino-4,5-dietil-8-metil-nonanoico;
Acido 3-amino-4,5,6-trimetil-heptanoico;
Acido 3-amino4,5,7-trimetiloctanoico;
Acido 3-amino-4,5,8-trimetil-nonanoico;
Acido 3-amino-4-etil-5-metil-hexanoico;
Acido 3-amino-5-etil-4-metiloctanoico;
Acido 3-amino-5-eti4-metil-heptanoico;
Acido 3-amino-4-metil-5-propil-octanoico;
Acido 3-amino-4-metil-6-etil-octanoico;
Acido 3-amino-4-metil-6-etil-nonanoico;
Acido 3-amino-4,6-dietil-octanoico;

Acido 3-amino-4,6-dietil-nonanoico;

Acido 3-amino-8-ciclopentil-4,5-dimetil-hexanoico;
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Acido 3-amino-7-ciclopentil-4,5-dimetil-heptanoico;
Acido 3-amino-5-etil-4,6-dimetil-heptanoico;

Acido 3-amino-5-etil4, 7-dimetil-octanoico;

Acido 3-amino-5-etil-4,8-dimetil-nonanoico;

Acido (3R .4R)-3-amino-4,5-dimetil-hexanoico;
Acido (3R.4R,5R)-3-amino-4,5-dimetil-heptanoico;
Acido (3R.4R,5R)-3-amino+4,5-dimetil-octanaico;
Acido (3R.4R,5R)-3-amino-4,5-dimeti-nonanoico;
Acido (3R 4R 5R)-3-amino-4,5-dimetildecanoico;
Acido 3-amino-5-ciclopropil-4-eti-hexanoico;

Acido 3-amino-6-ciclopropil-4-etil-5-metil-hexanoico;
Acido 3-amino-5-ciclobutil-4-eti-hexanoico;

Acido 3-amino-6-ciclobutii4-etil-5-metil-hexanoico;
Acido 3-amino-5-ciclopentil4-metil-hexanoico;
Acido 3-amino-6-ciclopentil-4-etil-5-metil-hexanoico;
Acido 3-amino-5-ciclohexil-4-etil-hexanoico;

Acido 3-amino-6-ciclohexil-4-etil-5-metil-hexanoico;
Acido 3-amino-5-ciclopropil-4-metil-hexanoico;
Acido 3-amino-6-ciclopropil4,5-dimetil-hexanoico;
Acido 3-amino-5-ciclobutii-4-metil-hexanaico:
Acido 3-amino-8-ciclobuti-4,5-dimetil-hexanoico;
Acido 3-amino-5-ciclopentil-4-metil-hexanoico;
Acido 3-amino-6-ciclopentil-4,5-dimetil-hexanoico;
Acido 3-amino-5-ciclohexil-4-metil-hexanoico;

Acido 3-amino-6-ciclohexil-4,5-dimetil-hexanoico;
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Acido 3-amino-8-ciclohexil-4,5-dimetil-octanoico;
Acido 3-amino-8-ciclohexil-4,5-dimetil-octanoico;
Acido 3-amino-4,6-dimetil-heptanoico;

Acido 3-amino-4,6-dimetil-octanoico;

Acido 3-amino-4,6-dimetil-nonanoico;

Acido 3-amino-4,6-dimetil-decanoico;

Acido 3-amino-4,8, 7-trimetil-octanoico;

Acido 3-amino-4,6,8-trimetil-nonanoico;

" Acido 3-amino-4.6,9-trimetil-decanoico;

Acido 3-amino-6-ciclopropil-4-metil-heptanoico;

Acido 3-amino-6-ciclobutil-4-metil-heptanoico;

Acido 3-amino-6-ciclopentil-4-metil-heptanoico;

Acido 3-amino-6-cic;ohexil-4-metil-heptanoico;

Acido 3-amino-7-ciclopropil-4,6-dimetil-heptanoico;

Acido 3-amino-7-ciclobutil-4,6-dimetil-heptanoico;

Acido 3-amino-7-ciclopentil-4,6-dimetil-heptanoico;

Acido 3-amino-7-ciclohexil-4,6-dimeti+-heptanoico;

Acido 3-amino-8-ciclopropil-4,6-dimetil-octanoico;

Acido 3-amino-8-ciclobutil-4,8-dimetil-octanoico;

Acido 3-amino-8-ciclopentil-4,6-dimetil-octanoico;

Acido 3-amino-8-ciclohexil-4,6-dimetil-octanoico;

Acido 3-amino-6-(3-cloro-fenil)-4-metil-heptanoico;

Acido 3-amino-6-(3,4-dicloro-fenil)-4-metil-heptanoico;
Acido 3-amino-4-metil-6-(3-triflucrometil-fenil)-heptanoico;
Acido 3-amino-4-metil-6-(4-trifluorometil-fenil)-heptancico;
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‘Acido 3-amino-7-(3-cloro-fenil)-4,6-dimeti-heptanoico;

Acido 3-amino-7-(3,4-dicloro-fenil)-4,6-dimetil-heptanoico;
Acido 3-amino-4,6-dimetil-7-(3-triflucrometil-fenil)-heptanoico;
Acido 3-amino-4,6-dimetil-7-(4-trifluorometil-fenil)-heptanoico;
Acido 3-amino-8-(3-cloro-fenil)-4,6-dimetil-octanoico;

Acido 3-amino-8-(3,4-dicloro-fenil)-4,6-dimetil-octanoico;
Acido 3-amino-4,6-dimetil-8-(3-trifluorometil-fenil)-octanoico;
Acido 3-amino-4,6-dimetil-8-{4-trifluorometil-fenil)-octanoico;
Acido 3-amino-4-etil-6-metil-octanoico;

Acido 3-amino-4-etil-6-metil-nonanoico;

Acido 3-amino-4-etil-6-metil-decanoico;

Acido 3-amino-4-etil-6,7-dimetil-octanoico;

Acido 3-amino-4-etil-6,8-dimetil-nonanoico;

Acido 3-amino-4-etil-6,9-dimetil-decanoico:

Acido 3-amino-6-ciclopropil-4-eti-heptanoico;

Acido 3-amino-6-ciclobutil-4-eti-heptancico;

Acido 3-amino-8-ciclopentil-4-etil-heptanoico;

Acido 3-amino-6-ciclohexil-4-eti-heptanoico;

Acido 3-amino-7-ciclopropil-4-etil-8-metil-heptanoico;

Acido 3-amino-7-ciclobutil-4-etil-6-meti-heptanoico;

Acido 3-amino-7-ciclopentil-4-etil-6-metil-heptanoico;

Acido 3-amino-7-ciclohexil-4-etil-6-metil-heptanoico;

Acido 3-amino-8-ciclopropil-4-etil-6-metil-octanoico;

Acido 3-amino-8-ciclobutil4-etil-6-metil-octanoico;

Acido 3-amino-8-ciclopentil-4-etil-6-metit-octanoico;
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Acido 3-amino-8-ciclohexil-4-etil-6-metil-octanoico:

Acido 3-amino-6-(3-cloro-fenil)4-etil-heptanoico;

Acido 3-amino-6-(3,4-dicloro-fenil)4-etil-heptanoico;

Acido 3-amino-4-etil-8-(3-triflucrometil-fenil)-heptanoico;
Acido 3-amino-4-etil-6-(4-trifiucrometil-fenil)-heptanoico;
Acido 3-amino-7-(3-cloro-fenil)}-4-etil8-metil-heptanoico;
Acido 3-amino-7-(3,4-dicloro-fenil)4-etil-6-meti-heptanoico;
Acido 3-amino-4-etil-6-metil-7-(3-triflucrometil-fenil)-heptanoico;
Acido 3-amino-4-etil-6-metil-7-(4-trifluorometil-fenil)-heptanoico;
Acido 3-amino-8-(3-cloro-fenil)-4-etil-6-metil-octanoico;

Acido 3-amino-8~(3,4-dicloro-fenil)-4-etil-6-metil-octanoico;
Acido 3-amino-4-etil-6-metil-8-(3-trifluorometil-fenil)-octanoico;
Acido 3—amino-4-etiI|-6-metil-8-(4-triﬂuorometil-fenil)—octanoico;
Acido 3-amino-4-metil-heptanoico;

Acido 3-amino-4,68-dimeti-heptanoico;

Acido 3-amino-4,7-dimetil-octanoico:

Acido 3-amino-4,8-dimetil-nonancico;

Acido 3-amino-4-metil-hexanoico;

Acido 3-amino4-metil-heptanoico;

Acido 3-amino-4-metil-octanoico;

Acido 3-amino-4-metil-nonanoico;

Acido 3-amino-5-ciclopropil-4-metil-pentanoico;

Acido 3-amino-6-ciclopropil-4-metil-hexanoico;

Acido 3-amino-7-ciclopropil-4-metil-heptanoico;

Acido 3-amino-5-ciclobutil-4-metil-pentanoico;
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Acido 3-amino-6-ciclobutil-4-metil-hexanoico;
Acido 3-amino-7-ciclobutil-4-metil-heptanoico;
Acido 3-amino-5-ciclopentil-4-metil-pentanoico;
Acido 3-amino-6-ciclopentil-4-metil-hexanoico;
Acido 3-amino-7-ciclopentil-4-metil-heptanoico;
Acido 3-amino-5-ciclohexil-4-metil-pentanoico;
Acido 3-amino-6-ciclohexil-4-metil-hexanoico;
Acido 3-amino-7-ciclohexil-4-metil-heptanoico;
Acido 3-amino-5-ciclopropil-4-etil-pentanoico;
Acido 3-amino-6-ciclopropil-4-eti-hexanoico;
Acido 3-amino-7-ciclopropil-4-eti-heptanoico;
Acido 3-amino-5-ciclobutil-4-etil-pentanoico;
Acido 3-amino-6-ciclobutil-4-eti--hexanoico;
Acido 3-amino-7-ciclobutil-4-eti-heptanoico;
Acido 3-amino-5-ciclopentil-4-etil-pentanoico;
Acido 3-amino-6-ciclopentil-4-etil-hexanoico;
Acido 3-amino-7-ciclopentil-4-etil-heptanoico;
Acido 3-amino-5-ciclohexil-4-etil-pentanoico;
Acido 3-amino-6-ciclohexil-4-etil-hexanoico;
Acido 3-amino-7-ciclohexil-4-etil-heptanoico;
Acido 3-amino-4,4,5-trimetiheptanoico;
Acido 3-amino4 4 5-trimetil-octanoico;

Acido 3-amino4 4, 5-trimetihexanoico;

Acido 3-amino-4,5,5-trimetil-heptanoico;
Acido 3-amino-4,5,5-frimetil-octanoico; y
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Acido 3-amino-4,5,5-trimetil-hexanoico;

Otros compuestos de formula | incluyen los siguientes compuestos y sus

sales farmacéuticamente aceptables:

Acido 3-amino-4-metil-5-fenil-pentanoico;
Acido 3-amino-4-metil-8-fenil-hexanoico;
Acido 3-amino-4-metil-7-fenil-heptanoico;
Acido 3-amino-5-(2-cloro-fenil)}-4-metilpentanoico;

_ Acido 3-amino-5-(3-cloro-fenil)-4-metil-pentanoico;

Acido 3-amino-5-(4-cloro-fenil}-4-metil-pentanaico;
Acido 3-amino-5-(2,4-dicloro-fenil)-4-metil-pentanaico;
Acido 3-amino-5-(3,4-dicloro-fenil)-4-metil-pentanoico;
Acido 3-amino-4-(2-cloro-bencil)-hexanoico;

Acido 3-amino-4-(3-cloro-bencil)-hexanoico;

Acido 3-d4mino-4-(4-cloro-bencil)-hexanoico;

Acido 3-amino-4-(2,4-dicloro-bencil)}-hexanoico;
Acido 3-amino-4-(3,4-dicloro-bencil)-hexanoico;
Acido 3-amino-6-(2-cloro-fenil)-4-metil-hexanoico;
Acido 3-amino-6-{3-cloro-fenil)}-4-metil-hexanoico;
Acido 3-amino-6-{4-cloro-fenil4-metil-hexanoico;
Acido 3-amino-6-(2,4-dicloro-fenil}-4-metil-hexanoico;
Acido 3-amino-6-(3,4-dicloro-fenil)-4-meti-hexanoico;
Acido 3-amino-6-(2-cloro-fenil)4-etil-hexanoico;
Acido 3-amino-6-(3-cloro-fenil}4-eti-hexanoico;
Acido 3-amino-6-(4-cloro-fenil)4-etil-hexanoico;
Acido 3-amino-6-(2,4-dicloro-fenil}-4-etil-hexanoico;

¢
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Acido 3-amino-6-(3,4-dicloro-fenil)4-etil-hexanoico;
Acido 3-amino-7-(2-cloro-fenil}4-metil-heptanocico;
Acido 3-amino-7«(3-cloro-fenil)}-4-metil-heptanoico;
Acido 3-amino-7-(4-cloro-fenil)-4-metil-heptanoico;
5 Acido 3-amino-7-(2,4-dicloro-fenil}-4-metil-heptanaico;

Acido 3-amino-7-(3,4-dicloro-fenil)-4-meti-heptanoico;
Acido 3-amino-7-(2-cloro-fenil)-4-eti-heptanoico:
Acido 3-amino-7-(3-cloro-fenil)-4-eti-heptanoico;
Acido 3-amino-7-(4-cloro-fenil)-4-etil-heptanoico;

10 Acido 3-amino-7-(2,4-dicloro-fenil}4-eti-heptanoico; y
Acido 3-amino-7-(3,4-dicloro-fenil)4-etil-heptanoico;

Esta invencion también proporciona compuestos de férmula Il

Rq
HoN Rs

HOC
]
y sus sales farmacéuticamente aceptables, en la que Ry, Rs y R4 son como se
15 han definido anteriormente en la férmula |, con la condicién de que R, no sea un
atomo de hidrégeno.
Los compuestos especificos de formula Il incluyen los siguientes
compuestos y sus sales farmacéuticamente aceptables:
Acido 3-amino-4,5-dimetil-hexanoico;
20 Acido 3-amino-4,5-dimetil-heptanoico;
Acido 3-amino-4,5-dimetil-octanoico;
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Acido 3-amino-4,5-dimetil-nonanoico;
Acido 3-amino-4-etil-5-metil-heptanoico;
Acido 3-amino-4-etil-5-metil-octanoico;
Acido 3-amino-4-etil-5-metil-nonanoico;
Acido 3-amino-4-etil-5,6-dimetil-heptanoico;
Acido 3-amino-4-etil-5, 7-dimetil-octanoico;
Acido 3-amino-4-eti}-5,8-dimetil-nonanoico;
Acido 3-amino-5-etil-4-metil-octanoico;
Acido 3-amino-5-etil-4-meti-nonanoico;
Acido 3-amino-4,5-dietil-heptanoico;

Acido 3-amino-4,5-dieti-octanoico;

Acido 3-amino-4,5-dieti-nonanoico;

Acido 3-amino—5-etili4,7-dimetil-octanoico;
Acido 3-4mino-5-etil-4,8-dimetil-nonanoico;
Acido 3-amino-4,5-dietii-6-metil-heptanoico;
Acido 3-amino-4,5-dietil-7-metil-octanoico;
Acido 3-amino-4,5-dietil-8-metil-nonanoico;
Acido 3-amino-4,5,6-trimeti-heptanoico;
Acido 3-amino4,5,7-trimetil-octanoico;
Acido 3-amino-4,5,8-trimetil-nonanoico:
Acido 3-amino-4-etil-5-metil-hexanoico;
Acido 3-amino-5-etil-4-metil-octanoico;
Acido 3-amino-5-etil-4-metil-heptanoico;
Acido 3-amino-4-metil-5-propil-octanoico;

Acido 3-amino-8-ciclopentil-4,5-dimetil-hexanoico;
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Acido 3-amino-7-ciclopentil-4,5-dimetil-heptanoico;
Acido 3-amino-5-etil-4,6-dimetil-heptancico;

Acido 3-amino-5-etil-4, 7-dimetil-octanoico:

Acido 3-amino-5-etil-4,8-dimetil-nonanoico;

Acido (3R,4R)-3-amino-4,5-dimetil-hexanoico;
Acido (3R,4R,5R)-3-amino-4,5-dimetil-heptanoico;
Acido (3R 4R,5R)-3-amino-4,5-dimetil-octanoico;
Acido (3R 4R,5R)-3-amino-4,5-dimetil-nonanoico;
Acido (3R,4R,5R)-3-amino-4,5-decanoico;

Acido 3-amino-5-ciclopropil-4-eti-hexanoico;

Acido 3-amino-6-ciclopropil-4-etil-5-metil-hexanaico;

Acido 3-amino-5-ciclobutil-4-etil-hexanoico;
Acido 3-amino-8-ciclobutil-4-etil-5-meti-hexanoico;
Acido 3-amino-5-ciclopentil-4-metil-hexanoico;

15 Acido 3-amino-6-ciclopentil-4-etil-5-meti-hexanoico;

20

25

Acido 3-amino-5-ciclohexil-4-etil-hexanoico;

Acido 3-amino-6-ciclohexil-4-eti-5-meti-hexanoico;

Acido 3-amino-5-ciclopropil4-metil-hexanoico;
Acido 3-amino-6-ciclopropil4,5-dimetil-hexanoico;
Acido 3-amino-5-ciciobutil4-metil-hexanoico;
Acido 3-amino-6-ciclobutil4,5-dimetil-hexanoico;
Acido 3-amino-5-ciclopentil-4-meti-hexanoico;
Acido 3-amino-6-ciclopentil-4,5-dimetil-hexanoico;
Acido 3-amino-5-ciclohexil-4-meti-hexanoico;

Acido 3-amino-6-ciclohexil-4,5-dimetil-hexanoico;
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Acido 3-amino-8-ciclohexil-4,5-dimetil-octanoico y
Acido 3-amino-8-ciclohexil-4,5-dimetil-octanoico.;
Esta invencion también proporciona compuestos de formula Nl

CHs
HoN Ra

R,
HO,

n

y sus sales farmacéuticamente aceptables, en la que Ry y Rs son como se han
definido anteriormente en la fGrmula [, con la condicion de que R; y R3 no sean
atomos de hidrégeno.

Los compuestos especlificos de formula Il incluyen los siguientes
compuestos y sus sales famacéuticamente aceptables:

Acido 3-amino-4,5-dimeti-hexanoico;

Acido 3-amino-4,5-dimetil-heptanoico;

Acido 3-amino-4,5-dimetil-octanoico;

Acido 3-amino-4,5-dimetil-nonanoico:

Acido 3-amino-4,5,6-trimetil-heptanoico;

Acido 3-amino-4,5,7-trimetil-octanoico;

Acido 3-amino-4,5,8-trimetil-nonanocico;

Acido 3-amino-4-metil-5-propil-octanoico;

Acido 3-amino-8-ciclopentil-4,5-dimetil-hexanoico;

Acido 3-amino-7-cic|opénti|-4,5-dimetil-heptanoico;

Acido 3-amino-5-etil-4,6-dimetil-heptanoico;

Acido 3-amino-5-etil-4,7-dimetil-octanoico;

Acido 3-amino-5-etil-4,8-dimetil-nonanoico;



Acido (3R,4R)-3-amino-4,5-dimetil-hexanoico;
Acido (3R.4R 5R)-3-amino-4,5-dimetil-heptanoico;
Acido (3R 4R,5R)-3-amino4,5-dimetil-octanoico;
Acido {(3R.4R,5R)-3-amino-4,5-dimetil-nonanoico;
5 Acido (3R 4R 5R)-3-amino-4,5-dimetil-decanoico;

Acido 3-amino-5-ciclopentil4-metil-hexanoico;
Acido 3-amino-5-ciclopropil-4-metil-hexanoico;
Acido 3-amino-6-ciclopropil-4,5-dimetil-hexanoico;
Acido 3-amino-5-ciclobutil-4-metil-hexanoico;

10 Acido 3-amino-6-ciclobutil-4,5-dimetil-hexanoico;
Acido 3-amino-5-ciclopentil-4-metil-hexanoico;
Acido 3-amino-8-ciclopenti-4,5-dimetil-hexanoico;
Acido 3-amino-5-ciclohexil-4-metil-hexanoico;
Acido 3-amino-6-ciclohexil-4,5-dimetil-hexanoico;

15 Acido 3-amino-8-ciclohexil4,5-dimetil-octanoico y
Acido 3-amino-8-ciclohexil-4,5-dimetil-octanoico.

Esta invencion también proporciona compuestos de formula IV

GH

H,N Rg

HO,C 3

v
y sus sales farmacéuticamente aceptables, en la que R; es como se ha definido

20 anteriomente en la fdrmula |, con la condicién de que Rz no sea un 4omo de

hidrégeno.

773
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Los compuestos especificos de férmula IV incluyen los siguientes
compuestos y sus sales farmacéuticamente aceptables:

Acido {3R,4R)-3-amino-4,5-dimeti-hexanoico;

Acido (3R 4R 5R)-3-aminc-4,5-dimetil-heptanoico;

Acido (3R 4R 5R)-3-amino-4,5-dimetil-octanoico;

Acido (3R,4R,5R)-3-amino+4,5-dimetil-nonanoico;

Acido (3R 4R 5R)-3-amino-4,5-dimetil-decanoico.

Esta invencién también se refiere a compuestos de formula V

R
HO, & ° R,

R Rz
H,N
\'J

10 y a sus sales fannacéutimmente aceptables, en la que Ry, Rz Rs, R; y Rs son

15

20

como se han definido anteriormente en la férmula |, con la condicién de que R,
Rz, Ra R4y Rsno sean atomos de hidrégeno simultdneamente.

Los compuestos especificos de formula V incluyen los siguientes
compuestos y sus sales farmacéuticamente aceptables:

Acido 2-aminometil-4-(2-fluoro-fenil)-pentanoico;

Acido 2-aminometil-4-(3-fluoro-fenil)-pentanoico;

Acido 2-aminometil-4-{4-fluoro-fenil)-pentanoico;

Acido 2-aminometil-4-(2,3-difluoro-fenil)-pentanoico;

Acido 2-aminometit4-(2,4-difluoro-fenil}pentanoico;

Acido 2-aminometil-4-(2,5-difiucro-fenil)-pentanoico;

Acido 2-aminometil-4-(2,6-difluoro-fenil)-pentanoico;

Acido 2-aminometil-4-(3,4-difluoro-fenil)-pentanoico;
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Acido 2-aminometil-4-(3,5-difluoro-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,4-triflucro-fenil)-pentanoico;
Acido 2-aminometil4-(2,3,5-triflucro-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,6-trifluoro-fenil)-pentanoico;
Acido 2-aminometil-4-(2,4,6-trifluoro-fenil)-pentanoico;
Acido 2-aminometil4-(2,3,4,5-tetrafluoro-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,4,6-tetrafluoro-fenil)}-pentanoico;
Acido 2-aminometil-4-(2,3,5,6-tetrafluoro-fenil)-pentancico;
Acido 2-aminometil4-pentafiuorofenil-pentanoico;

Acido 2-aminometil-4-(2-fluoro-fenil)-hexanoico;

Acido 2-aminometil-4-(3-fluoro-fenil)-hexanoico;

Acido 2-aminometil-4-(4-fluoro-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3-difluoro-fenil)-hexanoico;

Acido 2-aminometil-4-(2,4-difluoro-fenil)-hexanoico:

Acido 2-aminometil-4-(2,5-difluoro-fenil)-hexanoico;

Acido 2-aminometil-4-(2,6-difluoro-fenil)-hexanoico;

Acido 2-aminometil-4-(3,4-difluoro-fenil)-hexanoico;

Acido 2-aminometil-4-(3,5-difluoro-fenil)-hexanoico;

Acido 2-aminometil-4(2,3,4-trifluoro-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,5-trifluoro-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,6-trifluoro-fenil)-hexanoico;
Acido 2-aminometil-4-(2,4,6-trifluoro-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,4,5-tetrafluoro-fenil)-hexanoico;
Acido 2-aminometil-4<(2,3,4,6-tetrafluoro-fenil)}-hexanoico;
Acido 2-aminometil-4-(2,3,5,6-tetrafluoro-fenil)-hexanoico;
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Acido 2-aminometil-4-pentafiuorofenil-hexanoico;

Acido 2-aminometil-5-(2-fluoro-fenil)-4-meti-pentancico;

Acido 2-aminometil-5-(3-fluoro-fenil)-4-metil-pentanoico;

Acido 2-aminometil-5-(4-fluoro-fenil)-4-metil-pentanoico;

Acido 2-aminometil-5-2,3-difluoro-fenil)4-metil-pentanoico;

Acido 2-aminometil-5-(2,4-difluoro-fenil)}-4-metil-pentanoico;

Acido 2-aminometil-5-(2,5-difluoro-fenil)-4-metil-pentanoico;

Acido 2-aminometil-5-(2,6-difluoro-fenil)}-4-metil-pentanoico;

Acido 2-aminometil-5-(3,4-difluoro-fenil)-4-metil-pentanoico;

Acido 2-aminometil-5-(3,5-difluoro-fenil)-4-metil-pentanoico;

Acido 2-aminometil4-metil-5-(2,3,4-trifluoro-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-trifluoro-fenil}-pentanoico;
Acido 2-aminometilé-meﬁl-s-(z.a,s-triﬂuoro-fenil)-pentanoioo;
Acido 2-aminometil-4-metil-5-(2,4,6-trifluoro-fenil}-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,4, 5-tetrafluoro-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,4,6-tetrafluoro-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5(2,3,5,6-tetrafluoro-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-pentafiuorofenil-pentanoico;

Acido 2-aminometil-5-(2-fluoro-fenil}-4-metil-hexanoico;

Acido 2-aminometil-5-(3-fluoro-fenil)-4-meti-hexanoico;

Acido 2-aminometil-5-(4-fluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-6-(2,3-difluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(2,4-difluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(2,5-difluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(2,6-difluoro-fenil)}-4-metil-hexanoico;

776
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Acido 2-aminometil-5-(3,4-difiuoro-fenil}-4-meti-hexanoico;
Acido 2-aminometil-5-(3,5-difluoro-fenil)-4-metil-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4-trifluoro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-trifluoro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2, 3,6-trifluoro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-trifluoro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4,5-tetrafluoro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4,6-tetrafluoro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,5,6-tetrafluoro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-pentafluorofenil-hexanoico:;
Acido 2-aminometil-6—(2-fluoro-fenil)4-metii-hexanoico;
Acido 2-aminometil-8-(3-fluoro-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(4-fluoro-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2, 3-difluoro-fenil}-4-metil-hexanoico;
Acido 2-aminometil-6-(2 4-difluoro-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,5-difluoro-fenil}4-metil-hexanoico;
Acido 2-aminometil-6-(2,6-difluoro-fenil)-4-meti-hexanoico;
Acido 2-aminometil-6-(3,4-difluoro-fenil)-4-metil-hexanoico;
Acida 2-aminometil-6~(3,5-difluoro-fenil}-4-metil-hexanoico;
Acido 2-aminometil-4-metil-6-(2, 3,4-trifluoro-fenil)}-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,5-trifluoro-fenif)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,6-trifluoro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6(2,4,6-trifluoro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2, 3,4, 5-tetrafluoro-fenil)-hexanoico;
Acido 2-aminometil4-metil-6+(2,3,4,6-tetrafluoro-fenil)}-hexanoico;
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Acido 2-aminometil-4-metil-6-(2,3,5,6-tetrafluoro-fenil)-hexanaico;
Acido 2-aminometil-4-metil-6-pentafluorofeni-hexanoico;
Acido 2-aminometil-5-(2-fluoro-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(3-fluoro-fenil}4-etil-pentanoico;
Acido 2-aminometil-5-(4-fluoro-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,3-diflucro-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,4-difluoro-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,5-difluoro-fenil)-4-etil-pentancico;
Acido 2-aminometil-5-(2,6-difluoro-fenil)-4-etikpentanoico;
Acido 2-aminometil-5-(3,4-difluoro-fenil)-4-eti-pentanoico;
Acido 2-aminometil-5-(3,5-difluoro-fenil)-4-etil-pentanoico;
Acido 2-aminometil-f¥-etil—5—(2,3,4—triﬂuoro—fenil)-pentanoico;

_ Acido 2-aminometil-4-etil-5-(2,3,5-trifluoro-fenil)-pentanoico;

Acido 2-aminometil-4-etil-5-(2,3,6-trifluoro-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,4,6-trifluoro-fenil}-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4,5-tetrafluoro-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4,6-tetrafluoro-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5,6-tetrafluoro-fenil)}-pentanoico;
Acido 2-aminometil-4-etil-5-pentafiuorofenil-pentanaico;

20 Acido 2-aminometil-6-(2-fluoro-fenil)-4-etil-hexanoico;

25

Acido 2-aminometi-6-(3-fluoro-fenil)-4-eti-hexanoico;
Acido 2-aminometil-6-(4-fluoro-fenil}-4-etil-hexanoico;
Acido 2-aminometil-6-(2,3-difluoro-fenil)4-etil-hexanoico;
Acido 2-aminometil-6-(2,4-difluoro-fenil)-4-eti-hexanoico;
Acido 2-aminometil-6-(2,5-difluoro-fenil)-4-etil-hexanoico;
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Acido 2-aminometil-6-(2,6-difluoro-fenil}4-etil-hexanoico;

Acido 2-aminometil-6-(3,4-difluoro-fenil)-4-eti-hexanoico;

Acido 2-aminometil-8-(3,5-difluoro-fenil)-4-etil-hexanoico;

Acido 2-aminometil-4-etil-6-(2,3,4-trifluoro-fenil}-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,5-trifluoro-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,6-trifluoro-fenil)}-hexanoico;
Acido 2-aminometil-4-etil-8-(2,4,6-trifluoro-fenil)}-hexanoico;
Acid_o 2-aminometil-4-eti-6-(2,3,4,5-tetraftuoro-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,4,6-tetrafluoro-fenil)-hexanoico:
Acido 2-aminometil-4-etil-6-(2,3,5,6-tetrafluoro-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-pentafluorofenil-hexanoico;

Acido 2-aminometil-7-(2-fluoro-fenil)-4-metil-heptanoico;

Acido 2-aminometil-7-(3-fluoro-fenil}-4-metil-heptanoico;

Acido 2-aminometil-7-(4-fluoro-fenil)-4-metil-heptanoico;

Acido 2-aminometil-7-(2,3-difluoro-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,4-difluoro-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,5-difluoro-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,6-difluoro-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(34-difluora-fenil)-4-meti-heptanoico;
Acido 2-aminometil-7-(3,5-diflucro-fenil}-4-metil-heptanoico;
Acido 2-aminometil-4-metil-72,3,4-trifluoro-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-{2,3,5-trifluoro-fenif)-heptanoico;
Acido 2-aminometit-4-metil-7-(2,3,6-trifluoro-fenil)-heptanoico;
Acido 2-aminometil4-metil-7-(2,4,6-trifluoro-fenif)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,4,5-tetrafluoro-fenil}-heptanoico;
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Acido 2-aminometil-4-metil-7-(2,3,4,8-tetrafluoro-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,5,6-tetrafluoro-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-pentafluorofenil-heptanoico;

Acido 2-aminometil-7-(2-fluoro-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7<(3-fluoro-fenil)-4-eti-heptanoico;

Acido 2-aminometil-7-(4-fluoro-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(2,3-difluoro-fenil}-4-etil-heptanoico;

Acido 2-aminometit-7-(2,4-difluoro-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(2,5-diftuoro-fenil)-4-eti-heptanoico;

Acido 2-aminometil-7(2,6-diflucro-fenil)4-eti-heptanoico;

Acido 2-aminometil-7-(3,4-difluoro-fenil)4-etil-heptanoico;

Acido Z—aminometil-'7~(3,5-diﬂuoro-fenil)-4—etil—heptanoico;

Acido 2-aminometil-4-etil-7-(2,3,4-trifluoro-fenil)-heptanoico;
Acido 2“aminometil-4-etil-7-(2,3,5-trifluoro-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,6-trifluoro-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,4,6-trifluoro-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3 4,5-tetrafluoro-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,4,6-tetrafluoro-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,5,8-tetrafluoro-fenil}-heptanoico;
Acido 2-aminometil-4-etil-7-pentafiuorofenit-heptanoico;

Acido 2-aminometil-4-(2-cloro-fenil)-pentanoico;

Acido 2-aminometil-4-(3-cloro-fenil)-pentanoico;

Acido 2-aminometil-4-(4-cloro-fenil)-pentanoico;

Acido 2-aminometil-4~(2,3-dicloro-fenil)-pentanoico;

Acido 2-aminometil-4-(2,4-dicloro-fenil)-pentancico;
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Acido 2-aminometil-4-(2,5-dicloro-fenil)-pentanoico;

Acido 2-aminometil-4-(2,6-dicloro-fenil)-pentanoico;

Acido 2-aminometil-4-(3,4-dicloro-fenit)-pentanoico;

Acido 2-aminometil-4-(3,5-dicloro-fenil)-pentanoico;

Acido 2-aminometil-4-(2,3,4-tricloro-fenil)-pentanoico;
Acido 2-aminometil-4~(2,3,5-tricloro-fenil)-pentanoico;
Acido 2-aminometil-4-{2,3,6-tricloro-fenil}-pentanoico;
Acido 2-aminometil-4-(2,4,6-tricloro-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,4,5-tetracloro-fenil}-pentanoico;
Acido 2-aminometil-4-(2,3,4,6-tetracloro-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,5,6-tetracloro-fenil)-pentanoico;
Acido 2-aminometil4-pentaclorofenil-pentanoico;

Acido 2-aminometil-4-(2-cloro-fenil)-hexanoico;

Acido 2-aminometil-4-(3-cloro-fenil)-hexanoico;

Acido 2-aminometil-4-(4-cloro-fenil}-hexanoico;

Acido 2-aminometil-4-(2,3-dicloro-fenil)-hexanoico;

Acido 2-aminometil-4-(2,4-dicloro-fenil)-hexanoico;

Acido 2-aminometil-4-(2,5-dicloro-fenil)-hexanoico;

Acido 2-aminometil-4-(2,6-dicloro-fenil)-hexanoico;

Acido 2-aminometil-4-(3,4-dicloro-fenil)-hexanoico;

Acido 2-aminometil-4~(3,5-dicloro-fenil}-hexanoico;

Acido 2-aminometil-4-(2,3,4-tricioro-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,5-tricloro-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,6-tricloro-fenil)-hexanoico;

Acido 2-aminometil-4~(2,4,6-tricloro-fenil)}-hexanoico;

D
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Acido 2-aminometil-4-(2,3,4,5-tetracloro-fenil)-hexanoico;

Acido 2-aminometil-42,3 4 6-tetracloro-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,5,6-tetracloro-fenil)-hexanoico;
Acido 2-aminometil-4-pentaclorofenil-hexanoico;

Acido 2-aminometil-5-(2-cloro-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(3-cloro-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(4-cloro-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,3-dicloro-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,4-dicloro-fenii}-4-metil-pentanoico;
Acido 2-aminometil-5-(2,5-dicloro-feni|)-4-metil-bentanoico;
Acido 2-aminometil-5-(2,6-dicloro-fenil)-4-metil-pentanoico;
Acido 2-aminometil-'5-(3.4—dicloro-feniI)-4-metiI-pentanoico;
Acido 2-aminometil-5-(3,5-dicloro-fenil}-4-metil-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,4-tricioro-fenil)-pentancico;
Acido 2-aminometil-4-metil-5-(2,3,5-tricloro-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,6-tricloro-fenil)}-pentanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-tricloro-fenil)-pentanoico;

Acido 2-aminometil-4-metil-5-(2,3,4,5-tetracloro-fenil)}-pentanoico;

Acido 2-aminometil-4-metil-5-(2,3,4,6-tetracloro-fenil)-pentanoico;
Acido 2-aminometil4-metil-5-(2,3,5,6-tetracloro-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-pentaciorofenil-pentanoico;

Acido 2-aminometil-5-(2-cloro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(3-cloro-fenil)}-4-meti-hexanoico;

Acido 2-aminometil-5-(4-cloro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(2,3-dicloro-fenil)-4-metil-hexanoico;

2



Acido 2-aminometil-5-(2 4-dicloro-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2,5-dicloro-fenii)-4-metil-hexanoico;
Acido 2-aminometil-5-2,6-dicloro-fenil)-4-meti-hexanoico;
Acido 2-aminometil-5-(3,4-dicloro-fenil}4-metikhexanoico;
Acido 2-aminometil-5-(3,5-dicloro-fenil}-4-meti-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4-tricloro-fenil)-hexanoico;
Acido 2-aminometil4-metil-5-(2,3,5-tricloro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,6-tricloro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-tricloro-fenil)}-hexanoico;

10 Acido 2-aminometil-4-metil-5-(2,3,4,5-tetracloro-fenil)-hexancico;

15

20

25

Acido 2-aminometil-4-metil-5-(2,3,4,6-tetracloro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,5,6-tetracloro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-pentaclorofeni-hexanoico;

Acido 2-aminometil-5-(2-cloro-fenil)-4-meti-hexanoico;

Acido 2-aminometil-5-(3-cloro-fenil}4-meti-hexanoico;

Acido 2-aminometil-5-(4~cloro-fenil)}-4-metikhexanoico;

Acido 2-aminometil-5-(2,3-dicloro-fenil}-4-meti-hexanoico;

Acido 2-aminometil-5-(2,4-dicloro-fenil}4-metikhexanoico;

Acido 2-aminometil-5-(2,5-dicloro-fenil}-4-metil-hexanoico;

Acido 2-aminometil-5-(2,6-dicloro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(3,4-dicloro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(3,5-dicloro-fenil)}-4-metil-hexanoico;

Acido 2-aminometil-4-metil-5-(2,3,4-tricloro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-tricloro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,6-tricloro-fenil)}-hexanoico;

03
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Acido 2-aminometil-4-metil-5-(2,4,6-tricloro-fenil)-hexanoico;

Acido 2-aminometit4-metil-5-(2,3,4,5-tetracloro-fenil)-hexanoico;

Acido 2-aminometil-4-metil-5-(2,3,4,8-tetracloro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,5,6-tetracloro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-pentaclorofenil-hexanoico;

Acido 2-aminometil-5-(2-cloro-fenil)-4-etil-pentancico;

Acido 2-aminometil-5-(3-cloro-fenil)4-etil-pentanoico;

Acido 2-aminometil-5-(4-cloro-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(2,3-dicloro-fenil)-4-etil-pentanocico;

Acido 2-aminometil-5-(2,4-dicloro-fenil)}-4-etil-pentanoico;

Acido 2-aminometil-542,5-dicloro-fenil)-4-etil-pentanoico;

Acido 2—aminometil—§-(2,6—dic|oro—fenil)—4—etil—pentanoico;

Acido 2-aminometil-5-(3,4-dicloro-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(3,5-dicloro-fenil)-4-etil-pentanoico;

Acido 2-aminometil-4-etil-5-(2,3,4-tricloro-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5-tricloro-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,6-tricloro-fenil)}-pentanoico;
Acido 2-aminometil-4-etil-5-(2,4,6-tricloro-fenil)}-pentanoico;
Acido 2-aminometil4-etil-5-(2,3,4,5-tetracloro-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-2,3,4,6-tetracloro-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5,6-tetracloro-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-pentaclorofenil-pentanoico;

Acido 2-aminometil-8-(2-cloro-fenil)-4-etil-hexanaico;

Acido 2-aminometil-6-(3-cloro-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(4-cloro-fenil)-4-etil-hexanoico;
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Acido 2-aminometil-6-(2,3-dicloro-fenil)-4-etikhexanoico;
Acido 2-aminometil-6-(2,4-dicloro-fenil)-4-eti-hexanoico;
Acido 2-aminometil-6-(2,5-dicloro-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(2,6-dicloro-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(3,4-dicloro-fenil)-4-etil-hexanoico;
Acido 2-aminometil-8-(3,5-dicloro-fenil}-4-etil-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,4-tricloro-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,5-tricloro-fenil)}-hexanoico;
Acido 2-aminometil-4-etil-8-(2,3,6-tricloro-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,4,6-tricloro-fenil)-hexanoico;

9>

Acido 2-aminometil-4-etil-6-(2,3,4,5-tetracloro-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,4,6-tetracloro-fenil}-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,5,6-tetracloro-fenil)-hexanoico;

15

20

25

Acido 2-aminometil-4-etil-6-pentaciorofenil-hexanoico;

Acido 2-aminometil-7-(2-cloro-fenil)-4-meti-heptanoico;
Acido 2-aminometil-7-(3-cloro-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(4-cloro-fenif)-4-metil-heptanoico;
Acido 2-aminometil-72,3-dicloro-fenil}-4-metil-heptanoico;
Acido 2-aminometil-7-(2,4-dicloro-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,5-dicloro-fenil}-4-metil-heptanoico;
Acido 2-aminometil-7-(2,6-dicloro-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3,4-dicloro-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3,5-dicloro-fenil}-4-meti-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,4-tricloro-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,5-tricloro-fenil)}-heptanoico;
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Acido 2-aminometil-4-metil-7-(2,3,8-tricloro-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,4,6-tricloro-fenil)}-heptanoico;

Acido 2-aminometil-4-metil-7-(2,3,4,5-tetracloro-fenil)-heptanoico;

Acido 2-aminometil-4-metil-7-(2,3,4,6-tetracloro-fenil}-heptanoico;
Acido 2-aminometil4-metil-7-(2,3,5,6-tetracloro-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-pentaclorofenil-heptanoico;

Acido 2-aminometil-7-(2-cloro-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(3-cloro-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(4-cloro-fenil}4-etil-heptanoico;

Acido 2-aminometil-7-(2,3-dicloro-fenil}-4-eti-heptanoico;

Acido 2-aminometil-7-(2,4-dicloro-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(2,5-dicloro-fenil)<4-eti-heptanoico;

Acido 2-aminometil-7-(2,6-dicloro-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(3,4-dicloro-fenif}-4-eti-heptanoico;

Acido 2-aminometil-7-(3,5-dicloro-fenil)-4-etil-heptanoico;

Acido 2-aminometil-4-etil-7-(2,3,4-tricloro-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,5-tricloro-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,6-tricloro-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,4,6-tricloro-fenil-heptanoico;

20 Acido 2-aminometil-4-etil-7-(2,3,4,5-tetracloro-fenil)-heptanoico;

25

Acido 2-aminometil-4-etil-7-(2,3,4,6-tetracloro-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,5,6-tetracloro-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-pentaciorofenil-heptanoico;

Acido 2-aminometil-4-(2-metoxi-fenil)-pentanoico;

Acido 2-aminometil4-(3-metoxi-fenil)-pentanoico;

706
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Acido 2-aminometil-4-(4-metoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3-dimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,4-dimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,5-dimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,6-dimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4(3,4-dimetoxi-fenil)-pentanaico;
Acido 2-aminometil-4-(3,5-dimetoxi-fenil)}-pentanoico;
Acido 2-aminometil-4-(2,3,4-trimetoxi-fenil)-pentanoico;
Acido 2-aminometil4-(2,3,5-trimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,6-trimetoxi-fenif)-pentanaico;
Acido 2-aminometil-4-(2 4,6-trimetoxi-fenil}-pentanoico;
Acido 2-aminometil-.4-(2-metoxi-fenil)-hexanoico;
Acido 2-aminometil-4-(3-metoxi-fenil)-hexanoico;
Acido 2-aminometil-4-(4-metoxi-fenil)-hexanoico;
Acido 2-aminometil-4<2,3-dimetoxi-fenil}-hexanoico;
Acido 2-aminometil-4-(2,4-dimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-(2,5-dimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-(2,6-dimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-(3,4-dimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-(3,5-dimetoxi-fenil)-hexanoico;
Acido 2-aminometil4-(2,3,4-trimetoxi-fenil}-hexanoico;
Acido 2-aminometil-4-(2,3,5-trimetoxi-fenil}-hexanoico;
Acido 2-aminometil-4-(2,3,6-trimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-(2,4,6-trimetoxi-fenil)-hexanoico;

Acido 2-aminometil-5-(2-metoxi-fenil)}-4-metil-pentanoico;
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Acido 2-aminometil-5-(3-metoxi-fenil)}-4-metil-pentanoico;
Acido 2-aminometil-5-(4-metoxi-fenil}-4-metil-pentanoico;
Acido 2-aminometil-5-(2,3-dimetoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,4-dimetoxi-fenil}-4-metil-pentanoico;
Acido 2-aminometil-5-(2,5-dimetoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,6-dimetoxi-fenil}-4-metil-pentanoico;
Acido 2-aminometil-5-(3,4-dimetoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(3,5-dimetoxi-fenil}4-metil-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,4-trimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-trimetoxi-fenil)-pentancico;
Acido 2-aminometil-4-metil-5-(2,3,6-trimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-trimetoxi-fenil)-pentanoico;
Acido 2-aminometil-5-(2-metoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(3-metoxi-fenil}-4-metil-hexanoico;
Acido 2-aminometil-5-(4-metoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2,3-dimetoxi-fenil)-4-meti-hexanoico;
Acido 2-aminometil-5-(2,4-dimetoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2,5-dimetoxi-fenil}-4-meti-hexanoico;
Acido 2-aminometil-5-(2,6-dimetoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(3,4-dimetoxi-fenil)4-metil-hexanoico;
Acido 2-aminometil-5-(3,5-dimetoxi-fenil)-<4-metil-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4-trimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3, 5-trimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,6-trimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-trimetoxi-fenil)-hexanoico;

72’3
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Acido 2-aminometil-6-(2-metoxi-fenil}4-metil-hexanoico;
Acido 2-aminometil-6-(3-metoxi-fenil)<4-meti-hexanoico;
Acido 2-aminometil-6-{4-metoxi-fenil}4-metil-hexanoico;
Acido 2-aminometil-6-(2,3-dimetoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,4-dimetoxi-fenil}-4-metil-hexanoico;
Acido 2-aminometil-6-(2,5-dimetoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,6-dimetoxi-fenil}-4-metil-hexanoico;
Acido 2-aminometil-6-(3,4-dimetoxi-fenil}-4-meti-hexanoico;
Acido 2-aminometil-6-(3,5-dimetoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,4-trimetoxi-fenil)}-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,5-trimetoxi-fenil)-hexanoico;
Acido 2-aminometit-4-metil-6-(2,3,6-timetoxi-fenil}-hexanoico;
Acido 2-aminometiI-l4—rneﬁl-6-(2,4,B-tﬁmetoxi-fenil)-hexanoico;
Acido 2-aminonetil-5-(2-metoxi-fenil)-4-etil-pentanoico; |
Acido 2-aminometil-5-(3-metoxi-fenil)4-etil-pentanoico;
Acido 2-aminometil-5-(4-metoxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,3-dimetoxi-fenil}4-etil-pentancico;
Acido 2-aminometil-5-(2,4-dimetoxi-fenil)-4-etikpentanoico;
Acido 2-aminometil-5-(2,5-dimetoxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,6-dimetoxi-fenil)4-etil-pentanoico;
Acido 2-aminometil-5-(3,4-dimetoxi-fenif)4-etil-pentanoico;
Acido 2-aminometil-5-(3,5-dimetoxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4-trimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5-trimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,6-timetoxi-fenil)}-pentanoico;

L
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Acido 2-aminometil-4-etil-5-(2,4,6-trimetoxi-fenil}-pentanoico;

Acido 2-aminometil-4-etil-5-(2,3,4,5-tetrametoxi-fenil)-pentanoico;

Acido 2-aminometil-4-etil-5-(2,3,4,6-tetrametoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5,6-tetrametoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-pentametoxifenil-pentanoico;
Acido 2-aminometil-6-(2-metoxi-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(3-metoxi-fenil}4-etil-hexanoico;

Acido 2-aminometil-6-(4-metoxi-fenil}4-eti-hexanaico;

Acido 2-aminometil-6-(2,3-dimetoxi-fenil)-4-etii-hexanoico;
Acido 2-aminometil-6-(2,4-dimetoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(2,5-dimetoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(2,6-dimetoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-8-(3,4-dimetoxi-fenil)}-4-eti-hexanoico;
Acido 2-aminometil-6-(3,5-dimetoxi-fenil)4-etil-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,4-trimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6+2, 3, 5-trimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,6-trimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,4,6-trimetoxi-fenil)-hexanoico;
Acido 2-aminometil-7-(2-metoxi-fenil)-4-meti-heptancico;
Acido 2-aminometil-7-{3-metoxi-fenif)-4-meti-heptanoico;
Acido 2-aminometil-7-(4-metoxi-fenil}-4-meti-heptancico;
Acido 2-aminometil-7-(2,3-dimetoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-{2,4-dimetoxi-fenil)-4-meti-heptanoico;
Acido 2-aminometil-72,5-dimetoxi-fenil)}-4-meti-heptanoico;
Acido 2-aminometil-7-(2,6-dimetoxi-feni)}-4-metil-heptanoico;

200
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Acido 2-aminometil-7-(3,4-dimetoxi-fenil)-4-meti-heptanoico;
Acido 2-aminometil-7-(3,5-dimetoxi-fenit)-4-metil-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,4-trimetoxi-fenil)-heptanoico;
Acido 2-aminometil-4-metil-72,3,5-trimetoxi-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,6-trimetoxi-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,4,6-trimetoxi-fenil)-heptanoico;
Acido 2-aminometil-7-(2-metoxi-fenil)4-etil-heptanoico;

Acido 2-aminometil-7-(3-metoxi-fenil}-4-eti-heptanoico;

Acido 2-aminometil-7-(4-metoxi-fenil)}4-etil-heptanoico;

Acido 2-aminometil-?—(z.3—dimetoxi:fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(2,4-dimetoxi-fenil)-4-eti-heptanoico;
Acido 2-aminometil-|7-(2,5-dimetoxi-fenil)-4-eti|-heplanoioo;
Acido 2-aminometil-7-(2,6-dimetoxi-fenil)-4-eti-heptanoico;
Acido 2-aminometil-7-(3,4-dimetoxi-fenil)-4-eti-heptanoico;
Acido 2-aminometil-7-(3,5-dimetoxi-fenil}4-eti-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,4-trimetoxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,5-trimetoxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,6-trimetoxi-fenil)-heptanoico;
Acido 2-aminometil4-etil-7-(2,4,6-trimetoxi-fenil)-heptanoico;
Acido 2-aminometil-4-(2-triffuorometil-fenil)-pentanoico;

Acido 2-aminometil-4-(3-triflucrometil-fenil)-pentanoico;

Acido 2-aminometil-4-(4-trifiucrometil-fenil)-pentanoico;

Acido 2-aminometil-4-(2,3-dirifluorometil-fenil)}-pentanoico;
Acido 2-aminometil-4-(2,4-di-triflucrometil-fenil)-pentanoico;
Acido 2-aminometil-4-(2,5-di-trifluorometil-fenil)}-pentanoico;
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Acido 2-aminometil4-(2,6-di-trifluorometil-fenif)-pentanoico; |
Acido 2-aminometil-4-(3,4-di-triflucrometil-fenil)-pentanoico;
Acido 2-aminometil-4-(3,5-di-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,4-tri-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,5-tri-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,6-tri-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil4-(2,4,6-tri-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil4-(2-trifluorometil-fenil)-hexanoico;

Acido 2-aminometil-4-(3-trifluorometil-fenif)-hexanoico;

Acido 2-aminometil-4-(4-triflucrometil-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3-di-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-4-(2,4-di-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-4-(2,5-di-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-4-(2,6-di-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-4-(3,4-di-triflucrometil-fenil)-hexanoico;
Acido 2-aminometil4-(3,5-di-trifluorometit-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,4-tri-triflucrometil-fenil)-hexanoico;
Acido 2-aminometil-4+(2,3,5-tri-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,6-tri-trifluorometil-fenil)}-hexanoico;
Acido 2-aminometil-4-(2,4,8-tri-trifluorometil-fenil}-hexanoico;
Acido 2-aminometil-5-(2-trifluorometil-fenil}4-metil-pentanoico;
Acido 2-aminometil-5-(3-triflucrometil-fenil)-4-metil-pentancico;
Acido 2-aminometil-5-(4-trifluorometil-fenil}-4-meti+-pentanoico;
Acido 2-aminometil-5-(2,3-di-triflucrometil-fenil}-4-metil-pentanoico;
Acido 2-aminometil-5-(2,4-di-trifluorometil-fenil)4-metil-pentanoico;

2/ Z
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Acido 2-aminometil-5-(2,5-di-trifluorometil-fenil)-4-metil-pentancico;
Acido 2-aminometil-5-(2,6-di-triflucrometil-fenil)}4-metil-pentanoico;
Acido 2-aminometil-5-(3,4-di-trifluorometil-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(3,5-di-trifluorometil-fenil}4-metil-pentanoico;

’ Acido 2-aminometil-4-metil-5-(2, 3,4-tri-trifluorometil-fenil}-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-tri-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,6-tri-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-tri-triftuorometil-fenil)-pentanoico;
Acido 2-aminometil-5-(2-trifluorometil-fenil)-4-retil-hexanoico;

Acido 2-aminometil-5-(3-trifluorometil-fenil}-4-metil-hexanoico;

Acido 2-aminometil-5-(4-trifluorometil-fenil)-4-meti-hexanoico;

Acido 2-aminometil-5-(2,3-di-trifluorometil-fenil}4-metil-hexanoico;
Acido 2-aminometi|—5—(2,4-di-triﬂuorometil—feniI)-4-meﬁI-hexanoioo;
Acido 2-'aminometil-s-(z.5-di-triﬂuorometiI-fenil)-4-‘metil-hexanoioo;
Acido 2-aminometil-5-(2 6-di-trifluorometil-fenif}4-meti-hexanoico;
Acido 2-aminometil-5-(3,4-di-trifluorometil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(3,5-dHrifluorometil-fenil}-4-metil-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4-tri-trifluorometil-fenil)-hexanocico;
Acido 2-aminometil-4-metil-5-(2,3,5-tri-trifluorometil-fenil)-hexanaico;
Acido 2-aminometil-4-metil-5-(2,3,6-tri-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-tri-triflucrometil-fenil)-hexanoico;
Acido 2-aminometil-6-(2-trifluorometil-fenil)-4-metil-hexanoico;

Acido 2-aminometil-6-(3-trifluorometil-fenil)-4-metil-hexanocico;

Acido 2-aminometil-8-(4-trifluorometil-fenil)-4-metil-hexanoico;

Acido 2-aminometil-6-(2,3-diHrifluorometil-fenil)-4-metil-hexanoico;
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Acido 2-aminometil-6-(2, 4-di-trifluorometil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,5-di-trifluorometil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,6-di-trifluorometil-fenif)-4-meti-hexanoico;
Acido 2-aminometil-6-(3,4-di-trifluorometil-fenil}-4-metil-hexanoico;
Acido 2-aminometil-6-(3,5-di-trifluorometil-fenil)-4-meti-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,4-tri-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2, 3,5-tri-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-4-metil-8-(2,3,6-tri-triflucrometil-fenil)-hexanoico;
Acido 2-aminometil4-metil-6-(2,4,6-tri-triflucrometil-fenil)-hexanoico;
Acido 2-aminometil-5-(2-trifiuorometil-fenil)}-4-etil-pentanoico;

Acido 2-aminometil-5-(3-trifluorometil-fenil)4-etil-pentanoico;

Acido 2-aminometil-5-(4-trifluorometil-fenil}4-etil-pentanoico;

Acido 2-aminometil-56-(2,3-di-trifluorometil-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,4-di-rifluorometil-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2, 5-di-triflucrometil-fenil)}-4-etil-pentanoico;
Acido 2-aminometil-5-(2,6-di-trifluorometil-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(3,4-di-trifluorometil-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(3,5-di-trifluorometil-fenil)-4-etil-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4-tri-trifluorometil-fenil)}-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5-tri-triflucrometil-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,6-tri-triflucrometil-fenil)}-pentanoico;
Acido 2-aminometil4-etil-5-(2,4,6-tri-triflucrometil-fenil}-pentanoico;

Acido 2-aminometil-4-etil-5-(2,3,4,5-tetra-trifluorometil-fenif)-pentanoico;

Acido 2-aminometil-4-etil-5-(2,3 4,6-tetra-trifluorometil-fenil)}-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5,6-tetra-trifluorometil-fenil)-pentanoico;
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Acido 2-aminometil4-etil-5-penta-triflucrometilfenil-pentanoico;

Acido 2-aminometil-6-(2-triffucrometil-fenil)4-etil-hexanoico;

Acido 2-aminometil-6-(3-trifluorometil-fenil)-4-eti-hexanoico;

Acido 2-aminometil-6-{4-trifluorometil-fenil)-4-eti-hexanoico;

Acido 2-aminometil-8-(2,3-di-trifluorometil-fenil)-4-etil-hexanocico;
Acido 2-aminometil-6-(2,4-di-trifluorometil-fenil)-4-eti-hexanoico;
Acido 2-aminometil-6-(2,5-di-trifluorometil-fenil)}-4-eti-hexanoico;
Acido 2-aminometil-6-(2,6-di-triflucrometil-fenil)-4-etil-hexanoico;
Acido 2-aminometil-8-(3,4-di-trifluorometil-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(3,5-di-trifluorometil-fenil)-4-etil-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,4-tri-trifluorometil-fenil)-hexanoico;
Acido 2-aminometi|-f4—etil-6—(2,3.5-tri-tr'rﬂuorometil-fenil)—hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,6-tri-trifluorometil-fenil)-hexancico;
Acido 2-aminometil-4-etil-6-(2,4,6-tri-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-7-(2-trifluorometil-fenil}4-metil-heptanoico;
Acido 2-aminometil-7-(3-triflucrometil-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(4-trifluorometil-fenil}-4-metil-heptanoico;
Acido 2-aminometil-7-(2,3-di-trifluorometil-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,4-di-trifluorometil-fenil}-4-metil-heptanoico;
Acido 2-aminometi}-7-(2,5-di-triflucrometil-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,6-di-triflucrometil-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3,4-diHrifluorometil-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3,5-di-triflucrometil-fenil)-4-metil-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,4-tri-triflucrometil-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,5-tri-trifluorometil-fenil)-heptanoico;
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Acido 2-aminometil-4-metil-7-(2,3,6-tri-trifluorometil-fenil)}-heptanoico;
Acido 2-aminometil-4-metil-7-(2,4,6-tri-trifluorometil-fenil)-heptanoico;
Acido 2-aminometil-7-(2-triflucrometil-fenil)-4-eti-heptanoico;

Acido 2-aminometil-7-(3-trifluorometil-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(4-trifluorometil-fenil)-4-eti-heptanoico;

Acido 2-aminometil-7-(2,3-di-trifluorometil-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(2,4-di-trifluorometil-fenil)-4-eti-heptanoico;
Acido 2-aminometil-7-(2,5-di-trifluorometil-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(2,6-di-trifluorometil-fenil}4-eti-heptanoico;
Acido 2-aminometil-7-(3,4-di-triflucrometil-fenil)4-etil-heptanoico;
Acido 2-aminometil-7-(3,5-di-trifluorometiHenil}-4-eti-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3 4-tri-trifluorometil-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,5-tri-triflucrometil-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,6-tri-trifluorometil-fenif)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,4,6-tri-trifluorometit-fenil)-heptanoico;
Acido 2-aminometil-4-(2-trifluorometoxi-fenil}-pentanoico;

Acido 2-aminometil-4-(3-trifluorometoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(4-trifluorometoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(2,3-diHrifluorometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,4-di-triflucrometoxi-fenil)-pentancico;
Acido 2-aminometil-4-(2,5-di-rifluorometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,6-di-trifluorometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(3,4-di-rifluorometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(3,5-di-trifluorometoxi-fenil)-pentanoico;
Acido 2-aminometil-4+(2,3,4-tri-trifluorometoxi-fenil)-pentanoico;
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Acido 2-aminometil-4-(2,3,5-tri-trifluocrometoxi-fenif)-pentanoico;
Acido 2-aminometil-4-(2,3,6-tri-trifluorometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,4,6-tri-trifluorometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2-trifluorometoxi-fenil}-hexanoico;

Acido 2-aminometil-4-(3-trifluorometoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(4-trifluorometoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3-di-trifluorometoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,4-di-trifluorometoxi-fenit}-hexanoico;

Acido 2-aminometil-4-(2,5—di—triﬂuorometoxi—fehil)—hexanoico;

Acido 2-aminometil—4—(2.6—di-triﬂuorometoxi—fenfl)—hexanoico;

Acido 2-aminometil-4-(3,4-di-trifluorometoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(3,5-di-trifluorometoxi-fenil}-hexanoico;

Acido 2-aminometil-4-(2,3,4-tri-trifluorometoxi-fenil)-hexanoico;

Acido 2—'aminometil-4-(2.3,5—tri-triﬂuorometoxi—fenil)—hexanoico;

Acido 2-aminometil-4-(2,3,6-tri-trifluorometoxi-fenil)-hexanoico;
Acido 2-aminometil-4-(2,4,6-tri-trifluorometoxi-fenil)-hexanoico;
Acido 2-aminometil-5-(2-trifluorometoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(3-trifluorometoxi-fenil}-4-metil-pentanoico;
Acido 2-aminometil-5-(4-trifluorometoxi-fenil}-4-metil-pentanoico;
Acido 2-aminometil-5-(2,3-di-trifluorometoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2.4-di-triffluorometoxi-fenil}-4-metil-pentanoico;
Acido 2-aminometil-5-(2,5-di-trifluorometoxi-fenil}-4-metil-pentanoico;
Acido 2-aminometil-5-(2,6-di-trifluorometoxi-fenil)}-4-metil-pentanoico;
Acido 2-aminometil-5-(3,4-di-trifluorometoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(3,5-di-trifluorometoxi-fenil)-4-metil-pentancico;
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Acido 2—aminometil-4-meﬁ|—5—(2.3.4-1ri-triﬂuommetoxi-feniI)-pt'entanoico;

Acido 2-aminometil-4-metil-5-2,3,5-iri-trifluorometoxi-fenil)-pentanoico;

Acido 2-aminometil-4-metil-5<(2,3,6-tri-trifluorometoxi-fenil)-pentanocico;

Acido 2-aminometil-4-metil-5-(2,4,6-ri-trifluorometoxi-fenil)-pentanoico;

Acido 2-aminometil-5-(2-trifluorometoxi-fenif)4-etil-pentanoico;

Acido 2-aminometil-5-(3-triflucrometoxi-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(4-triflucrometoxi-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(2,3-di-trifluorometoxi-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(2,4-di-trifluorometoxi-fenil)4-etil-pentancico;

Acido 2-aminometil-5-(2,5-di-trifluorometoxi-fenily-4-etil-pentanoico;

Acido 2-aminometil-5-(2,6-di-trifluorometoxi-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(3,4-di-triflucrometoxi-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(3,5-di-trifluorometoxi-fenil)-4-etil-pentanoico;

Acido 2-aminometil-4-etil-5+2,3,4-tri-trifluorometoxi-fenil)-pentanoico;

Acido 2-aminometil-4-etil-5-(2,3,5-tri-trifluorometoxi-fenil)-pentanoico;

Acido 2-aminometil-4-etil-5-(2,3,6-tri-trifluorometoxi-fenil)-pentanoico;

Acido 2-aminometil4-etil-5-(2,4,6-tri-trifluorometoxi-fenil)-pentanocico;
Acido 2-aminometil-4-etil-5-(2,3,4,5-tetrafluorometoxi-fenil)-pentanoico;

Acido 2-aminometil-4-etil-5-(2,3,4,6-tetrafluorometoxi-fenil)-pentanoico;

Acido 2-aminometil-4-etil-5-(2,3,5,6-tetrafluorometoxi-fenil)-pentanoico;

Acido 2-aminometil-4-etil-5-penta-trifluorometoxifenil-pentanoico;
Acido 2-aminometil-5-(2-trifluorometoxi-fenil)-4-metil-hexancico;

Acido 2-aminometil-5-(3-trifluorometoxi-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(4-trifluorometoxi-fenil}-4-metil-hexanoico;

Acido 2-aminometil-5+(2,3-diHriffuorometoxi-fenil}-4-metit-hexanoico;

zel



10

15

20

25

40

Acido 2-aminometil-5-(2,4-di-trifluorometoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2,5-di-trifluorometoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2,6-di-trifluorometoxi-fenil)-4-metiLhexanoico;
Acido 2-aminometil-5~(3,4-di-triflucrometoxi-fenil}-4-metil-hexanoico;
Acido 2-aminometil-5-(3,5-di-trifluorometoxi-fenil)4-meti-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4-tri-triflucrometoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3, 5-tri-trifluorometoxi-fenil}-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,6-tri-trifluorometoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-tri-trifluorometoxi-fenil}-hexanoico;
Acido 2-aminometil-6-(2-trifluorometoxi-fenil}-4-metil-hexanoico;
Acido 2-aminometil-8-(3-triflucrometoxi-fenil)}-4-metil-hexanoico;
Acido 2-aminometil-6-(4-trifluorometoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil—I6-(2.3—di-tn'ﬂuorometoxi—fenil)-4-metil—hexanoico;
Acido 2-aminometil-6-(2,4-di-trifluorometoxi-fenil}-4-metil-hexanoico;
Acido 2-aminometil-6-(2,5-di-trifluorometoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,6-di-trifluorometoxi-fenil)}-4-metil-hexanoico;
Acido 2-aminometil-6-(3,4-di-trifluorometoxi-fenil)-4-metil-hexanaico;
Acido 2-aminometil-8-(3,5-di-trifluorometoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,4-tri-triflucrometoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-8-(2,3,5-tri-trifluorometoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,6-tri-trifluorometoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-8-(2,4,6-tri-trifluorometoxi-fenil)-hexanoico;
Acido 2-aminometil-6-(é-tﬁﬂuorometoxi—fenil)-4-eti}-hexanoioo;

Acido 2-aminometil-6-(3-trifluorometoxi-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(4-trifluorometoxi-fenil)4-etil-hexanoico;
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Acido 2—aminometil-6—(2,3-di-tn'ﬂuorometoxi—fenil)-4-etil-hexan'oioo;
Acido 2-aminometil-6-(2,4-di-trifluorometoxi-fenil)-4-eti-hexanoico;
Acido 2-aminometil-6-(2,5-di-trifluorometoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(2,6-di-rifluorometoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-8-(3,4-di-trifluorometoxi-fenit)-4-etil-hexanoico;
Acido 2-aminometil-8-(3,5-di-trifluorometoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,4-tri-trifluorometoxi-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,5-tri-triflucrometoxi-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,6-tri-trifluorometoxi-fenil}-hexanoico;
Acido 2-aminometil-4-etil-6-(2,4,6-tri-trifluorometoxi-fenil}-hexanoico;
Acido 2-aminometil-7-(2-trifluorometoxi-fenil}-4-metil-heptanoico;

Acido 2-aminometil-7-(3-trifluorometoxi-fenil)-4-metil-heptanoico;

Acido 2-aminometil-7-(4-trifluorometoxi-fenil}-4-metil-heptanoico;

Acido 2-aminometil-7-(2,3-di-trifluorometoxi-fenil)4-metil-heptanoico;
Acido 2-aminometil-7-(2,4-di-triflucrometoxi-fenil)}-4-metil-heptanoico;
Acido 2-aminometil-7(2,5-di-trifluorometoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2 6-di-trifluorometoxi-fenil)-4-metil-heptancico;
Acido 2-aminometil-7-(3,4-di-trifluorometoxi-fenil}-4-metil-heptanoico;
Acido 2-aminometil-7-(3,5-di-trifluorometoxi-fenil)-4-meti-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,4-tri-trifluorometoxi-fenil}-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,5-tri-trifluorometoxi-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,6-tri-trifluorometoxi-fenil}-heptanoico;
Acido 2-aminometil-4-metil-7-(2,4,6-tri-trifluorometoxi-fenil)-heptanoico;
Acido 2-aminometil-7-(2-trifiuorometoxi-fenil)-4-eti-heptanoico;

Acido 2-aminometil-7-(3-trifluorometoxi-fenil)-4-etil-heptanoico;
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Acido 2-aminometil-7-(4-trifluorometoxi-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7(2,3-di-trifluorometoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(2,4-di-triflucrometoxi-fenil)-4-eti-heptanoico;
Acido 2-aminometil-7{(2,5-di-trifluorometoxi-fenil)4-etil-heptanoico;
Acido 2-aminometil-7-(2,6-di-triflucrometoxi-fenil)-4-eti-heptanoico;
Acido 2-aminometil-73,4-di-trifluorometoxi-fenil)-4-etikheptanoico;
Acido 2-aminometil-7-(3,5-di-triflucrometoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,4-tri-trifluorometoxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,5-tri-trifluorometoxi-fenif)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,6-tri-trifluorometoxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,4,6-tri-trifluorometoxi-fenil)-heptanoico;
Acido 2-aminometil-4-(2-etoxi-fenil)-pentanoico;

Acido 2-aminometil-tll—(a-etoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(4-etoxi-fenil)-pentanoico; |

Acido 2-aminometil-4-2,3-dietoxi-fenil)-pentancico;

Acido 2-aminometil-4-(2,4-dietoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(2,5-dietoxi-fenil)-pentancico;

Acido 2-aminometil-4-(2,6-dietoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(3,4-dietoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(3,5-dietoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(2,3,4-trietoxi-fenil}-pentanoico;

Acido 2-aminometil-4-(2,3,5-trietoxi-fenil)-pentanoico;

Acido 2-aminometil-4(2,3,6-trietoxi-fenil)-pentancico;

Acido 2-aminometil-4-(2,4,6-trietoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(2-etoxi-fenil)-hexanoico;
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Acido 2-aminometil-4-(3-etoxi-fenil}-hexanoico;

Acido 2-aminometil-4-(4-etoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3-dietoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,4-dietoxi-fenil}-hexanoico;

Acido 2-aminometil-4-(2,5-dietoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,6-dietoxi-fenil}-hexanoico;

Acido 2-aminometil-4-(3,4-dietoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(3,5-dietoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3 4-trietoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3,5-trietoxi-fenil}-hexanoico;

Acido 2-aminometil-4-(2,3,6-trietoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,4,6-trietoxi-fenil)-hexanoico;

Acido 2-aminometil-5-(2-etoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(3-etoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(4-etoxi-fenil)}-4-metil-pentanoico;
Acido 2-aminometil-5-(2,3-dietoxi-fenif)<4-metil-pentanoico;
Acido 2-aminometil-5-(2,4-dietoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2, 5-dietoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,6-dietoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(3,4-dietoxi-fenil}-4-metil-pentanoico;
Acido 2-aminometil-5-(3,5-dietoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,4-trietoxi-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-trietoxi-fenil}-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,6-trietoxi-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-trietoxi-fenil)-pentanoico;
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Acido 2-aminometil-5-(2-etoxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(3-etoxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(4-etoxi-fenil)4-etil-pentanoico;
Acido 2-aminometil-52,3-dietoxi-fenil}-4-etil-pentanoico;
Acido 2-aminometil-5-(2 4-dietoxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,5-dietoxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,6-dietoxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(3,4-dietoxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(3,5-dietoxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4-trietoxi-fenil}-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5-trietoxi-fenil)-pentanoico;
Acido 2-aminometil-4-¢til-5-(2,3,6-trietoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,4,6-trietoxi-fenil}-pentanoico;
Acido 2-aminorhetil-4—eﬁl—5—(2,3,4,5-tetraetoxi—fenil)—pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4,6-tetraetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5,6-tetraetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-pentaetoxifenil-pentanoico;
Acido 2-aminometil-5-(2-etoxi-fenil)}-4-metil-hexanoico;
Acido 2-aminometil-5-(3-etoxi-fenil)}-4-metil-hexanoico;
Acido 2-aminometil-5-(4-etoxi-fenil}-4-metil-hexanoico;
Acido 2-aminometil-5-(2,3-dietoxi-fenil}-4-meti-hexanoico;
Acido 2-aminometil-5-(2,4-dietoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2,5-dietoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2,6-dietoxi-fenil)4-meti-hexanoico;
Acido 2-aminometil-5-(3,4-dietoxi-fenil}-4-metil-hexanoico;

Z=3
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Acido 2-aminometil-5+(3,5-dietoxi-fenil}-4-metil-hexanoico;
Acido 2-aminometil-4-metil-5-2,3,4-trietoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-trietoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,6-trietoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-trietoxi-fenil)-hexanoico;
Acido 2-aminometil-6-(2-etoxi-fenil)4-metil-hexanoico;
Acido 2-aminometil-6-(3-etoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(4-etoxi-fenil)-4-meti-hexanoico;
Acida 2-aminometil-6-(2,3-dietoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,4-dietoxi-fenil)}-4-meti-hexanoico;
Acido 2-aminometil-8-(2,5-dietoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,6-dietoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(3,4-dietoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(3,5-dietoxi-fenil)}-4-metil-hexanoico;
Acido 2-aminometil-<4-metil-6-(2,3,4-trietoxi-fenil)}-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,5-trietoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,6-trietoxi-fenil}-hexanoico;
Acido 2-aminometil-4-metil-6-(2,4,6-trietoxi-fenil)-hexanoico;
Acido 2-aminometil-8-(2-etoxi-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(3-etoxi-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(4-etoxi-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(2,3-dietoxi-fenil)4-etil-hexanoico;
Acido 2-aminometil-6-(2,4-dietoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-8-(2,5-dietoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(2,6-dietoxi-fenil)-4-eti-hexanoico;

i
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Acido 2-aminometil-6-(3,4-dietoxi-fenil)-4-eti-hexanoico:
Acido 2-aminometil-6-(3,5-dietoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil4-etil-6-(2,3,4-trietoxi-fenil}-hexanoico;
Acido 2-aminometil-4-etil-8-(2,3,5-trietoxi-fenif)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,6-trietoxi-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,4,6-irietoxi-fenil)-hexanoico;
Acido 2-aminometil-7-(2-etoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3-etoxi-fenil)4-metil-heptanoico;
Acido 2-aminometil-7-{4-etoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,3-dietoxi-fenil}4-meti-heptanoico;
Acido 2-aminometil-7-(2,4-dietoxi-fenil}-4-metil-heptanoico;
Acido 2-aminometil-7-(2,5-dietoxi-fenil)4-metil-heptanoico;
Acido 2-aminometil-'7-{2,6-dietoxi-fenil)-4—metil-heptanoico;
Acido 2-aminometil-7-(3,4-dietoxi-fenil)-4-metil—heptanoico;
Acido 2-aminometil-7-(3,5-dietoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,4-trietoxi-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,5-trietoxi-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,6-trietoxi-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,4,6-trietoxi-fenil)-heptanoico;
Acido 2-aminometil-7-(2-etoxi-fenil)}4-etil-heptanoico;

Acido 2-aminometil-7-(3-etoxi-fenil)}-4-etil-heptanoico;

Acido 2-aminometil-7-(4-etoxi-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(2,3-dietoxi-fenil}4-eti-heptanoico;
Acido 2-aminometil-7-(2,4-dietoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(2,5-dietoxi-fenil)-4-etil-heptanoico;
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Acido 2-aminometil-7-(2,6-dietoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(3,4-dietoxi-fenil}4-eti-heptanoico;
Acido 2-aminometil-7-(3,5-dietoxi-fenil)4-eti-heptanoico;
Acido 2-aminometil4-etil-7-(2,3,4-trietoxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,5-trietoxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,6-trietoxi-fenil-heptanoico;
Acido 2-aminometil-4-etil-7-(2,4,6-trietoxi-fenil)-heptanoico;
Acido 2-aminometil-4-(2-metil-fenil}-pentanoico;

Acido 2-aminometil-4«3-metil-fenil)-pentanoico;

Acido 2-aminometil-4-(4-metil-fenil)-pentanaico;

Acido 2-aminometil-4-(2, 3-dimetil-fenil)}-pentanoico;

Acido 2-aminometil4-(2,4-dimetil-fenil)-pentanoico;

Acido 2-aminometil-4-(2,5-dimetil-fenil)-pentanoico;

Acido 2-aminometil-4-(2,6-dimetil-fenil)-pentanoico;

Acido 2-aminometil-4-(3,4-dimetil-fenil)-pentanoico;

Acido 2-aminometil-4-(3,5-dimetil-fenil)-pentanoico;

Acido 2-aminometil4-(2,3,4-trimeti-fenil}-pentanoico;
Acido 2-aminometil-4-(2,3,5-trimetil-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,6-trimetil-fenil)-pentanoico;
Acido 2-aminometil4-(2,4,6-trimetil-fenil)-pentanoico;
Acido 2-aminometil-4-(2-metil-fenil)-hexanoico;

Acido 2-aminometil-4-(3-metil-fenil)-hexanaico;

Acido 2-aminometil-4-(4-metil-fenil}-hexanoico;

Acido 2-aminometil-4-(2,3-dimetiHenil)-hexanoico;

Acido 2-aminometil-4-(2,4-dimetil-fenil)-hexanoico;
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Acido 2-aminometil-4-(2,5-dimetil-fenil)-hexanoico;

Acido 2-aminometil-4-(2,6-dimetil-fenil)-hexanoico;

Acido 2-aminometil4-(3,4-dimetil-fenil)-hexanoico;

Acido 2-aminometil-4-(3,5-dimetil-fenil}-hexanoico;

Acido 2-aminometil-4-(2,3,4-trimetil-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3,5-trimetil-fenil}-hexanoico;

Acido 2-aminometil4-(2,3,6-trimetil-fenil)-hexanoico;

Acido 2-aminometit-4~(2,4,8-trimetil-fenil)-hexanoico;

Acido 2-aminometil-5-(2-metil-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(3-metil-fenil)}-4-metil-pentanoico;
Acido 2-aminometil-5-(4-metil-fenif)-4-metil-pentanoico;
Acido 2-aminometil-'5-(2.3—dimetil-fenil)-4—metil-pentanoico;
Acido 2-aminometil-5-(2,4-dimetil-fenil)-4-metil-pentanoico;
Acido 2-'aminometil—5—(2,5—dimetil-fenil)-4—metil-pqntanoico;
Acido 2-aminometil-5-(2,6-dimetil-fenil)}-4-metil-pentanocico;
Acido 2-aminometil-5-(3 4-dimetil-fenil)-4-metil-pentanoico;
Acido 2-aminomeﬁl-S-(S,5—dimetil—feni|)—4—metil—pentanoitio;
Acido 2—aminometiI-4-rnetil-5-(2,3,4—trimetil—fenil)-pentanc;ico;
Acido 2-aminometil-4-metil-5-(2,3,5-trimetil-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,6-trimetil-fenil)}-pentanoico;
Acido 2-aminometil-4-metil-5-2.4,6-trimetil-fenil)-pentanoico;
Acido 2-aminometil-5-(2-metil-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(3-metil-fenil)}-4-etil-pentanoico;

Acido 2-aminometil-5-(4-metil-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(2,3-dimetil-fenil)-4-etil-pentanoico;

>2F
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Acido 2-aminometil-5-(2,4-dimetil-fenil}4-etil-pentanoico;
Acido 2-aminometil-5-(2,5-dimetil-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,6-dimetil-fenil)4-etil-pentanoico;
Acido 2-aminometil-5-(3,4-dimetil-fenil)4-etil- pentanoico;
5 Acido 2-aminometil-5-(3,5-dimetil-fenil)-4-etil-pentanoico;

Acido 2-aminometil-4-etil-5-(2,3,4-trimetil-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5-trimetil-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,6-trimetil-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,4,6-trimetil-fenil)}-pentanoico;

10 Acido 2-aminometil-4-etil-5-(2,3,4,5-tetrametil-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4,6-tetrametil-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5,6-tetrametil-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-pentametilfenil-pentanoico;
Acido 2-aminometil-5-(2-metil-fenil)4-metil-hexanoico;

15 Acido 2-aminometil-5-(3-meti-fenil)}-4-metil-hexanoico;
Acido 2-aminometil-5-(4-metil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2,3-dimetil-fenil)}-4-metil-hexanoico;
Acido 2-aminometil-5-(2 4-dimetil-fenil}4-metil-hexanoico;
Acido 2-aminometil-542,5-dimetil-fenil)4-metil-hexanoico;

20 Acido 2-aminometil-5-(2,6-dimetil-fenil)}-4-metil-hexanoico;
Acido 2-aminometil-5-(3,4-dimetil-fenil}-4-metil-hexanoico;
Acido 2-aminometil-53,5-dimetil-fenil)4-metil-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4-trimetil-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-trimetil-fenil}-hexanoico;

25 Acido 2-aminometil-4-metil-5-(2,3,6-trimetil-fenil)-hexanoico;
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Acido 2-aminometil-4-metil-5-(2,4,6-trimetil-fenil)}-hexanoico;
Acido 2-aminometil-6-(2-metil-fenil)}-4-metiLhexanoico;
Acido 2-aminometil-6-(3-metilfenil}4-metil-hexanoico;
Acido 2-aminometil-8-(4-metil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,3-dimetil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,4-dimetil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,5-dimetil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-8+(2,6-dimetil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(3,4-dimetil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(3,5-dimetil-fenil}-4-meti-hexanoico;
Acido 2-aminometil-4-metil-8-(2,3,4-trimetil-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2, 3,5-trimetil-fenil)-hexanoico;
Acido 2—aminometil-¢lt—metil-6—(2.3.6—trimetil-fenil)-hexanoioo;
Acido 2-aminometil-4—metil-6-(2.4,6-tﬁmetil-fenil)-hexanoico;
Acido 2-aminometil-6-(2-metil-fenil)-4-eti-hexanoico;

Acido 2-aminometil-6-(3-metil-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-{4-metil-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(2,3-dimetil-fenil)-4-eti-hexanoico;
Acido 2-aminometil-6-(2,4-dimetil-fenil)4-etil-hexanoico;
Acido 2-aminometil-6-(2,5-dimetil-fenil)-4-etil-hexanoico;
Acido 2-aminometil-62,6-dimetil-fenil)-4-etiFhexanoico;
Acido 2-aminometil-6-(3,4-dimetil-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(3,5-dimetil-fenil)-4-etil-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,4-trimetil-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,5-trimetil-fenil)-hexanoico;

227
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Acido 2-aminometil-4-etil-6-(2,3,6-trimetil-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,4,6-trimetil-fenil}-hexanoico;
Acido 2-aminometil-7-(2-metil-fenil)-4-metil-heptanoico;
Acido 2-aminometil-73-metil-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(4-metil-fenil}-4-metil-heptanoico;
Acido 2-aminometil-7-(2,3-dimetil-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,4-dimetil-fenil}-4-metil-heptanoico;
Acido 2-aminometil-7-(2,5-dimetil-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7(2,6-dimetil-fenil}-4-metil-heptanoico;
Acido 2-aminometil-7-(3,4-dimetil-fenil}4-metil-ieptanoico;
Acido 2-aminometil-7-(3,5-dimetil-fenil}4-metil-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,4-trimetil-fenil)-heptanoico;
Acido 2-aminometil-|4-metil-7-(2,3,5-trimetil—fenil)-heplanoioo;
Acido 2-aminometil-4-metil-7-(2,3,6-trimetil-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,4,6-trimetil-fenil)-heptanoico;
Acido 2-aminometil-7-(2-metil-fenil)}-4-etil-heptanoico;

Acido 2-aminometil-7{3-metil-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(4-metil-fenil)-4-etil-heptancico;

Acido 2-aminometil-7-(2,3-dimetil-fenil)-4-eti-heptanoico;
Acido 2-aminometil-7-(2,4-dimetil-fenil)-4-etil-heptancico;
Acido 2-aminometil-7(2,5-dimetil-fenil)-4-eti-heptanoico;
Acido 2-aminometil-7-(2,6-dimetil-fenil}-4-eti-heptanoico;
Acido 2-aminometil-7-(3,4-dimetil-fenil}-4-etil-heptanoico;
Acido 2-aminometil-7-(3,5-dimetil-fenil)-4-etil-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,4-trimetil-fenil}-heptanoico;
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Acido 2-aminometil-4-etil-7-(2,3,5-trimetil-fenil}-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,6-trimetil-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,4,6-trimetil-fenil}-heptanoico;
Acido 2-aminometil-4-(2-hidroxi-fenil}-pentanoico;

Acido 2-aminometil-4-(3-hidroxi-fenil)}-pentanoico;

Acido 2-aminometil-4-(4-hidroxi-fenil)-pentanoico;

Acido 2-aminometil-4-(2,3-dihidroxi-fenil}-pentanoico;
Acido 2-aminometil-4-(2,4-dihidroxi-fenil)-pentanoico;
Acido 2-aminometil4-(2,5-dihidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,6-dihidroxi-fenil}-pentanoico;
Acido 2-aminometil-4-(3,4-dihidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-(3,5-dihidroxi-fenil)-pentanoico;
Acido 2-aminometil4-(2,3,4-trihidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,5-trihidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,6-trihidroxi-fenil)}-pentanoico;
Acido 2-aminometil-4-(2,4,6-trihidroxi-fenil)-pentanoico;
Acido 2-aminometil4-(2-hidroxi-fenil}-hexanoico;

Acido 2-aminometil-4-(3-hidroxi-fenil)-hexanoico;

Acido 2-aminometil-4-(4-hidroxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3-dihidroxi-fenil}-hexanoico:
Acido 2-aminometil-4-(2,4-dihidroxi-fenil)}-hexanoico;
Acido 2-aminometil-4-(2,5-dihidroxi-fenil}-hexanoico;
Acido 2-aminometil-4-(2,8-dihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-(3,4-dihidroxi-fenil}-hexanoico;

Acido 2-aminometil-4(3,5-dihidroxi-fenil)-hexanoico;
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Acido 2-aminometil-4-(2,3,4-trihidroxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3,5-trihidroxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3,6-trihidroxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,4,6-trihidroxi-fenil)-hexanoico;

Acido 2-aminometil-5-(2-hidroxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(3-hidroxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(4-hidroxi-fenif)-4-metil-pentanoico;
Acido 2-aminometil-5+2,3-dihidroxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2 4-dihidroxi-fenil)-4-métil-pentanoico;
Acido 2-aminometil-5-(2,5-dihidroxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,8-dihidroxi-fenil}-4-metil-pentanoico;
Acido 2-aminometil-l5-(3,4-dihidmxi—fenil)-4—metil—pentanoico;
Acido 2-aminometil-5-(3,5-dihidroxi-fenil}4-metil-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,4-trihidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-trihidroxi-fenil)-pentanoico;
Acido 2-aminometil-<4-metil-5-(2,3,6-trihidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-trihidroxi-fenil}-pentanoico;

Acido 2-aminometil-5-(2-hidroxi-fenil)4-metil-hexanocico;

Acido 2-aminometil-5-(3-hidroxi-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(4-hidroxi-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(2,3-dihidroxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2 4-dihidroxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2, 5-dihidroxi-fenil)}-4-metil-hexanoico;
Acido 2-aminometil-5-(2,6-dihidroxi-fenil)-4-meti-hexanoico;
Acido 2-aminometil-5-(3,4-dihidroxi-fenil)}-4-meti-hexanoico;

237
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Acido 2-aminometil-5-(3,5-dihidroxi-fenil)-4-metil-hexanoico; |
Acido 2-aminometil4-metil-52,3,4-trihidroxi-fenil}-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-trihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,6-trihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-trihidroxi-fenil}-hexanoico;
Acido 2-aminometil-6-(2-hidroxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(3-hidroxi-fenil}-4-metil-hexancico;
Acido 2-aminometi-6-(4-hidroxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil6-(2,3-dihidroxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,4-dihidroxi-fenil}-4-meti-hexanoico;
Acido 2-aminometil-6-(2,5-dihidroxi-fenil}-4-metil-hexanoico;
Acido 2-aminometil-6-(2, 6-dihidroxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(3,4-dihidroxi-fenil)4-meti-hexanoico;
Acido 2-aminometil-6-(3,5-dihidroxi-fenil}4-metil-hexanoico;
Acido 2-aminometil-4-metil-8-(2,3 4-trihidroxi-fenil}-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,5-trihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,6-trihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,4,6-trihidroxi-fenil)-hexanoico;
Acido 2-aminometil-5-(2-hidroxi-fenil)}4-etil-pentanoico;

Acido 2-aminometil-5-(3-hidroxi-fenil)-4-eti-pentanoico;

Acido 2-aminometil-5-(4-hidroxi-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(2,3-dthidroxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,4-dihidroxi-fenil)-4-etipentanoico;
Acido 2-aminometil-5-(2,5-dihidroxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,6-dihidroxi-fenil}-4-etikpentanoico;
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Acido 2-aminometil-5-(3,4-dihidroxi-fenil)-4-eti-pentanoico;
Acido 2-aminometil-5-(3,5-dihidroxi-fenil)-4-etil-pentancico;
Acido 2-aminometil-4-etil-5-(2,3,4-trihidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5-trihidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,6-trihidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,4,6-trihidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4,5-tetrahidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4,6-tetrahidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5,6-tetrahidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-pentahidroxifenil-pentanoico;
Acido 2-aminometil-6-(2-hidroxi-fenil}-4-etil-hexanoico;
Acido 2-aminometil-§-(3-hidroxi—fenil)-4-eﬁl—hexanoico;
Acido 2-aminometil-6-(4-hidroxi-fenil)-4-etihexanoico;
Acido 2-éminometil—6—(2,3—dihidroxi—fenil)-4-etil—he;anoioo;
Acido 2-aminometil-8-(2,4-dihidroxi-fenil)-4-eti-hexanoico;
Acido 2-aminometil-6-(2,5-dihidroxi-fenil)-4-eti-hexanoico;
Acido 2-aminometil-8-(2,6-dihidroxi-fenil)-4-eti-hexanoico;
Acido 2-aminometil-6-(3,4-dihidroxi-fenil)-4-eti-hexanoico;
Acido 2-aminornetil-6-(3,5-dihidroxi-fenil}-4-etil-hexanoico;
Acido 2-aminometil-4-etil-8-(2,3,4-trihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-etil-8-(2,3,5-trihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,6-trihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,4,6-trihidroxi-fenil)-hexanoico;
Acido 2-aminometil-7-(2-hidroxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3-hidroxi-fenil}-4-metil-heptanoico;
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Acido 2-aminometil-7-{4-hidroxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,3-dihidroxi-fenif}4-metil-heptanoico;
Acido 2-aminometil-7-(2,4-dihidroxi-fenil}4-metil-heptanoico;
Acido 2-aminometil-7-(2,5-dihidroxi-fenil)-4-metil-heptanoico;
5 Acido 2-aminometil-7-(2,8-dihidroxi-fenil)-4-metil-heptanoico;

Acido 2-aminometil-7-(3,4-dihidroxi-fenil}-4-metil-heptanoico;
Acido 2-aminometil-7-(3,5-dihidroxi-fenil}4-metil-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3 4-trihidroxi-fenil)-heptanoico;
Acido 2-aminometil4-metil-7-(2,3, 5-trihidroxi-fenil)-heptanoico;

10 Acido 2-aminometil-4-metil-7-(2,3,6-trihidroxi-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,4,6-trihidroxi-fenil)-heptanoico;
Acido 2-aminometil-7-(2-hidroxi-fenil)}-4-eti-heptanoico;
Acido 2-aminometil-7-(3-hidroxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-{(4-hidroxi-fenil)-4-etil-heptanoico;

15 Acido 2-aminometil-7-(2,3-dihidroxi-fenil}-4-eti-heptanoico;
Acido 2-aminometil-7-(2,4-dihidroxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(2,5-dihidroxi-fenil)-4-eti-heptanoico;
Acido 2-aminometil-7-(2,6-dihidroxi-fenil}4-eti-heptanoico;
Acido 2-aminometil-7~(3,4-dihidroxi-fenil)4-eti-heptanoico;

20 Acido 2-aminometil-7-(3,5-dihidroxi-fenil)}-4-etil-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,4-trihidroxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,5-trihidroxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,6-trihidroxi-fenil)}-heptanoico;
Acido 2-aminometil-4-etil-7-(2,4,6-trihidroxi-fenil)-heptanoico;

25  Acido 2-aminometil-4-etil-7-(2,3,4,5-tetrahidroxi-fenil)-heptanoico;
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Acido 2-aminometil-4-etil-7-(2,3,4,6-tetrahidroxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,5 6-tetrahidroxi-fenil)-heptanoico;
Acido 2-aminometil4-etil-7-pentahidroxifenil-heptanoico;

Acido (2R 4R)-2-aminometil-4-(2,4-difluoro-bencil)}-hexanoico;
Acido (25,4R)-2-aminometil-4-(2,4-difluoro-bencil)-hexanoico;
Acido (2R 4S)-2-aminometil-7-(2,4-difluoro-fenil}-4-etil-heptanoico;
Acido (28,4 S)-2-aminometil-7-(2,4-difluoro-fenil)4-eti-heptanoico;
Acido (2R 4S)-2-aminometil-4-(2,4-difluoro-bencil)-hexanoico;
Acido (2S,4S)-2-aminometil-4~(2,4-diflucro-bericil)-hexanoico;
Acido (28,4 S)-2-aminometil-4-(3,5-difluoro-bencil)-hexanoico;
Acido (2S,4S)-2-aminometil4-(2-flucro-bencil)-hexanoico;

Acido (28,4 S)-2-aminometil-5-(2,4-difluoro-fenil)-4-metil-pentanoico
Acido (2S’)—2-aminorlnetil-5-(2,4-d'rﬂuoro—fenil)—pentanoico

Acido (25.45)-2-aminometil-4~(2,6-difluoro-bencil}-hexanoico
Acido (2S,4S)-2-aminometil-4-(4-fluoro-bencil}-hexanoico

Acido (285,4S)-2-aminometil-4-(2, 5-difluoro-bencil)-hexanoico
Acido (2S,48)-2-aminometil-4-{3-flucro-bencil}-hexanoico

Acido (2S,4S)-2-aminometil-4-pentafluorofenilmetil-hexanoico
Acido (28,4R)-2-aminometil-7-(2,4-difluoro-fenil)}-4-etil-heptanoico;
Acido (25,4S)-2-aminometil-4-(4-trifluorometil-bencil)-hexanoico;
Acido 2-aminometil4-(4-metoxi-2-metil-bencil)-hexanoico;

Acido 2-aminometil-5-(4-metoxi-2-metil-fenil)-4-metil-pentanoico;
Acido 2-aminometil-4-(4-metoxi-3-metil-bencil)-hexanoico; y
Acido 2-aminometil-5-(4-metoxi-3-metil-fenil)}-4-metil-pentanoico.

Otros compuestos de férmula V incluyen los siguientes compuestos y sus
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sales farmacéuticamente aceptables:

Acido 2-aminometil-4-etil-5-metil-hexanoico;
Acido 2-aminometil4-etil-3-metil-hexanoico;
Acido 2-aminometil-3,4-dimetil-hexanoico;
Acido 2-aminometil-3-etil-4-metil-hexanoico;
Acido 2-aminometil-4-etil-3-metil-heptanoico;
Acido 2-aminometil-3,4-dimetil-octanoico:
Acido 2-aminometil-3-metilpentanoico;
Acido 2-aminometil-3-metil-hexanoico;
Acido 2-aminometil-3-metil-heptanaico;
Acido 2-aminometil-3,4-dimetil-pentanoico;
Acido 2-aminometil-3,5-dimetil-hexanoico;
Acido 2-aminometil-3,5-dimetil-heptanoico;
Acido 2-aminometil-3,5,5-trimetil-hexanoico;
Acido 2-aminometil-3-ciclopropil-butirico;
Acido 2-aminometil-3-ciclopentil-butirico;

Acido 2-aminometil-3-ciclohexil-butirico;

Acido 2-aminometil-4-ciclohexil-3-metil-butirico;
Acido 2-aminometil-5-ciclohexil-3-metil-pentancico;

Acido 2-aminometil-3-metil-4-(4-metil-ciclohexil)-butirico;

Acido 2-aminometil-3-etil-pentanoico;

Acido 2-aminometil-3-etil-hexanoico;

Acido 2-aminometil-3-etil-heptanoico;

Acido 2-aminemetil-3-eti-4-metil-pentanoico;

Acido 2-aminometil-3-ciclohexilmetil-pentanoico;

739
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Acido 2-aminometil-5-(4-metoxi-ciclohexil}-3-metil-pentanoico;
Acido 2-aminometil-5-(4-metoxi-fenil)-3-metil-pentanoico;
Acido 2-aminometil-4-(2-metoxi-fenil)-3-metil-butirico;
Acido 2-aminometil-4-(4-metoxi-fenil)-3-metil-butirico;
Acido 2-aminometil-3-fenil-butirico;

Acido 2-aminometil-3-metil-4-fenil-butirico;

Acido 2-aminometil-3-metil-5-fenil-pentanoico;

Acido 2-aminometil-3-metil-4-(3-trifluorometil-fenil)-butirico;
Acido 2-aminometil-3-(4-etil-fenil)-butirico;

Acido 2-aminometil-3-(2,5-dimetil-fenil)-butirico;

Acido 2-aminometil-3-metil-4-p-tolil-butirico;

Acido 2-aminometil-3-m-toli-butfrico;

Acido 2-aminometil-ls-bencil-pentanoico; y

Acido 2-sminometil-4-(4-fluoro-fenil)-3-metil-butirico.

Esta invencién también proporciona compuestos de formula Vi

HoN

Rs

Re ' ©

HO,C

vi

y sus sales farmacéuticamente aceptables, en la que R3 R4y Rs son como se han
definido anteriormente en la formula I, con la condicién de que Rz Ry ¥ Rs no sean
atomos de hidrdgeno simultdneamente.
Los compuesios especificos de formula VI incluyen los siguientes

compuestos y sus sales farmacéuticamente aceptables:

Acido 2-aminometil-5-ciclopropil-hexanoico;
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Acido 2-aminometil-5-ciclobuti-hexanoico:

Acido 2-aminometil-5-ciclopentil-hexanoico;

Acido 2-aminometil-5-ciclohexil-hexanoico;

Acido 2-aminometil-5-fenil-hexanoico;

Acido 2-aminometil-5-(3-cloro-fenil)-hexanoico;

Acido 2-aminometil-5-3-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-5-(4-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-5-ciclopropil-heptanoico;

Acido 2-aminometil-5-ciclobuti-heptanoico;

Acido 2-aminometil-5-ciclopentil-heptanoico;

Acido 2-aminometil-5-ciclohexil-heptanoico;

Acido 2-aminometil-5-fenil-heptanoico;

Acido 2-aminometil-5-(3-cloro-fenil)-heptanoico;

Acido 2-aminometil-5-(3-triflucrometil-fenil)-heptanoico;
Acido 2-aminometil-5-(4-trifluorometil-fenil)-heptanoico;
Acido 2-aminometil-5-metil-6-fenil-hexanoico;

Acido 2-aminometil-8-(3-cloro-fenil)-5-metil-hexanoico;
Acido 2-aminometil-5-metil-8-(3-triflucrometil-fenil)-hexanoico;
Acido 2-aminometil-5-metil-6-(4-triflucrometil-fenil)-hexanoico;
Acido 2-aminometil-5-ciclopropilmetil-heptanoico;
Acido 2-aminometil-5-ciclobutiimetil-heptanoico;

Acido 2-aminometil-5-ciclopentilmetil-heptanoico;
Acido 2-aminometil-5-ciclohexilmetil-heptanoico;

Acido 2-aminometil-5-bencil-heptanoico;

Acido 2-aminometil-5-(3-cloro-bencil)-heptanoico;
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Acido 2-aminometil-5-(3-trifluorometil-bencil)-heptanoico;

Acido 2-aminometil-5-(4-trifluorometil-bencil}-heptanoico;

Acido 2-aminometil-5-metil-7-fenil-heptanoico;

Acido 2-aminometil-7-(3-cloro-fenil)-5-metil-heptanoico;

Acido 2-aminometil-5-metil-7(3-triflucrometil-fenil)-heptanoico;

Acido 2-aminometil-5-metil-7-(4-trifluorometil-fenil)-heptanoico;

Acido 2-aminometil-7-ciclopropil-5-etil-heptanoico;

Acido 2-aminometil-7-ciclobutil-5-eti-heptanoico;

Acido 2-aminometil-7-ciclopentil-5-eti-heptandico;

Acido 2-aminometil-7-ciclohexil-5-etil-heptanoico;

Acido 2-aminometil-5-efil-7-fenil-heptanoico;

Acido 2-aminometil-7-(3-cloro-fenil)-5-etil-heptanoico;

Acido 2—aminometil-'5-etiI-7-(3-triﬂuorometil-fenil)—heptanoico;

Acido 2-'.'='|minometil-5-etil—7-(4—tﬁﬂuommetil-fenil)—heptanoioo;

Acido 2-aminometil-5,5-dimetil-heptanoico;

Acido 2-aminometil-5,5-dimetil-octanoico; y

Acido 2-aminometil-5,5-dimetil-nonanoico.

Esta invencién también proporciona composiciones farmacéuticas que
comprenden una cantidad terapéuticamente eficaz de un compuesto de férmula |,
II, 1, IV, V o VI, o una sal farmacéuticamente aceptable del mismo y un vehiculo
farmacéuticamente aceptable.

Esta invencién también proporciona un procedimiento para tratar un
trastomo o afeccién en un mamifero, incluyendo un ser humano, seleccionandose
el trastomo o afeccién entre epilepsia, ataques de desmayos, fibromialgia,

hipoquinesia, trastomos craneales, sofocos, temblor esencial, dependencias y
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adicciones a productos quimicos (por ejemplo, dependencias o ladicciones al
alcohol, anfetaminas (o sustancias similares a las anfetaminas), cafeina,
cannabis, cocaina, heroina, alucinégenos, tabaco, inhalantes y propulsores de
aerosol, nicotina, opioides, derivados de la fenilglicidina, sedantes, hipnéticos,
benzodiazepinas y otros ansioliticos) y sindrome de abstinencia asociado con
tales dependencias o adicciones, comportamientos adictivos tales como juegos
de azar; migrafias, espasticidad incluyendo espasticidad muscular e hipotonia con
paralisis, artritis, sindrome del intestino imritable (IBS), dolor crénico, dolor agudo,
dolor neuropatico, neuralgia post herpética, dolor lumbar, dolor quinirgico, dolor
de cabeza vascular, dolor de cabeza cronico, cefalea sinusal, trastomos
inflamatorios (por ejemplo, artritis reumatoide, osteoartritis, modificacién de la
enfermedad de la enfermedad de osteoartritis, psoriasis), diuresis, sindrome
premenstrual, trastomo disférico premenstrual, tinnitus y lesion gastrica. El
procedimiento comprende administrar a un mamifero en necesidad de tal
tratamiento una cantidad terapéuticamente eficaz de un compuesto de férmula I,
I, ll, IV, V o VI, o una sal farmacéuticamente aceptable del mismo.

La presente invencidon también proporciona un procedimiento para tratar
trastomos neurodegenerativos denominados lesiobn cerebral aguda. Estos
incluyen, pero sin limitacidén, apoplejia, traumatismo craneal y asfixia. El término
apoplejia se refiere a una enfermedad cerebral vascular y también se puede
denominar incidente cerebral vascular (CVA) e incluye apoplejia tromboembdlica
aguda. Las apoplejfas incluyen tanto isquemia focal como global. Ademas, se
incluyen apoplejias isquémicas cerebrales transitorias y otros problemas
vasculares cerebrales acompainados de isquemia cerebral, tales como los que se

producen en pacientes que se someten a endarterectomia de la cardtida u otros
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procedimientos quinirgicos cerebrovasculares o vasculares, o procedimientos
diagnosticos vasculares incluyendo angiografia cerebral y similares.

Los compuestos de formula I, 1l, lll, IV, V o VI también son utiles en el
tratamiento de traumatismo craneal, traumatismo de la médula espinal o lesién
por anoxia general, hipoxia, hipoglucemia, hipotensiébn asi como lesiones
similares observadas durante procedimientos de embolia, hiperfusién e hipoxia.
También son (tiles para prevenir la lesién neuronal que se produce durante la
revascularizacién quinirgica cardiaca, en incidentes de hemorragia intracraneal,
en asfixia perinatal, en paradas cardiacas y estados epilépticos.

Esta invencién también proporciona un procedimiento para tratar un
trastomo o afeccion en un mamifero, incluyendo un ser humano, seleccionando el
trastomo o afeccién entrelel grupo compuesto por delirio, demencia y trastomos
amnésicos u ofros trastomos cognitivas o neurodegenerativbs, tales como
enfermedad de Parkinson (PD), enfermedad de Huntington (HD), enfermedad de
Alzheimer, demencia senil, demencia del tipo de la enfermedad de Alzheimer,
trastomo de memoria, demencia vascular y otras demencias, por ejemplo,
debidas a [a enfenmedad por VIH, traumatismo craneal, enfermedad de
Parkinson, enfermedad de Huntington, enfermedad de Pick, enfermedad de
Creutzfeidt-Jakob, o debido a miltiples etiologias; trastomos de movimiento tales
como aquinesias, disquinesias, incluyendo disquinesias paroxisticas familiares,
espasticidades, sindrome de Tourette, sindrome de Scoit, paralisis y sindrome
acinético rigido; trastomos de movimiento extrapiramidales tales como trastomos
de movimiento inducidos por medicacion, por ejemplo, Parkinsonismo inducido
por neurolépticos, sindrome maligno neuroléptico, distonia aguda inducida por

neurolépticos, acatisia aguda inducida por neurolépticos, . disquinesia tardia
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inducida por neurolépticos y temblor postural inducido por medicacién; sindrome
de Down; enfemedades desmielinizantes tales como esclerosis miiltiple (MS) y
esclerosis lateral amiofréfica (ALS), neuropatia periférica, por ejemplo neuropatia
diabética e inducida por quimioterapia y neuralgia postherpética, neuralgia del
trigémino, neuralgia segmental o intercostal y otras neuralgias; y trastomos
cerebrales vasculares debidos a lesion cerebrovascular aguda o crénica tal como
infarto cerebral, hemorragia subaracnoidea o edema cerebral. El procedimiento
comprende administrar a un mamifero en necesidad de tal tratamiento una
cantidad terapéuticamente eficaz de un compuesto de fémula L I, 1ll, IV, Vo M,
o una sal faimmacéuticamente aceptable del mismo.

Esta invencién también proporciona una mejora de la cognicibn en
mamiferos, incluyendo seres humanos, que padecen AD, PD y fibromialgia
potenciando la cantidad y calidad del suefio. El procedimiento comprende
administrar a un mamifero en necesidad de una cognicion mejorada una cantidad
terapéuticamente eficaz de un compuesto de férmula I, Il, Ill, IV, V o VI, o una sal
famacéuticamente aceptable del mismo.

Esta invencion también proporciona un procedimiento para tratar el dolor
en un mamifero, incluyendo un ser humano, comprendiendo el procedimiento
administrar a un mamifero en necesidad de tal tratamiento una cantidad
terapéuticamente eficaz de un compuesto de férmula |, 11, lll, IV, V o Vi o una sal
farmacéuticamente aceptable del mismo. El término dolor se refiere a dolor agudo
asi como a dolor cronico. El dolor agudo es normalmente de corta duracién y se
asocia con hiperactividad del sistema nervioso simpatico. Son ejemplos dolor
postoperatorio y alodinia. El dolor crénico se define normalmente como dolor que

persiste de tres a seis meses e incluye dolor somatogénico y dolor psicogénico.
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Otro tipo de dolor es el dolor nociceptivo.

Los ejemplos de los tipos de dolor que pueden tratarse con los
compuestos de formula I, I, lll, IV, V o VI y sus sales farmacéuticamente
aceptables incluyen dolor como consecuencia de una lesién periférica y del tejido
suave, tal como traumatismo agudo, dolor asociado con osteoartritis y artritis
reumatoide, dolor musculo-esquelético tal como el dolor experimentado después
del traumatismo; dolor espinal, dolor dental, sindromes de dolor miofascial, dolor
de episiotomia y dolor como consecuencia de quemaduras; dolor profundo y
visceral tal como dolor cardliaco, dolor muscular, dolor ocular, dolor orofacial, por
ejemplo, odontalgia, dolor abdominal, dolor ginecolégico, por ejemplo
dismenoirea, dolor en el parto y dolor asociado con endometriosis; dolor asociado
con lesién en nervio y ra!z tal como dolor asociado con trastornos en nervios
periféricos, por ejemplo, pinzamiento nervioso y avulsiones del plexo braquial,
amputacién, neuropatias periféricas, tic doloroso, dolor facial atipico, dafio en la
raiz del nervio, neuralgia del trigémino, dolor lumbar neuropético, dolor
neuropatico relacionado con el VIH, dolor neuropatico relacionado con céncer,
dolor neuropatico diabético y aracnoiditis; doler neuropéatico y no neuropdtico
asociado con carcinoma, denominado habitualmente dolor de cancer; dolor del
sistema nervioso central tal como dolor por lesién de la médula espinal o en el
tronco cerebral; dolor lumbar; cidtica; dolor en miembro fantasma, dolor de
cabeza, incluyendo migrafia y otros dolores de cabeza vasculares, dolor de
cabeza agudo o crénico producido por tensién, cefalea acumulada, dolor
temporomandibular y dolor sinusal maxilar, dolor como consecuencia de
espondilitis anquilosante y gota; dolor causado por mayores contracciones de

vejiga; dolor post operatorio; dolor de cicatrices; y dolor crénico no neuropéatico tal
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como dolor asociado con fibromialgia, VIH, artritis reumatoide y osteoartritis,
antralgia y mialgia, torceduras, esguinces y traumatismos tales como huesos
rotos; y dolor post-quinirgico.

Otro dolor més es el causado por lesion o infeccion de los nervios
sensoriales periféricos. Esto incluye, pero sin limitacion, dolor procedente de
traumatismo de nervios periféricos, infeccién por herpesvirus, diabetes mellitus,
fibromialgia, causalgia, avulsion del plexo, neuroma, amputacion de miembros y
vasculitis. El dolor neuropatico también esth causado por lesiones nerviosas
como consecuencia del alcoholismo croénico, infeccibn por virus de
inmunodeficiencia humana, hipotiroidismo, uremia o deficiencias vitaminicas. El
dolor neuropatico incluye, pero sin limitacién, dolor causado por lesiones
nerviosas tales como, por ejemplo, el dolor que sufren los diabéticos.

El dolor psicogénico es aquel que se produce sin un origen organico tal
como dolar lumbar, dolor facial atipico y dolor de cabeza crénico.

Otros tipos de dolor incluyen dolor inflamatorio, dolor osteoartritico,
neuralgia del trigémino, dolor de cancer, neuropatia diabética, sindrome de las
piemas inquietas, neuralgia herpética y postherpética aguda, causalgia, avulsién
del plexo braquial, neuralgia occipital, gota, miembro fantasma, quemaduras y
otras formas de neuralgia y sindrome de dolor neuropético e idiopatico.

Esta invencién también proporciona un procedimiento para tratar ia
depresién, que comprende administrar a un mamifero, incluyendo un ser
humano, en necesidad de tal tratamiento, una cantidad terapéuticamente eficaz
de un compuesto de formula |, Il, 1ll, IV, V o Vi, o una sal farmacéuticamente
aceptable de! mismo. La depresién puede ser el resultado de una enfermedad

organica, secundaria a estrés asociado con una pérdida personal o puede ser de
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origen idiopatico. Hay una gran tendencia a la aparicion familiar de algunas
formas de depresién lo que sugiere una causa mecénica para al menos algunas
formas de depresion. El diagnoéstico de la depresion se realiza principalmente por
cuantificacién de las alteraciones en el estado emocional de los pacientes. Estas
evaluaciones del estado emocional las realiza generalmente un médico o las
cuantifica un neuropsicélogo usando escalas de evaluacién validadas, tales como
la Escala de Evaluacién de Depresion de Hamilton o la Escala de Evaluacién
Psiquiatrica Breve. Se han desarrollado otras numerosas escalas para cuantificar
y medir el grado de alteraciones en el estado emocional de pacientes con
depresion tales como insomnio, dificultad de concentracion, falta de energla,
sensacion de inutilidad y sentimiento de culpa. Los patrones para el diagnéstico
de la depresion asi como todos los diagnésticos psiquiatricos se recogen en
Diagnostic and Stalistical Manual of Mental Disorders (4 Ed, 1994), al que se
denomina Manual DSM-IV-R y estd publicado por la American Psychiatric
Association.

Esta invenciébn también proporciona un procedimiento para tratar un
trastomo o afeccién en un mamifero, incluyendo un ser humano, seleccionandose
el trastomo o afeccién entre el grupo compuesto por trastomos del estado
emocional tales como depresién o, mas particularmente, trastomos depresivos,
por ejemplo, frastomos depresivos graves de un unico episodio o recurrentes,
trastomos distimicos, neurosis depresiva y depresién neurdtica, depresion
melancdlica, incluyendo anorexia, pérdida de peso incluyendo pérdida de peso
asociada con anorexia, cancer, envejecimiento y/o fragilidad, insomnio, despertar
vespertino y retardo psicomotor, depresién atipica (o depresion reactiva),

incluyendo aumento del apetito, hipersomnia, agitacién psicomotora o imritabilidad,
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trastomo afectivo estacional y depresion pedidtrica; o trastomos bipolares o
depresidn maniaca, por ejemplo, trastomo bipolar |, trastomo bipolar Il y trastomno
ciclotimico; trastomos de la conducta y trastomo perjudicial del comportamiento;
trastomos de ansiedad, tales como trastomo del panico con o sin agorafobia,
agorafobia sin historial de trastomo del panico, fobias especificas, por ejemplo,
fobias a animales especificos, trastomos de ansiedad social, fobia social, miedo a
volar, trastomo obsesivo-compulsivo, trastornos por estrés incliryendo trastomo
por estrés post-traumatico y trastorno por estrés agudo y trastomos de ansiedad
generalizados; trastomo de personalidad fronteriza; esquizofrenia‘ y otros
trastornos psicoticos, por ejemplo, trastomos esquizofreniformes, trastomos
esquizoafectivos, trastomos de delifo, trastornos psicéticos breves, trastomos
psicéticos compartidos, trastomos psicoticos con delifos o alucinaciones,
episodios psicéticos de ansiedad, ansiedad asociada con psicosis, trastomos
psicéticos del estado emocional tales como trastomo depresivo grave; trastomos
del estado emocional asociados con trastomos psicéticos tales como mania
aguda y depresibn asociada con trastomo bipolar, trastomos del estado
emocional asociades con esquizofrenia; trastoros del comportamiento asociados
con un retraso mental, trastomo autistico y trastomos de la conducta. Ei
procedimiento comprende administrar a un mamifero en necesidad de tal
tratamiento una cantidad terapéuticamente eficaz de un compuesto de férmula‘l,
IL, IlI, IV, V o VI o una sal farmacéuticamente aceptable del mismo.

Los compuestos de la invencion también son utiles en el tratamiento de
trastornos del suefio. Los trastomos del suefio son trastomnos que afectan a la
capacidad de domirse y/o permanecer domnido, que implican dormir demasiado,

0 que tienen como resultado un comportamiento anomal asociado al suefio. Los
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trastomos incluyen, por ejemplo, insomnio, insomnio asociado a drogas,
hipersomnia, narcolepsia, sindromes de la apnea del suefio, parasomnias,
sindrome de las piemas inquietas, jet lag, trastomo de movimiento periédico del
miembro y arquitectura del suefio alterada.

Esta invencion también proporciona un procedimiento para tratar un
trastomo o afeccién en un mamifero, incluyendo un ser humano, seleccionando el
trastomo o afecciébn entre el grupo compuesto por trastomos del suefio (por
ejemplo, insomnio, insomnio asociado a drogas, trastomos del suefio REM,
hipersomnia, narcolepsia, trastomos de un ciclo de suefio-vigilia, sindromes de
apnea del suefio, parasomnias y trastomos del suefio asociados con el tumo de
trabajo y horas de trabajo irregulares). El procedimiento comprende administrar a
un mamifero en necesidad de tal tratamiento una cantidad terapéuticamente
efitcaz de un compuesto de formula I, II, I, IV, V o VI, o una sal
famacéuticamente aceptable del mismo.

Los compuestos de fémulas |1, 11, 1il, IV, V o VI contienen al menos un
centro estereogénico (quiral) y por lo tanto pueden existir en diferentes formas
enantioméricas y diastereoméricas. Esta invencién incluye todos los
estereoisdbmeros, incluyendo isémeros Opticos, de los compuestos de férmula |, I,
lll, IV, V o VI. Las muestras de los compuestos pueden existir en forma de
mezclas racémicas, como enantibmeros y diasterecisomeros individuales y como
mezclas de los mismos. La invencién también incluye todas las composiciones
famacéuticas y procedimientos de tratamiento definidos anteriormente que
contienen o emplean esterecisémeros de los compuestos de férmula 1, 11, 1l, IV, V
o VL

lLLos compuestos con un centro estereogénico pueden existir en forma de

N
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una mezcla racémica (equimolar), como mezcla no equimolar de isémeros y
como enantibmeros puros con una estereoconfiguracién S- o R-. Los compuestos
con dos centros estereogénicos pueden existir en foorma de mezcla racémica,
como mezcla no equimolar de isbmeros y como enantiémeros puros que tienen
estereconfiguracibn SS, RR, SR o RS. Los compuestos con tres centros
estereogénicos pueden existir en forma de una mezcla racémica, como una
mezcla no equimolar de isébmeros y como enantibmeros puros que tienen
estereconfiguracion RRR, SSS, SRR, RSS, RSR, SRS, RRS o SSR. Pueden
obtenerse isémeros individuales por procedimientos conocidos tales como
resolucién dptica, reaccion dpticamente selectiva o separacidén cromatogréfica en
la preparacién del producto final o sus intermedios. Los enantiGmeros individuales
de los compuestos de esta invencion pueden tener ventajas, en comparacién con
mezclas racémicas de estos compuestos, en el tratamiento de diversos trastomos
o afecciones.

La presente invencibn también incluye compuestos marcados
isotépicamente, que son idénticos a los descritos en la férmula 1, I, IlI, IV, Vo VI
excepto por el hecho de que uno o mas atomos estén sustituidos con un atomo
que tiene una masa atémica o nimero masico distinto de la masa atémica o
ndmero masico que se encuentra nomalmente en la naturaleza. Los ejemplos de
isétopos que pueden incorporarse en compuestos de la presente invencién
incluyen isdtopos de hidrégeno, carbono, nitrégeno, oxigeno, fosforo, azufre, flior
y cloro, tales como, 2H, *H, ¢, ''c %c, N, %o, 0, *'p, ¥p, ¥s, ¥r y *C),
respectivamente.

Los compuestos de la presente invencion, profamacos de los mismos y

sales famaceuticamente aceptables de dichos compuestos o de dichos
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profamacos que contienen los isétopos mencionados anteriomente y/u otros
isbtopos de otros 4tomos estdn dentro del alcance de esta invencién. Ciertos
compuestos marcados isotépicamente de la presente invencién, por ejemplo
aquellos en los que se incorporan isétopos radiactivos tales como *H y C, son
Gtiles en ensayos de distribucién tisular del fAmmaco y/o sustrato. Se prefieren
particularmente isétopos tritio, es decir, °H y carbono-14, es decir, *C, por su facil
preparacién y detectabilidad. Ademas, la sustitucién con isétopos mas pesados
tales como deuterio, es decir, 2H, puede proporcionar ciertas ventajas
terapéuticas como resultado de una mayor estabilidad metabdlica, por ejemplo,
aumento de la semivida in vivo o disminucién de los requerimientos de
dosificacién y, por tanto, pueden prefefirse en algunas circunstancias. Los
compuestos marcados isgtépicamente de férmula |, I, 1ll, IV, V o VI de esta
invencién y profarmacos de los mismos pueden prepararse generalmente
realizando los' procedimientos descritos en los Esquemas y/o Ejemplos y
Preparaciones que se muestran mas adelante, sustituyendo un reactivo no
marcado isotépicamente con un reactivo marcado isotdpicamente facilmente
disponible.

A menos que se indique otra cosa, esta descripcién usa las definiciones
que se proporcionan mdas adelante. Algunas de las definiciones y formulas
pueden incluir un “-* (guidn) para indicar un enlace entre 4tomos o un punto de
unién a un atomo o grupo de atomos con o sin nombre. Otras definiciones y
férmulas pueden incluir un *=" (signo de igual) o "=" (signo de identidad) para
indicar un doble enlace o un triple enlace, respectivamente. Ciertas formulas
pueden incluir también un “** (asterisco) para indicar un centro estereogénico

(quiral). Tales formulas pueden hacer referencia al racemato o a enantidmeros
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E! témino “sustituido” cuando se usa con relacibn a un compuesto,
sustituyente o resto, indica que uno o mas atomos de hidrégeno se han
reemplazado con uno o mas atomos o grupos que no son hidrégeno, con la
condicién de que se cumplan los requerimientos de valencia y que se obtenga
como resultado de la sustitucién un compuesto quimicamente estable.

El término “alquilo” se refiere a grupos hidrocarburo saturados de cadena
lineal y ramificada que tienen generalmente un niumero especificado de atomos
de carbono; es decir, alquilo (C+-Cg) se refiere a un grupo alquilo que tiene 1, 2,
3, 4, 5 6 6 atomos de carbono. Los ejemplos de grupos alquilo incluyen, pero
sin limitacién, metilo, etilo, n-propilo, i-propilo, n-butilo, s-butilo, ~butilo, f-butilo,
pent-1-ilo, pent-2-ilo, pent-3-ilo, 3-metilbut-1-ilo, 3-metilbut-2-ilo, 2-metilbut-2-ilo,
2,2 2-trimetilet-1-ilo, n-hexilo, 3-etilbutilo y similares.

El término “cicloalquilo® se refiere a anillos de hidrocarburo saturados
monociclicos y biciclicos, que tienen generalmente un nimero de &tomos de
carbono especificado que comprenden el anillo; es decir, cicloalquilo (Ca-Ce) se
refiere a un grupo cicloalquilo que tiene 3, 4, 5 6 6 atomos de carbono como
miembros del anillo. El cicloalquilo puede estar unido a un grupo parental o a
un sustrato en cualquier atomo del anillo, a menos que tal unién viole los
requerimientos de valencia. Asimismo, los grupos cicloalquilo pueden incluir
uno o mas sustituyentes que no son hidrégeno a menos que tal sustitucién
viole los requerimientos de valencia. Los sustituyentes (tiles incluyen, pero sin
limitacién, alquilo, como se ha definido anteriormente e hidroxi, mercapto, nitro,
halégeno y amino.

Los ejemplos de grupos cicloalquilo monociclicos incluyen, pero sin
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limitacién, ciclopropilo, ciclobutilo, ciclopentilo, ciclohexilo y similares. Los
ejemplos de grupos cicloalquilo biciclicos incluyen, pero sin limitacion,
biciclo[1.1.0]butilo, biciclo[1.1.1]pentilo, biciclo[2.1.0]pentilo, biciclo[2.1.1]hexilo,
biciclo[3.1.0]hexilo, biciclo[2.2.1]heptilo, biciclo[3.2.0]heptilo,
biciclo[3.1.1)heptilo, biciclo[4.1.0]heptilo, biciclo[2.2.2]Joctilo, biciclo[3.2.1]octilo,
biciclo[4.1.1.Joctilo, biciclo[3.3.0]octilo, biciclo[4.2.0]octilo, biciclo[3.3.1]nonilo,
biciclo[4.2.1]nonilo, biciclo[4.3.0]nonilo, biciclo[3.3.2]decilo, biciclo[4.2.2]decilo,
biciclo[4.3.1])decilo, biciclo[4.4.0]decilo, biciclo[3.3.3]Jundecilo,
biciclo[4.3.2]undecilo, biciclo[4.3.3]dodecilo y similares.

El término “alcoxi” se refiere a alquil-O-, donde alquil es como se ha
definido anteriormente. Los ejemplos de grupos alcoxi incluyen, sin limitacién,
metoxi, etoxi, n-propoxi,l ipropoxi, n-butoxi, s-butoxi, f-butoxi, n-pentoxi, s-
pentoxi y similares.

E! témino “tratar”, se refiere a invertir, aliviar, inhibir el desarrollo de o
prevenir el trastomo o afeccidn al que se aplica tal término o prevenir uno o
mas sintomas de tal trastorno o afeccion. E! término “tratamiento”, como se usa
en este documento, se refiere al acto de tratar, tal y como se acaba de definir
“tratar”.

La fase “grupo saliente” se refiere a cualquier grupo que deja una molécula
durante un procedimiento de fragmentacién incluyendo reacciones de sustitucién,
reacciones de eliminacién y reacciones de adicién-eliminacién. Los grupos
salientes pueden ser nucleéfugo, donde el grupo sale con un par de electrones
que servian anteriormente como enlace entre el grupo saliente y la molécula o
pueden ser electréfugos, donde el grupo sale sin el par de electrones. La

capacidad de un grupo saliente nucleéfugo para salir de la molécula depende de
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su fortaleza como base, siendo las bases mas fuertes los grupos salientes mas
pobres. Los grupos salientes nucleéfugos comunes incluyen nitrégeno (por
ejemplo, de sales diazonio), sulfonatos (incluyendo tosilatos, brosilatos, nosilatos
y mesilatos), triflatos, nonaflatos, tresilatos, iones de haluro, aniones carboxilato,
iones fenolato y alcoxidos. Algunas bases mas fuertes, tales como NHz- y OH-
pueden hacerse mejores grupos salientes mediante tratamiento con un acido. Los
grupos salientes electréfugos comunes incluyen el proton, CO, y metales.

La frase “exceso enantiomérico” o “ee” es un medida, para una muestra
dada, del exceso de un enantibmero sobre una muestra racémica de un
compuesto quiral y se expresa en porcentaje. El exceso enantiomérico se define
coma 100 x (er -1) / (er + 1), donde “er” es la relacién entre el enantidmero mas
abundante y el enantiomero menos abundante.

El témino “enantioselectividad” se refiere a una reaccion dada (por
ejemplo, hidrogenacién) que produce més de un enantidmero que de otro.

La fase “alto nivel de enantioselectividad” se refiere a una reaccion dada
que da lugar a un producto con un ee de al menos aproximadamente el 80%.

La frase “enantioméricamente enriquecido” se refiere a una muestra de un
compuesto quiral, que tiene mas de un enantibmero que de otro. El grado de
enriquecimiento se mide por er o ee.

La frase “enantibmero sustancialimente puro® o “sustanciaimente
enantiopurc” se refiere a una muestra de un enantiGmero que tiene un ee de
aproximadamente el 90% o mayor.

La frase “enantioméricamente puro® o “enantiopuro” se refiere a una

muestra de un enantibmero que fiene un ee de aproximadamente el 99% o

mayor.
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La frase “enantibmero opuesto® se refiere a una molécula que es una
imagen especular que no se puede superponer de una molécula de referencia,
que puede obtenerse invirtiendo todos los centros estereogénicos de la molécula
de referencia. Por ejemplo, si la molécula de referencia tiene una configuracion
estereoquimica absoluta S, entonces el enantidmero opuesto tiene una
configuracion estereoquimica absoluta R. Asimismo, si la molécula de referencia
tiene una configuracién estereoquimica absoluta S,S, entonces el enantidmero
opuesto tiene una configuracion estereoquimica absoluta R,R, etc.

La frase “sales, ésteres, amidas y profArmacos farmacéuticamente
aceptables” se refiere a sales de adicidn de acidos o bases, ésteres, amidas,
formas bipolares, cuando sea posible, y profarmacos de ios compuestos descritos
y reivindicados, que esténldentro del alcance del juicio médico, adecuados para
uso en contacto con los tejidos de pacientes sin toxicidad, irritacion, respuesta
alérgica y similares, indebidas en proporcién a una relacién beneficio/riesgo
razonable y eficaces para su uso pretendido.

Como los aminoacidos son anféteros, las sales farmacolégicamente
compatibles pueden ser sales de acidos organicos 0 inorganicos apropiados, por
ejemplo, clorhidrico, sulfirico, fosforico, acético, oxalico, lactico, citrico, malico,
salicllico, malénico, maleico, succinico y ascérbico. Partiendo de los
correspondientes hidréxidos o carbonatos, se forman sales con metales alcalinos
o alcalinotéreos, por ejemplo, sodio, potasio, magnesio o calcio. También se
pueden preparar sales con iones amonicos cuatemarios, por ejemplo, con el i6n
tetrametil-amonio.

La eficacia de un fAirmaco administrado por via oral depende del transporte

eficaz del famaco a través del epitelio de la mucosa y de su estabilidad en la
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circulacion entero-hepética. Pueden modificarse quimicamente para dar una
forma de profarmaco, farmacos que son eficaces después de la administracién
parenteral pero menos eficaces por via oral, o cuya semivida en plasma se
considera demasiado corta.

Un profarmaco es un farmaco que se ha modificado gquimicamente y
puede ser biolégicamente inactivo en su sitio de accién pero que puede
degradarse o modificarse mediante uno o0 mas procesos enzimaticos u otros
procedimientos in vivo en la forma parental bioactiva.

Este farmaco quimicamente modificado, o préfamaco, debe tener un perfil
farmacocinético distinto del farmaco parental, permitiendo una absorcién més facil
a través del epitelio de la mucosa, una mejor formulacién de la sal, una mejor
solubilidad, una mejor e:stabilidad sistémica (para aumentar la semivida en
plasma, por ejemplo), y similar. Estas modificaciones quimicas incluyen, pero sin
limitacién, (1) derivados éster o amida que pueden escindirse, por ejemplo, con
estearasas o lipasas; (2) péptidos, que pueden reconocerse mediante proteinasas
especificas 0 no especificas; (3) derivados que se acumulan en el sitio de accién
mediante la seleccibh de membrana de una forma profimmaco o forma
profarmaco modificada; y (4) cualquier combinacion de (1) a (3). Los profAirmacos
éster o amida pueden derivarse del resto de acido carboxilico de la molécula del
farmaco parental o del resto acido carboxilico o el resto amina de la molécula del
farmaco parental, respectivamente, por medios conocidos. Ademds, el
profamaco peptidico puede unirse a la molécula del farmaco parental mediante
la formacion de un enlace amida con el resto amina o acido carboxilico de la
molécula del farmaco parental usando técnicas conocidas.

La investigacién actual en experimentos animales ha demostrado que la
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absorcion oral de ciertos fairmacos puede aumentarse mediante la preparacion de
sales cuatemarias “blandas®. Una sal cuatemaria se denomina sal cuatemaria
“blanda” ya que, a diferencia de las sales cuaternarias normales, por ejemplo, R-
N*(CHa)s, puede liberar el farmaco activo tras la hidrélisis.

Las sales cuatemarias blandas tienen propiedades fisicas Utiles en
comparacién con el farmaco bésico o sus sales. La solubilidad en agua puede
aumentarse en comparacién con otras sales, tales como la sal clorhidrato, pero
puede ser mas imporiante una mayor absorcién del farmaco en el intestino.
Una mayor absorcion se debe probablemente’ al hecho de que la sal
cuaternaria blanda tiene propiedades tensioactivas y puede formar micelas y
pares iénicos no ionizados con &cidos biliares, efc., que pueden penetrar el
epitelio intestinal de forma| mas eficaz. El profarmaco, después de la absorcién,
se hidroliza rapidamente con la liberacién del farmaco parental activo.

Los profamacos de compuestos de férmula .I'. i, i, vV, v o Vl se
incluyen dentro del alcance de esta invencién. Para un anélisis de profarmacos
y farmacos blandos, véase E. Palomino, Drugs of the Future 15(4):361-68
(1990). Véase también T. Higuchi y V. Stella, “Pro-Drugs as Novel Delivery
Systems®, ACS Symposium Series 14 (1975); E.B. Roche (ed.), Bioreversible
Camiers in Drug Design (1987); y H. Bundgaar, Design of Prodrugs (1985).

Ciertos compuestos de la |;resente invencion pueden existir en formas
no solvatadas asi como en formas solvatadas, incluyendo formas hidratadas.
En general, las formas solvatadas, incluyendo formas hidratadas, equivalen a
las formas no solvatadas y se pretende que estén incluidas dentro del alcance
de la presente invencion.

DESCRIPCION DETALLADA
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Los compuestos de esta invencién pueden prepararse comlo se describe
a continuacién. En los esquemas de reaccidn y en la discusibn que se
proporciona mas adelante, las férmulas estructurales 1, Il, lll, IV, V o Vl y los
radicales R4, Rz, R3, R4, Rs ¥ Rs, 2 menos que se indique otra cosa, son como
se han definido anteriormente. .

En algunos de los esquemas de reaccidn y ejemplos que se
proporcionan mas adelante, pueden prepararse ciertos compuestos usando
grupos protectores, lo que evita ciertas reacciones quimicas no deseables en
sitios, por lo demas, reactivos. Los grupos protectores también pueden usarse
para mejorar la solubilidad o modificar de otra forma las propiedades fisicas de
un compuesto. Para un analisis de estrategias en grupos protectores, una
descripcion de materiales y procedimientos para instalar y retirar grupos
protectores y una compilacibn de grupos protectores (tiles para grupos
funcionales comunes, incluyendo aminas, &cidos carboxilicos, alcohoies.
cetonas, aldehidos y similares, véase T.W. Creene y P.G. Wuts, Protecting
Groups in Organic Chemistry (1999) y P. Kocienski, Protective Groups (2000).

Ademas, algunos de los esquemas y ejemplos que se proporcionan mas
adelante pueden omitir detalles de reacciones comunes, incluyendo
oxidaciones, reducciones, etc., que son conocidas para los especialistas
habituales en la técnica de la quimica organica. Los detalles de tales
reacciones pueden encontrarse en varios tratados, incluyendo Richard Larock,
Comprehensive Organic Transformations (1999) y la serie multivolumen
editada por Michael B. Smith y otros, Compendium of Organic Synthetic
Methods (1874-2003). Generalmente los materiales y reactivos de partida

pueden obtenerse a partir de fuentes comerciales.
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Generalmente, las transformaciones quimicas descritas a lo largo de
esta memoria descriptiva pueden realizarse usando cantidades
sustancialmente estequiométricas .de reactivos, aunque ciertas reacciones
pueden beneficiarse del uso de un exceso de uno o mas de los reactivos.
Ademas, muchas de las reacciones descritas a lo largo de esta memoria
descriptiva pueden realizarse a aproximadamente la temperatura ambiente,
pero algunas reacciones particulares pueden requerir el uso de temperaturas
mayores o inferiores, dependiendo de la cinética de reaccién, los rendimientos
y similares. Ademas, muchas de las transformaciones quimicas pueden
emplear uno 0 mas disolventes compatibles que, dependiendo de la naturaleza
de los reactivos, pueden ser disolventes préticos polares, disolventes apréticos
polares, disolventes no pqlares o alguna combinacioén. Aunque la eleccion del
disolvente o disolventes pueden influir en la velocidad y rendimiento de
reaccion, tales'disolventes se consideran generalmen;e inertes (no reactivos).
Cualquier referencia en la descripcién a un intervalo de concentracion, un
intervalo de temperatura, un intervalo de pH, un intervalo de carga de
catalizador, etc., usando expresamente la palabra “intervalo™ o no, incluye los
extremos indicados.

Existen diversos procedimientos para la preparacion de B-aminoacidos
quirales y racémicos. Tales procedimientos pueden encontrarse en Eusebio
Juaristi (editor), Enantioselective Synthesis of p-Amino-Acids (1997).

Los procedimientos descritos a continuacién ilustran los procedimientos
que pueden utilizarse para la preparacion de tales compuestos pero no limitan

su alcance.
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Procedimiento A
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El uso de adiciones de amina quiral a sistemas a,p-insaturados como
enfoque sintético a los p-aminoacidos, como se ilustra en el Procedimiento A

5 anterior, se ha descrito previamente. Véase, por ejemplo, S.G. Davies y col., J.
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Chem. Soc. Chem. Commun. 1153 (1993); S.G. Davies, Synleft 117 (1994);
Ishikawa y col., Synlett 1291 (1988); y Hawkins, J. Ong. Chem. 51:2820 (1985).
Con referencia al Procedimiento A anterior, los compuestos de formula |
pueden prepararse a partir de los comrespondientes compuestos de férmula 4,
en la que PG representa un grupo protector éster adecuado que puede
retirarse por hidrdlisis o hidrogenolisis, usando condiciones bien conocidas para
los especialistas en la técnica. Véase T.W. Greene y P.G.M. Wuts, Protective
groups in organic synthesis (1991) para una descripcion detallada de la
formacién y retirada de grupos protectores adecuados. Por ejemplo, esta
reaccién puede realizarse en condiciones de hidrélisis por tratamiento con un
acido apropiado, tal como acido clorhidrico o acido sulfarico, a una temperatura
de aproximadamente laln temperatura ambiente a aproximadamente Ila
temperatura de reflujo de la mezcla de reacciébn, preferiblemente a la
termperatura de reflujo, o por tratamiento con una base inorganica apropiada tal
como hidroxido sédico, hidréxido potésico o hidréxido de litio, preferiblemente
hidréxido sédico, a una temperatura de aproximadamente la temperatura
ambiente a aproximadamente la temperatura de reflujo, preferiblemente a
aproximadamente la temperatura ambiente. Esta reaccion se realiza
preferiblemente usando 4cido clorhidrico a la temperatura de reflujo. Sin
embargo, cuando PG es {-butilo, [a reaccién se realiza preferiblemente en acido
trifluoroacético (TFA). Cuando PG es un grupo basico, la hidrolisis puede
realizarse en condiciones basicas, usando procedimientos bien conocidos para
los especialistas en la técnica, por ejemplo, usando hidréxido sédico o potasico.
Los compuestos de féormula 4 pueden prepararse a pariir de los

comrespondientes compuestos de formula 3 usando condiciones de

4
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hidrogenolisis que sonh bien conocidas para los especialistas en la técnica. Por
ejemplo, esta reaccion puede realizarse tratando los compuestos de férmula 3
con un catalizador de metal paladio tal como, por ejemplo, hidréxido de paladio
sobre carbono, o paladio sobre carbono, 0 con niquel Raney, en un disolvente
tal como, por ejempio, metanol, etanol o tetrahidrofurano, en una atmésfera de
hidrégeno (entre aproximadamente 1 (101,33 kPa) y 5 atmoésferas (506,63
kPa)de presion) dando el compuesto deseado de férmula 4. Preferiblemente, la
reaccién se realiza usando paladio sobre carbono en etanol bajo
aproximadamente 1 atmésfera (101,33 kPa) de hidrégeno.

Los compuestos de formula 3 pueden prepararse tratando los
correspondientes compuestos de férmula 2 con una amina apropiada tal como
(R)-(+)-N-bencil-a-metilbencilamina, (S)-(-)-N-bencil-a-metilbencilamina
después del tratamiento con una base apropiada tal como diisopropilamiduro
de litio, n-butil litio o bis(trimetilsilillamiduro de litio o potasio en un disolvente tal
como éter etilico o, preferiblemente, tetrahidrofurane (THF) a una temperatura
de aproximadamente -B0°C a aproximadamente 25°C y anadiendo después el
compuesto apropiado de formula 2. La estereoquimica del nitrégeno de la
amina determinara la estereoquimica sobre el nitrégeno del producto final.
Preferiblemente, esta reaccion se realiza usando (R)-(+)-N-bencil-a-
metilbencilamina, (S)-(-)-N-bencil-a-metilbencilamina, después de |Ia
desprotonaciébn con n-butil litio en tetrahidrofurano, a una temperatura de
aproximadamente -78°C, de acuerdo con el procedimiento descrito por S.D.
Bull y col., J. Chem. Soc., Perkin Trans. 1 22:2931-38 (2001). Preferiblemente,
esta reaccion se realiza usando {R)-(+)-N-bencil-a-metilbencilamina o (S)-(-)-N-

bencil-a-metilbencilamina, después de la desprotonaciéon con n-butil litio en
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tetrahidrofurano, a una temperatura de aproximadamente -78°C, de acuerdo
con el procedimiento descrito por S.D. Bull y col., J. Chem. Soc., Perkin Trans.
1 22:2931-38 (2001).

Los compuestos de formula 2 pueden prepararse a partir de los
correspondientes compuestos de formula 1 tratdndolos con un éster fosfonato
apropiado en presencia de una base adecuada tal como hidruro sédico,
diisopropilamiduro de litio o trietilamina y cloruro de litio o bromuro de litio en un
disolvente tal como éter o THF. Preferiblemente, el compuesto de férmula 1 se
hace reaccionar con un éster fosfonato (ALK = metilo, etilo, isopropilo, bencilo o
similares) en presencia de bromuro de litio y trietilamina en tetrahidrofurano a
aproximadamente la temperatura ambiente. Los compuestos de formula 1
pueden prepararse a par'tir de materiales disponibles en el mercado usando
procedimientos bien conocidos para los especialista en la técnica. Se apreciara
que los compuestos de férmula | pueden tener uno o mas centros
estereogenicos. Usando el procedimiento descrito anteriormente, pueden
prepararse compuestos con configuraciones esterecquimicas especificas.

Los compuestos que pueden prepararse con este procedimiento
incluyen, pero sin limitacién, los siguientes:

Acido 3-amino4,5-dimetil-hexanoico;

Acido 3-amino-4,5-dimetil-heptanoico;

Acido 3-amino-4,5-dimetil-octanoico;

Acido 3-amino-4,5-dimetil-nonanoico;

Acido 3-amino-4-etil-5-metil-heptancico;

Acido 3-amino-4-etil-5-metil-octanoico;

Acido 3-amino-4-etil-5-metil-nonanoico;
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Acido 3-amino4-etil-5,6-dimetil-heptanoico;
Acido 3-amino-4-etil-5,7-dimetil-octanoico;

Acido 3-amino-4-etil-5,8-dimetil-nonanoico;
Acido (3R,4R)-3-amino-4,5-dimetil-hexanoico;
Acido (3R 4R,5R)-3-amino-4,5-dimetil-heptanoico;
Acido (3R,4R,5R)-3-amino-4,5-dimetil-octanoico;
Acido (3R 4R 5R)-3-amino-4,5-dimetil-nonanoico;
Acido (3R 4R,5R)-3-amino-4,5-dimetil-decanoico;
Acido 3-amino-4,6-dimetil-heptanoico;

Acido 3-amino-4,6-dimetil-octanoico;

Acido 3-amino-4,6-dimetil-nonanoico;

Acido 3-amino4,6-dimetil-decanoico;

Acido 3-amino-4,6,7-trimetil-octanoico;

Acido 3-amino-4,6,8-trimetil-nonanoico;

Acido 3-amino-4,6,9-trimetil-decanoico;

Acido 3-amino-6-ciclopropil-4-metil-heptanoico;
Acido 3-amino-6-ciclobutil-4-metil-heptanoico;
Acido 3-amino-8-ciclopentil-4-metil-heptanoico;

Acido 3-amino-8-ciclohexil-4-metil-heptanoico;

Acido 3-amino-7-ciclopropil-4,6-dimetil-heptanoico;

Acido 3-amino-7-ciclobutil-4,8-dimetil-heptanoico;

Acido 3-amino-7-ciclopentil-4,6-dimetil-heptanoico;

Acido 3-amino-7-ciclohexil-4,6-dimetil-heptanoico;
Acido 3-amino-8-ciclopropil-4,8-dimetil-octanoico;

Acido 3-amino-8-ciclobutil-4,6-dimetil-octanoico;

26>
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Acido 3-amino-8-ciclopentil-4,6-dimetil-octancico;

Acido 3-amino-8-ciclohexil-4,6-dimetil-octanoico;

Acido 3-amino-6-(3-cloro-fenil)-4-metil-heptanoico;

Acido 3-amino-6-(3,4-dicloro-fenil}-4-metil-heptanoico;

Acido 3-amino-4-metil-8-(3-trifluorometil-fenil)-heptanoico;
Acido 3-amino-4-metil-6-(4-trifluorometil-fenil)-heptanoico;
Acido 3-amino-7-(3-cloro-fenil)}-4,6-dimeti-heptanoico;

Acido 3-amino-7-(3,4-dicloro-fenil)-4,8-dimetil-heptanoico;
Acido 3-amino-4,6-dimetil-7-(3-triflucrometil-fenil)-heptanoico;
Acido 3-amino-4,6-dimetil-7-(4-trifluorometil-fenil)-heptanoico;
Acido 3-amino-8-(3-cloro-fenil)-4,6-dimetil-octanoico;

Acido 3-amino-8-(3,4-dicloro-fenil)-4,6-dimetil-octanoico;

Acido 3-amino-4,6-dimetil-8-(3-trifluorometil-fenil)-octanoico;
Acido 3-amino-4,6-dimetil-8-(4-trifluorometil-fenil)-octanoico;
Acido 3-amino-4-etil-6-metil-octanoico;

Acido 3-amino-4-etil-6-metil-nonanoico;

Acido 3-amino-4-etil-6-metil-decanoico:;

Acido 3-amino-4-etil-8,7-dimetil-octanoico;

Acido 3-amino-4-etil-6,8-dimetil-nonanoico;

Acido 3-amino-4-etil-6,9-dimetil-decanoico;

Acido 3-amino-6-ciclopropil-4-etil-heptanoico;

Acido 3-amino-6-ciclobutil-4-etil-heptanoico;

Acido 3-amino-6-ciclopentil-4-etil-heptanoico;

Acido 3-amino-6-ciclohexil-4-etil-heptanoico;

Acido 3-amino-7-ciclopropil-4-etil-6-metil-heptanoico;
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Acido 3-amino-7-ciclobutil-4-etil-6-metil-heptanoico;
Acido 3-amino-7-ciclopentil-4-etil-8-metil-heptancico;
Acido 3-amino-7-ciclohexil-4-etil-6-metil-heptanoico;
Acido 3-amino-8-ciclopropil-4-etil-6-metil-octanoico;
5 Acido 3-amino-8-ciclobutil-4-etil-6-metil-octanoico;
Acido 3-amino-8-ciclopentil-4-etil-6-metil-octanoico;
Acido 3-amino-8-ciclohexil-4-etil-6-metil-octancico;
Acido 3-amino-6-(3-cloro-fenil)-4-etil-heptanoico;
Acido 3-amino-6-(3,4-dicloro-fenii)}-4-eti-heptanoico;
10 Acido 3-amino-4-etil-6-(3-trifluorometil-fenil)-heptanoico;
Acido 3-amino-4-etil-6-(4-triflucrometil-fenil)-heptanoico;
Acido 3-amino-7-{3-cloro-fenil)-4-etil-6-metil-heptancico;
Acido 3-amino-7-(3,4-dicloro-fenil)-4-etil-6-metil-heptanoico;
Acido 3-amino-4-etil-6-metil-7-(3-trifluorometil-fenil)-heptanoico;
15 Acido 3-amino-4-etil-6-metil-7-(4-trifluorometil-fenil)-heptanoico;
Acido 3-amino-8-(3-cloro-fenil)-4-etil-6-metil-octanoico;
Acido 3-amino-8-(3,4-dicloro-fenil)-4-etil-6-metil-octanoico;
Acido 3-amino-4-etil-6-metil-8-(3-trifluorometil-fenil)-octanoico;
Acido 3-amino-4-etil-6-metil-8-(4-trifluorometil-fenil)-octanoico;
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La alquilacién diastereoselectiva de imidas tales como las de férmula 7
para producir analogos succinatos quirales tales como los de férmula 8 se ha
descrito previamente como enfoque para preparar B-aminoacidos. Véase, por
ejemplo, Evans y col, J. Org. Chem. 64.6411 (1999); Sibi y Deshpande, J.
Chem. Soc. Perkin Trans 1 1461 (2000); y Arvanitis y col., J. Chem. Soc. Perkin
Trans 1521 (1998).

Los compuestos de formula 8 pueden prepararse a partir de compuestos
de férmula 7 en presencia de un éster adecuadamente derivado (PG como se
ha definido anteriomente, LG = Br o | o CI) tal como, por ejempio,
bromoacetato de tbutilo, bromoacetato de bencilo con una base
organometalica tal como, por ejemplo, diisopropilamiduro de litio o
bis(trimetilsilillamiduro de litio o bis(trimetilsililyamiduro sédico y similares en un
disolvente tal como, por ejemplo, tetrahidrofurano, éter y similares. La reaccién
puede realizarse usando bis(trimetilsilillamiduro sddico en tetrahidrofurano a -
78°C y tratamiento del anién intermedio resultante con bromoacetato de {-butilo
a una temperatura de -78°C a -30°C.

Los compuestos de formula 9 pueden prepararse hidrolizando los
comrespondientes compuestos de férmula 8 en presencia de hidréxido de litio y
peréxido de hidrégeno en un disolvente tal como agua o THF a una
temperatura de aproximadamente 0°C a aproximadamente la temperatura
ambiente. Preferiblemente, esta reaccion se realiza usando peréxido de
hidrégeno e hidréxido de litio en tetrahidrofurano acucso a aproximadamente
0°C de acuerdo con el procedimiento descrito en la bibliografia. Véase P.W.
Yuen y col., Bioorganic and Medicinal Chem Lett. 4(6):823-26 (1994).

El tratamiento del compuesto de formula 9 con difenilfosforilazida
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(DPPA) seguido de tratamiento con un alcohol adecuado tal como f-butanol,
alcohol benclilico o alcohol de p-metoxibencilo en un disolvente adecuado tal
como tolueno, benceno, MTBE o THF a una temperatura de aproximadamente
50°C a aproximadamente la temperatura de reflujo de la mezcla de reaccién
produce el correspondiente compuesto de férmula 10, en la que R; es metilo,
etilo, t-butilo, bencilo 0 p-metoxibencilo. Ry depende de la eleccién de alcohol
usado. Preferiblemente, esta reacci6bn se realiza usando un disolvente de
tolueno en presencia de alcohol de p-metoxibencilo en condiciones de reflujo.
Los compuestos de férmula 10 pueden transformarse en los compuestos
deseados de férmula | por hidrélisis o hidrogenolisis, usando condiciones bien
conocidas para los especialistas en la técnica. Véase TW. Greene y P.G.M.
Wiuis, Protective groups .in organic synthesis (1991) para una descripcién
detallada de la formacién y retirada de grupos protectores adecuados. Por
ejemplo, esta'reaccién puede realizarse en condiciones de hidrélisis por
tratamiento con un acido apropiado, tal como 4cido clorhidrico o Acido sulfirico,
a una temperatura de aproximadamente la temperatura ambiente a
aproximadamente la temperatura de reflujo de la mezcla de reaccion,
preferiblemente a la temperatura de reflujo, o por tratamiento con una base
inorganica apropiada tal como hidréxido sédico, hidréxido potésico o hidréxido
de litio, preferiblemente hidroxido sédico, a una temperatura de
aproximadamente la temperatura ambiente a aproximadamente la temperatura
de reflujo, preferiblemente a aproximadamente la temperatura ambiente. Esta
reaccién se realiza preferiblemente usando acido clorhidrico a la temperatura
de reflujo. Sin embargo, cuando PG es f-butilo, la reacciébn se realiza

preferiblemente en acido triflucroacético (TFA). Cuando PG es un grupo bésico,
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la hidrolisis puede realizarse en condiciones basicas, usando procedimientos
bien conocidos para los especialistas en la técnica, por ejemplo, usando
hidréxido sédico o potasico.

Los compuestos de férmula 7 pueden prepararse tratando Ios
comrespondientes compuestos de formula 5 con una base amina tal como
trietilamina, en presencia de cloruro de trimetilacetilo, en un disolvente etéreo
tal como THF, y tratando después los intermedios formados por esta reaccion
(in situ) con una oxazolidinona quiral de férmula 6. Son ejemplos de otras
oxazolidinonas que pueden usarse en este procedimiento: (4S)-(-)-4-isopropil-
2-oxazolidinona, (S)-(-)4-bencil-2-oxazolidinona, (4S,5R)-(-)-4-metil-5-fenil-2-
oxazolidinona; (R)-(+)-4-bencil-2-oxazolidinona, (S)-(+)-4-fenil-2-oxazolidinona;
(R)-(-)4-fenil-2-oxazolidinona; (R)-4-isopropil-2-oxazolidinona; y (4R,5S)-(+)-4-
metil-5-fenil-2-oxazilidinona) y cloruro de litio. Pr;eferiblemente, esta reaccién se
realiza tratando un 4cido de férmula 5 con cloruro de trimetilacetilo y trietilamina
en tetrahidrofurano a aproximadamente -20°C, seguido del tratamiento del
intermedio formado en tal reaccién con una oxazolidinona de férmula 6 y
cloruro de litic a aproximadamente la temperatura ambiente de acuerdo con los
procedimientos de la bibliografia. Véase G.J. Ho y D.J. Mathre, J. Org. Chem.
60:2271-73 (1985).

Como alternativa, los compuestos de férmula 7 pueden prepararse
tratando los correspondientes compuestos de formula 6 con un cloruro de acido
derivado del tratamiento del correspondiente compuesto de férmula 5 con
cloruro de oxalilo, en un disolvente tal como diclorometano, en presencia de
dimetilformamida (DMF). Los 4acidos de formula 5 pueden prepararse a partir de

materiales disponibles en el mercado usando procedimientos bien conocidos
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para los especialistas en la técnica. Estos acidos pueden tener uno o mas
centros estereogénicos.

Como alternativa, con referencia al Procedimiento C posterior, los
compuestos de férmula 8 pueden tratarse con un acido apropiado (por ejemplo,
acido trifluoroacético (TFA) cuando se usa el éster f-butilico) produciendo los
correspondientes compuestos de férmula 12, que pueden someterse después a
una transposicion de Curtius (donde R; es como se ha definido anteriormente)
produciendo los corespondientes compuestos de férmula 13. Véase Arvanitis y
col, J. Chem. Soc. Perkin Trans 1 521 (1988) para una descripciéon de este
enfoque. La hidrdlisis posterior del grupo imida pi'oduce el correspondiente
compuesto de férmula 14; la hidrélisis del grupo carbamato resultante en la
férmula 14 da los B—aminqécidos deseados de féormula V.

Los compuestos de férmula 13 pueden convertirse en compuestos de
férmula 14 de una forma similar al procedimiento para convertir compuestos de
formula 8 en compuestos de féormula 9 (Procedimiento B). Ademds, los
compuestos de formula 14 pueden convertirse en compuestos de férmula Il
mediante tratamiento con un acido fuerte tal como acido clorhidrico o similar, o
una base fuerte, tal como hidroxido sédico o potasico o, si Ry es bencilo o p-
metoxibencilo, mediante condiciones hidrogenoliticas, usando paladio sobre
carbono en etanol o THF en una atmésfera de hidrégeno. Este enfoque, que
conserva la estereoquimica del centro estereogénico en los compuestos de
formula 8 y formula I, se uliliza en el Ejemplo 4 que se proporciona mas

adelante.
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Existe otros enfoques altemnativos para sintetizar p-aminodcidos a-

sustituidos que pueden utilizarse para preparar los compuestos de esta

5 invencibn. Véase, por ejemplo, Juaristi y col., Tetrahedron Asymm. 7(8):?233
(1996); Seebach y col., Eur. J. Org. Chem. 335 (1999); Nagula y col., Org. Lett.,
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2:3527 (2000), Arvanitis y col., J. Chem. Soc. Perkin Trans 1 521 (1998); y
Hintermann y col.,, Helv. Chim. Acfa 81:2093 (1998), como se muesira a
continuacion en el Procedimiento D.

Procedimiento D

ReRef] 1l | ReRs ]
Rs \ J TiCl / 'PNE Ry <8
S ——
R" * * H R2 R1 i)-—(t
Ph ~ N‘OOzPG 'PGOCH Ph
7 13
1. LIOOH
| 2. Hy, PA/C
Ra ¢ "3500214
RS Ry

El uso de sulfiminas quirales para producir B-aminoacidos, como se
flustra a continuacién en el procedimiento E, se ha descrito previamente,
Véase, por ejemplo, T.P. Tang J.A. Eliman, J. Org. Chem. 64:12-13 (1999);
Davis y McCoull, J. Org. Chemn. 64:3396-97 (1999) y Davis y col., J. Org. Chem.

10 64:1403-06 (1999).
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Procedimiento E
Q@ 0
S
R, Rs HoN"""Ry R, Rs Re RH“ & CO;Me
RsWO __L R, Neg-Pe 18 1
A2 R R I ome ROIPN e
2 Ry Ry 2 RyFe O s S—R,
o
15 17 19

hidrélisis acida

Ri?(%n,

CO.H

La etapa final en el esquema anterior (Rg = t-butilo o p-tolilo, Rg = un
éster convenientemente derivado tal como metilo, etilo o f-butilo) es una
hidrélisis de los grupos sulfonamida y de los grupos éster de un compuesto de
féormula 19 dando un compuesto de férmula I. Esta reaccion se realiza
generalmente usando un acido fuerte tal como acido trifluoroacético, acido
clorhidrico, acido bromhidrico o acido sulfirico, en un disolvente tal como agua
o dioxano, o una mezcla de agua y dioxano a una temperatura dg
aproximadamente 20°C a aproximadamente 100°C, preferiblemente a
aproximadamente la temperatura ambiente. La reaccion puede realizarse
tratando compuestos de formula 19 con un &cido tal como TFA en un
disolvente tal como metanol y tratando después el producto con TFA en un
disolvente tal como diclorometano dando un compuesto de formula .

Los compuestos que pueden prepararse mediante este procedimiento

& 51



10

15

20

25

95

incluyen, pero sin limitacién, los siguientes:

Acido 3-amino—-4,5-dimetil-hexanoico;

Acido 3-amino-4,5-dimetil-heptanoico;
Acido 3-amino-4,5-dimetil-octanoico;
Acido 3-amino-4,5-dimetil-nonanoico;
Acido 3-amino-4-etil-5-metil-heptanoico;
Acido 3-amino-4-etil-5-metil-octanoico;
Acido 3-amino-4-etil-5-metil-nonanoico;
Acido 3-amino-4-etil-5-metil-decanoico;
Acido 3-amino-4-etil-5,6-dimetil-heptanoico;
Acido 3-amino-4-etil-5,7-dimetil-octanoico;
Acido 3—amino—4—etliI-5,8-dimetil-nonanoico;
Acido 3-amino-5-etil-4-metil-octanoico;
Acido 3-amino-5-etil4-metil-nonanoico;
Acido 3-amino-4,5-dietil-heptanoico;

Acido 3-amino-4,5-dietil-octanoico;

Acido 3-amino-4,5-dietil-nonanoico;

Acido 3-amino-5-etii-4,7-dimetil-octanoico:
Acido 3-amino-5-etil-4,8-dimetil-nonanoico;
Acido 3-amino-4,5-dietil-6-metil-heptanoico;
Acido 3-amino-4,5-dietil-7-metil-octanoico;
Acido 3-amino-4,5-dietil-8-metil-nonanoico;
Acido 3-amino-4,5,6-trimetil-heptanoico;
Acido 3-amino-4,5,7-trimetil-octanoico;

Acido 3-amino-4,5,8-trimetit-nonanoico;

e a
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Acido 3-amino-4-etil-5-metil-hexanoico;

Acido 3-amino-5-etil4-metil-octanoico;

Acido 3-amino-5-etil-4-metil-heptanoico;

Acido 3-amino-4-metil-5-propil-octanoico;

Acido 3-amino-6-ciclopentil-4,5-dimetil-hexanoico;
Acido 3-amino-7-ciclopentil-4,5-dimetil-heptanoico;
Acido 3-amino-5-etil-4,6-dimetil-heptanoico;

Acido 3-amino-5-etil-4,7-dimetil-octanoico;

Acido 3-amino-5-etil-4,8-dimetil-nonanoico;

Acido (3R,4R)-3-amino-4,5-dimetil-hexanoico;
Acido (3R,4R,5R)-3-amino-4,5-dimetil-heptanoico;
Acido (3R,4R,5R)-3-amino-4,5-dimetil-octanoico;
Acido (3R,4R,5R)-3-amino-4,5-dimetil-nonanoico;
Acido (3R,4R,5R)-3-amino-4,5-dimetil-decanoico;
Acido 3-amino-5-ciclopropil-4-etil-hexanaico;

Acido 3-amino-6-ciclopropil-4-etil-5-metil-hexanoico;

- Acido 3-amino-5-ciclobutil-4-etil-hexanoico:

Acido 3-amino-6-ciclobutil-4-etil-5-metil-hexanoico;
Acido 3-amino-5-ciclopentil-4-metil-hexanoico;
Acido 3-amino-6-ciclopentil-4-etil-5-metil-hexanoico;
Acido 3-amino-5-ciclohexil-4-etil-hexanoico;

Acido 3-amino-8-ciclohexil-4-etil-5-metil-hexanoico;
Acido 3-amino-5-ciclopropil-4-metil-hexanoico;
Acido 3-amino-6-ciclopropil-4,5-dimetil-hexanoico;

Acido 3-amino-5-ciclobutil-4-metil-hexanoico;
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Acido 3-amino-6-ciclobutil-4,5-dimetil-hexanoico;
Acido 3-amino—5—ciclolpentiI-4-meti|—hexanoico;
Acido 3-amino-6-ciclopentil-4,5-dimetil-hexanoico;
Acido 3-amino-5-ciclohexil-4-metil-hexanoico;
Acido 3-amino-6-ciclohexil-4,5-dimetil-hexanoico;
Acido 3-amino-8-ciclohexil-4,5-dimetil-octanoico;
Acido 3-amino-8-ciclohexil-4,5-dimetil-octanoico;
Acido 3-amino-4,6-dimetil-heptanoico;

Acido 3-amino-4,6-dimetil-octanoico;

Acido 3-amino-4,6-dimetil-nonanoico;

Acido 3-amino-4,6-dimetil-decanoico;

Acido 3-amino-4,6,7-trimetil-octanoico;

Acido 3-amino-4,6,8-trimetil-nonanoico;

Acido 3-amino-4,6,9-trimetil-decanoico; _
Acido 3-amino-6-ciclopropil-4-metil-heptanoico;
Acido 3-amino-6-ciclobutil-4-metil-heptanoico;
Acido 3-amino-6-ciclopentil-4-metil-heptanoico;
Acido 3-amino-6-ciclohexil-4-metil-heptanoico;
Acido 3-amino-7-ciclopropil-4,6-dimetil-heptanoico;
Acido 3-amino-7-ciclobutil-4,6-dimetil-heptanoico;
Acido 3-amino-7-ciclopentil-4,6-dimetil-heptanoico;
Acido 3-amino-7-ciclohexil-4,6-dimetil-heptanoico;
Acido 3-amino-8-ciclopropil-4,6-dimetil-octanoico;
Acido 3-amino-8-ciclobutil-4,6-dimetil-octanoico;

Acido 3-amino-8-ciclopentil-4,6-dimetil-octanoico;
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Acido 3-amino-8-ciclohexil-4,6-dimetil-octanoico;

Acido 3-amino-6-(3-cloro-fenil)-4-metil-heptanoico;

Acido 3-amino-8-(3,4-dicloro-fenil)-4-metil-heptanoico;
Acido 3-amino-4-metil-6-(3-trifluorometil-fenil)-heptanoico;
Acido 3—am_ino-4-meti|-6—(4—tn'ﬂuorometiI-fenil)-heptanoico;
Acido 3-amino-7-(3-cloro-fenil)-4,6-dimetil-heptanoico;
Acido 3-amino-7-(3,4-dicloro-fenil)-4,6-dimetil-heptanoico;
Acido 3-amino-4,6-dimetil-7-(3-trifluorometil-fenil)-heptanoico;
Acido 3-amino-4,6-dimetil-7-(4-trifluorometil-fenil)-heptanoico;
Acido 3-amino-8-(3-cloro-fenil)-4,6-dimetil-octanoico;

Acido 3-amino-8-(3,4-dicloro-fenil}-4,6-dimetil-octanoico;
Acido 3-amino-4,6-dimetil-8-(3-triflucrometil-fenil)-octanoico;
Acido 3-amino-4,6-dimetil-8-(4-trifluorometil-fenil)-octanoico;
Acido 3-amino-4-etil-6-metil-octanoico;

Acido 3-amino-4-etil-6-metil-nonanoico;

Acido 3-amino-4-etil-8-metil-decancico;

Acido 3-amino-4-etil-6,7-dimetil-octanoico;

Acido 3-amino-4-etil-6,8-dimetil-nonanoico;

Acido 3-amino-4-etil-6,9-dimetil-decanoico;

Acido 3-amino-6-ciclopropil-4-eti-heptanoico;

Acido 3-amino-6-ciclobutil-4-etil-heptanoico;

Acido 3-amino-6-ciclopentil-4-eti-heptanoico;

Acido 3-amino-6-ciclohexil4-etil-heptanoico;

Acido 3-amino-7-ciclopropil-4-etil-6-metil-heptanoico;

Acido 3-amino-7-ciclobutil-4-etil-8-metil-heptanoico;
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Acido 3-amino-7-ciclopentil-4-etil-6-metil-heptanoico;

Acido 3-amino-7-ciclohexil-4-etil-6-metil-heptanoico;

Acido 3-amino-8-ciclopropil-4-etil-6-metil-octanoico;

Acido 3-amino-8-ciclobutil-4-etil-8-metil-octanoico;

Acido 3-amino-8-ciclopentil-4-etil-6-metil-octanoico;

Acido 3-amino-8-ciclohexil-4-etil-6-metil-octanoico;

Acido 3-amino-6-(3-cloro-fenil)-4-eti-heptanoico;

Acido 3-amino-6-(3,4-dicloro-fenil)-4-etil-heptanoico;

Acido 3-amino-4-etil-6-(3-triflucrometil-fenil)-heptanoico;

Acido 3-amino-4-etil-6-(4-trifluorometil-fenil)-heptanoico;

Acido 3-amino-7-(3-cloro-fenil)-4-etil-8-metil-heptanoico;

Acido 3-amino-7-(3l,4-dicloro-fenil)-4-etil-6-metil—heptanoico;
Acido 3-amino-4-etil-8-metil-7-(3-trifluorometil-fenil)-heptanoico;
Acido 3-amino-4-etil-6-metil-7-(4-trifluorometil-fenil)-heptanoico;
Acido 3-amino-8-(3-cloro-fenil)-4-etil-6-metil-octanoico;

Acido 3-amino-8-(3,4-dicloro-fenil)-4-etil-6-metil-octanoico;
Acido 3-amino-4-etil-6-metil-8-(3-triflucrometil-fenil)-octanoico;

Acido 3-amino-4-etil-6-metil-8-(4-trifluorometil-fenil)-octanoico;
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Procedimiento F

R
HAL ’X(Rs _base )e\)‘jj( Hldr6I|5|s % +>COH
Ry
Hw

2
)5 v
*= centro quiral

0
21

10

La sintesis de p-aminoacidos de formula V mediante la alquilacién
enantioselectiva de 2-terc-butil-3-metiiperhidropirimidin-4-ona enantiopura 1-
sustituida 21, como se ilustra en el Procedimiento F anterior, se ha descrito
previamente. Véase, por ejemplo, E. Juaristi y col., Tefrahedron Asymmetry
7:2233 (1996) y las referencias citadas en ese documento.

Con referencia al Procedimiento F anterior, los compuestos de férmula
22 pueden prepararse a partir de los compuestos comrespondientes de férmula
20 (HAL = Br, I, Cl u otro grupo saliente adecuado), en la que Ry representa un
grupo fenilo o metoxi, preferiblemente un grupo metoxi. La hidrélisis puede
realizarse en condiciones acidas en un tubo cerrado herméticamente, a reflujo
o en un microondas. Por ejemplo, el procedimiento que utiliza HCI 6 N en un
tubo cerrado herméticamente a 90-100°C durante 8 horas se describe en E.
Juaristi y col., Tefrahedron: Asymmetry 7:2233 (1996). Otros procedimientos
preferidos incluyen calentar una solucién del compuesto 22 en una mezcla 1:1
de dioxano:HCI 8 N en un microondas durante 1-3 horas o a reflujo durante
varios dias, dando un compuesto de formula V.

Los compuestos de férmula 22 pueden prepararse a partir de los

277



10

/bgo

' ' 101

compuestos correspondientes de férmula 20 tratindolos con una
perhidropirimidin4-ona apropiada de formula 21 después de la desprotonacién
con una base apropiada tal como diisopropilamiduro de litio o
bis(trimetilsilillamiduro de litio o sddico, en un disolvente tal como éter etilico o,
preferiblemente, tetrahidrofurano (THF), a una temperatura de
aproximadamente -80°C a aproximadamente 0°C, y afadiendo después el
compuesto apropiado de formula 20. La estereoquimica del centro C5 surge de
la aproximacidén del electréfilo desde la“ cara opuesta de! enolato de la
disposicién axial estéricamente congestionada del grupo ferc-butilo en C2.
Preferiblemente, el compuesto 22 se prepara por reaccion de los electréfilos 20
con compuestos de férmula 21, que se han desprotonado a -78°C con
bis(trimetilsililamidurc sédico en THF a una temperatura de -78°C a -10°C. La
sintesis del compuesto enantiopuro 21 (R4 = Ph) a partir de L-asparagina se

describe en E. Juaristi y col., Tetrahedron: Asymmetry 7:2233 (1996).
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Procedimiento G
1.(+) o (-}-pseudoefednna,
cloruro de trimetilacetilo;
BocHN OH EtsN, CH,Cl, | OH
—_— .
\/\g HzN\/WrN “~Ph
2. HCl, MeOH, H,0 O
23 24
B
HAL R,
R
R{ Rs °
20
LIHMDS, LiCl;
THF
R
Ry _Rs . A
HOZC\ Rs H,0, reflujo Ra
- Rq—Rs , OH
R, R HaN N pr,
H:N ' o]
Vv 25

* =centro quiral

De una manera similar, el Procedimiento G muestra la sintesis de B-
aminoacidos a-sustituidos de férmula V mediante alquilacién enantioselectiva

5 de 3-amino-N-{2-hidroxi-1-metil-2-fenil-etil}-N-metil-propionamida enantiopura
(féormula 24). Véase, G. Nagula y col., Organic Letters 2:3527-29 (2000). EIl
procedimiento incluye la alquilaciébn del compuesto 24 usando un agente
alquilante apropiado 20, donde HAL en ja férmula 20 es Br, I, Cl u otro grupo
saliente adecuado. La alquilaciébn del enolato se realiza en un disolvente

10 aprético polar (THF) con LiCl en exceso a una temperatura de
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aproximadamente -5°C a aproximadamente 0°C usando una base con
impedimentos estéricos (por ejemplo, hexametildisilazida de litio,
diisopropilamiduro de litio, etc) que sea suficientemente fuerte para desprotonar
el carbono a de la formula 24. La hidrélisis de la amida alquilada 25 resultante
da el B-aminoacido deseado de férmula V.

El compuesto de formula 24 se prepara mediante N-acilacién de un
auxiliar quiral, (+)}- o (-)-pseudoefedrina, usando un anhidrido mixto. El
anhidrido mixto se obtiene haciendo reaccionar un acido 3-amino-propiénico N-
terminal protegido (por ejemplo, acido 3-ferc-butoxicarbonilamino-propiénico
23) con cloruro de trimetilacetilo en presencia de trietilamina en cloruro de
metileno. Después de la reaccién de acoplamiento, el grupo protector se retira
por procedimientos conocidos (por ejemplo, tratamiento de la amida protegida
con Boc resultante con HCl y MeOH) dando el compuesto de férmula 24,
Véase A. Myers y col., J. Am. Chem. Soc. 119:656-73 (1997).

Los compuestos de formula 20 mostrados en el Procedimiento F y
Procedimiento G pueden prepararse a partir de materiales disponibles en el
mercado usando procedimientos que conocen los especialistas en la técnica.
Debe apreciarse que los compuestos de f6rmula'20 pueden tener uno o mas
centros estereogénicos. Usando el prooedimiento descrito anteriormente
pueden prepararse compuestos con configuraciones estereoquimicas
especificas.

La preparacion de compuestos de esta invencion que no se han descrito
especificamente en la secciéon experimental precedente puede realizarse
usando combinaciones de las reacciones descritas anteriormente que seran

evidentes para los especialistas en la técnica.
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En cada una de las reacciones descritas o ilustradas anteriormente, la
presién no es critica a menos que se indique lo contrario. Las presiones de
aproximadamente 0,5 atmésferas (50,66 kPa) a aproximadamente 5
atmésferas (506,63 kPa) son generalmente aceptables y la presion ambiente,
es decir, aproximadamente 1 atmésfera (101,33 kPa), se prefiere por razones
de conveniencia.

Los compuestos de formula |, 11, I, IV, V o VI y los intermedios
mostrados en los esquemas de reaccion anteriores pueden aislarse y
purificarse por procedimientos convencionales taies como recristalizacién o
separacion cromatogréfica.

La capacidad de los compuestos de la presente invencion para unirse a
la subunidad «23 de un canal de calcio puede determinarse usando el siguiente
ensayo de union.

Se usé un ensayo de unién con radioligando que usa [*H}-gabapentina y
la subunidad o285 derivada de tejido cerebral porcino. Véase Nicolas S. Gee y
col., "The novel anticonvulsant drug, gabapentin (Neurontin), binds to the a2é
subunit of a calcium channefl®, J. Biol. Chem. 271(10):5768-76 (1996).

Los compuestos de la invencién se unen con una afinidad nanomolar a
micromolar a la proteina o28. Por ejemplo, el 4cido 2-aminometil-5-etil-
nonanoico se une con una afinidad 75 nM a la proteina a28; el acido (S)-3-
amino-5-etil-3-metil-heptanoico se une con una afinidad 149 nM a la proteina
a28; y el acido (3S,5R)-3-amino-3,5-dimetil-heptanoico se une con una afinidad
236 nM a |la proteina a25.

La actividad in vivo de los compuestos de esta” invencidn puede

determinarse en modelos animales. Como referencia de modelos animales
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relacionados con hiperalgesia, véase, por ejemplo, K. Sluka y col., “Unilateral
intramuscular injections of acidic saline produce a bilateral long-lasting
hyperalgesia,” Muscle Nerve 24:37-46 (2001); W. Dixon, “Efficient analysis of
experimental observations,” Ann. Rev. Phamacol. Toxicol. 20-441-62 (1980),
L.O. Randall y J.J. Selitto, “A method for measurement of analgesic activity on
inflamed tissue,” Arch. Int. Pharmacodyn 4:409-19 (1957); K. Hargreaves y col.,
“A new and sensitive method for measuring themal nociception in cutaneous
hyperalgesia,” Pain 32:77-88 (1988). Como referencia de modelos animales de
ansiedad, véase J.R. Vogel y col., “A simple and refiable conflict procedure for
testing anti-anxiety agents”, Psychophanmacologia 21:1-7 (1971).

Los compuestos de la presente invencién y sus sales farmacéuticamente
aceptables pueden administrarse a mamiferos por via oral, parenteral (tal como
subcutanea, intravenosa, intramuscular, intraestemal y por técnicas de
infusién), rectal, bucal o intranasal.

Los nuevos compuestos de la presente invencién pueden administrarse
solos 0 en combinacion con vehiculos o diluyentes farmacéuticamente
acepiables por cualquiera de las vias indicadas anteriormente y tal
administracion puede realizarse en una o en miltiples dosis. Mas
particularmente, los nuevos agentes terapéuticos de la invencién pueden
administrarse en una amplia diversidad de forrmas de dosificacion diferentes, es
decir, pueden combinarse con diversos vehiculos inertes farmacéuticamente
aceptables en forma en comprimidos, capsulas, grageas, trociscos, caramelos
duros, supositorios, gelatinas, geles, pastas, pomadas, suspensiones acuosas,
soluciones inyectables, elixires, jarabes y similares. Tales vehiculos incluyen

diluyentes sélidos o cargas, medios acuosos estériles y diversos disolventes
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organicos no téxicos, etc. Ademds, las composiciones farmacéuticas orales
pueden edulcorante y/o aromatizarse de forma adecuada. En general, la
relacion en peso de los nuevos compuestos de esta invencién respecto al
vehiculo farmacéuticamente aceptable estarA en el intervalo de
aproximadamente 1.6 a aproximadamente 2:1 vy, preferiblemente, de
aproximadamente 1:4 a aproximadamente 1:1.

Para la a&ministracibn oral, pueden emplearse comprimidos que
contienen diversos excipientes tales como celulosa microcristalina, citrato
sédico, carbonato calcico, fosfato dicalcico y glicina junto con diversos
disgregantes tales como almidén (y preferiblemente, almidon de maiz, patata o
tapioca), acido alginico y ciertos silicatos complejos, junto con aglutinantes de
granulacion tales como polivinilpirrolidona, sacarosa, gelatina y goma arabiga.
Adicionalmente, los agentes lubricantes tales como estearato de magnesio,
lau!'il sulfato sédico y talco son habitualmente muy (tiles para propésitos de
formacién de comprimidos. Las composiciones sélidas de un tipo similar
también pueden emplearse como cargas en capsulas de gelatina; los
materiales preferidos en relacién con esto incluyen lactosa o azGcar de la leche
asl como polietilenglicoles de alto peso molecular. Cuando se desean
suspensiones aucosas y/o elixires para administracién oral, el ingrediente
activo puede combinarse con diversos agentes edulcorantes o aromatizantes,
colorantes o pigmentos y, si se desea, también emulsionantes y/o agentes de
suspension, junto con diluyentes tales como agua, etanol, propilenglicol,
glicerina y diversas combinaciones similares de los mismos.

Para administracién parenteral, pueden emplearse las soluciones de un

compuesto de la presente invencion en aceite de sésamo o cacahuete 0 en
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propilenglicol acuoso. Las soluciones acuosas deben estar convenientemente
reguladas con un tampdén (preferiblemente pH > 8) si es necesario y convertir
primero €l diluyente liquido en isotbnico. Estas soluciones acuosas son
adecuadas para propésitos de inyeccién intravenosa. Las soluciones oleosas
son adecuadas para propdsitos de inyeccién intraarticular, intramuscular y
subcutanea. La preparacion de todas estas soluciones en condiciones estériles
se logra facilmente con técnicas farmacéuticas convencionales que conocen
bien los especialistas en la técnica.

Para administracion intranasal o administracibn por inhalacién, los
nuevos compuestos de la invencidbn se administran convencionaimente en
forma de solucién o suspension en un recipiente nebulizador con bomba que el
paciente aprieta o bombea o como presentaciéon de nebulizador en aerosol en
un recipiente presurizado o nebulizador, con el uso de un propulsor adecuado,
por ejemplo, diclorodifluorometano, triclorofluorometano,
diclorotetrafluoroetano, diéxido de carbono u otro gas adecuado. En el caso de
un aerosol presurizado, la unidad de dosificacibn puede determinarse
proporcionando con una valvula que administra una cantidad medida. El
recipiente presurizado o nebulizador puede contener una solucién o suspensién
del compuesto activo. Las capsulas y cartuchos (fabricadas, por ejemplo, con
gelatina), para- usar en un inhalador o insuflador pueden formularse para
contener una mezcla en polvo del compuesto de la invencién y una base en
polvo adecuada tal como lactosa o almidén. Las formulaciones de los
compuestos activos de esta invencién para el tratamiento de las afecciones a
las que se ha hecho referencia anteriormente en un ser humano adulto medio

se disponen preferiblemente de tal forma que cada dosis medida o “descarga®
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del aerosol contiene de 20 ug a 1000 g del compuesto activo. La dosis diaria
total con un aerosol estara en el intervalo de 100 pg a 10 mg. La administracion
puede realizarse varias veces al dia, por ejemplo, 2, 3, 4 u 8 veces, dando por
ejemplo 1, 2 6 3 dosis cada vez.

Los compuestos de la presente invencién pueden prepararse y
administrarse en una amplia diversidad de formas de dosificacién oral y
parenteral. De esta forma, los compuestos de la presente invencion pueden
administrarse por inyeccion, es decir, de forma intravenosa, intramuscular,
intracutanea, subcutanea, intraduodenal o intfapen'toneal. También, los
compuestos de la presente invencién pueden administrarse por inhalacién, por
ejemplo, por via intranasal. Ademas, los compuestos de la presente invencién
pueden administrarse por via transdémmica. Serdé evidente para los
especialistas en la técnica que las siguientes formas de dosificacion pueden
comprender como componente activo, un compuesto de férmulas | a V1 o la
correspondiente sal farmacéuticamente aceptable de tal compuesto.

Para preparar composiciones farmacéuticas con los compuestos de la
presente invencién, los vehiculos farmacéuticamente aceptables pueden ser
solidos o liquidos. Las preparaciones en forma sélida incluyen polvos,
comprimidos, pildoras, capsulas, sobres, supositorios y granulos dispersables.
Un vehiculo sélido puede ser una 0 mas sustancias que puede actuar también
como diluyentes, aromatizantes, aglutinantes, conservantes, agentes de
disgregacién de comprimidos o material de encapsulacién. En los polvos, el
vehiculo es un sélido finamente dividido, que esta mezclado con el componente
activo finamente dividido. En los comprimidos, el componente activo se mezcla

con el vehiculo que tiene las propiedades aglutinantes necesarias en
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proporciones adecuadas y se compacta en la forma y tamafio deseados.

Los polvos y comprimidos contienen preferiblemente de cinco o diez a
aproximadamente setenta por cierto de compuesto activo. Los vehiculos
adecuados son carbonato de magnesio, estearato de magnesio, talco, azicar,
lactosa, pectina, dextrina, almidén, gelatina, tragacanto, metilcelulosa,
carboximetilcelulosa sédica, una cera con punto de fusién bajo, manteca de
cacao y similares. El término “preparacién” pretende incluir la formulacién del
compuesto activo con material de encapsulacion como vehiculo
proporcionando una capsula en la que el componente activo, con o sin otros
excipientes, esta rodeado por el vehiculo, que esta de este modo en asociaciéon
con &l. Los comprimidos, polvos, capsulas, pildoras, sobres y grageas pueden
usarse como formas de dosificacion sélida adecuadas para la administracién
oral.

Para preparar supositorios, primero se funde una cera con punto de
fusién bajo, tal como una mezcla de glicéridos de Acidos grasos o manteca de
cacao, y el componente activo se dispersa homogéneamente en la misma, por
ejemplo por agitacion. Después, la mezcla fundida homogénea se vierte en
moldes de tamafio conveniente, se deja enfriar y por tanto solidifica.

Las preparaciones en forma liquida incluyen soluciones, suspensiones y
emulsiones, por ejemplo, agua o soluciones acuosas de propilenglicol. Para la
inyeccioén parenteral, las preparaciones liquidas pueden formularse en solucion
en una solucion acuosa de polietilenglicol. Las soluciones acuosas adecuadas
para uso oral pueden prepararse disolviendo el componente activo en agua y
afiadiendo colorantes, aromas, agentes estabilizantes y espesantes adecuados

como se desee. Las suspensiones acuosas adecuadas para el uso oral pueden
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prepararse dispersando el componente activo finamente dividido en agua con
material viscoso, tal como gomas naturales o sintéticas, resinas, metilcelulosa,
carboximetilcelulosa sddica y otros agentes de suspensién conocidos.

También se incluyen preparaciones en forma soélida que se transforman,
poco después de su uso, en preparaciones en forma liquida para
administracién oral. Tales formas liquidas incluyen soluciones, suspensiones y
emulsiones. Estas preparaciones pueden contener, ademés del componente
activo, colorantes, aromas, estabilizantes, tampones, edulcorantes artificiales y
naturales, dispersantes, espesantes, agentes solubilizantes y similares.

La preparacion farmacéutica esta preferiblemente en forma de
dosificacién unitaria. En tal forma la preparacién se subdivide en dosis unitarias
que contienen cantidades apropiadas del componente activo. La forma de
dosificaciébn unitaria puede ser una preparacién envasada, conteniendo el
envase cantidades discretas de preparacion, tal como comprimidos, clpsulas y
polvos envasados en viales o ampollas. Ademé&s, la forma de dosificacion
unitaria puede ser solamente una capsula, comprimido, sobre o gragea o un
numero apropiado de cualquiera de éstas en forma envasada.

La cantidad de componente activo en una preparacion de dosis unitaria
puede variarse o ajustarse de 0,01 mg a 1 g de acuerdo con la aplicacién
particular y la potencia del componente activo. En uso médico, el farmaco
puede administrarse tres veces al dia, por ejemplo, en capsulas de 100 o 300
mg. La composicién puede.contener también, si se desea, otros agentes
terapéuticos compatibles.

En el uso terapéutico, los compuestos utilizados en el procedimiento

farmaceéutico de esta invencién se administran en la dosificaciéon inicial de
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aproximadamente 0,1 mg a aproximadamente 1 g diario. Sin embargo, las
dosificaciones pueden variar dependiendo de los requerimientos del paciente,
la gravedad de la afeccion que se esté tratando y el compuesto que se esté
empleando. La determinacién de la dosificacion correcta para una situacién
particular esta dentro de la practica de la técnica. Generalmente, el tratamiento
se inicia con dosificaciones mas pequefias que son menores que la dosis
optima del compuesio. Después, la dosificacion se aumenta en pequefos
incrementos hasta que se alcanza el efecto dptimo en esas circunstancias. Por
conveniencia, si se desea, la dosificacién total diaria puede dividirse y
administrarse en porciones durante el dia.

Los siguientes Ejemplos ilustran la preparacion de compuestos de la
presente invencion. No pretenden limitar el alcance de la invencién. Los puntos
de fusién no estan corregidos. Los datos de RMN se indican en partes por
millén y hacen referencia a la sefial de bloqueo del deuterio en el disolvente de
muestra. '

Ejemplo 1
{4 S,5R)-4-Metil-3-pentanoil-5-fenil-oxazolidin-2-ona

A una solucién agitada a 0°C de acido valérico (3,83 mi, 35,2 mmol) y
EtsN (14,7 ml, 106 mmol) en THF seco (175 ml) se le afiadi6 gota a gota
cloruro de trimetilacetilo (5,29 ml, 42,3 mmol). La mezcla se agité a 0°C durante
1 hora y se anadi6 (4S,5R)-(-)-4-metil-5-fenil-2-oxazolidinona (7,50 g, 42,3
mmol) seguido de LiCI (1,79 g, 42,3 mmol). La reaccibn se calenté a
temperatura ambiente durante una noche con buena agitacion. La mezcla se
filtré y el filtrado se concentrd a presion reducida. Se afadié EtzO (75 ml) al
residuo que se lavé con NaHCO; saturado (3 x 40 ml), HCI1 N (3 x40 ml) y
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salmuera (2 x 40 ml). La fase organica se secd sobre MgSO,, se filird y se
concentrd a presion reducida dando un rendimiento cuantitativo del producto en
bruto.
(4 S,5R)-3-((S)-2-Etil-pentanoil)}-4-metil-5-fenil-oxazolidin-2-ona

A una solucién agitada a -78°C de la (4S,5R)-4-metil-3-pentanoil-5-fenil-
oxazolidin-2-ona (9,20 g, 35,2 mmol) en THF seco (150 ml) se le afiadi6é gota a
gota NaHMDS (42,2 ml, 1,0 M en THF). Después de 1 hora, se afiadi6 gota a
gota trifluorometanosulfonato de etilo (5,93 ml, 45, 7 mmol) y la reaccién se
agité a -78°C durante 2 horas mas. La reaccién se calentd a -30°C durante 30
minutos y se inactivd con NH4Cl saturado. Las fases se separaron y la fase
acuosa se extrajo con EtoAc (3 x 40 ml). Los extractos orgdnicos se
combinaron y se lavaron con salmuera (2 x 40 ml). La fase organica se seco
sobre MgSO,, se filtré y se concentr6 a presién reducida produciendo 8,05 g de
producto en bruto.
(S)-2-Etil-pentan-1-ol

A una solucion a temperatura ambiente de (4S,5R)-3-((S)-2-etil-
pentanoil)-4-metil-5-fenil-oxazolidin-2-ona (8,05 g, 27,8 mmol) en THF (200 mi)
se le anadié una solucidon de NaBH,; (4,21 g, 111 mmol) en H2O (90 mi). La
reaccion se dejé agitando durante una noche a temperatura ambiente, se
inactivé con HCl 2 N (75 ml) y las fases se separaron. La fase acuosa sé
extrajo con EtOAc (4 x 40 ml) y los extractos organicos se combinaron y
lavaron con saimuera (2 x 30 ml). La fase orgénica se secé sobre MgSQ,, se
filtrd y se concentré a presidn reducida. El residuo se trituré con n-hexanos (2 x
20 ml) retirando el producto secundario oxazolidinona. Después de filtrar la

oxazolidinona, el filtrado se concentrdé a presion reducida dando 2,56 g de
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producto en bruto.
(S)-2-etil-pentil éster de acido metanosulfénico

A una solucién en agitacién a -10°C de (S)-2-etil-pentan-1-ol (1,30 g,
11,2 mmol) en CHCl> seco (35 mi) se le afiadié EtsN (2,33 mi, 16,8 mmol). La
reaccion se agité a esta temperatura durante 15 minutos y se afiadié cloruro de
metanosulfonilo (0,952 ml, 12,3 mmol). La reaccién se dejé calentar a
temperatura ambiente durante una noche con buena agitacién. La reaccion se
lavé con HCI 1 N (3 x 30 ml), NaHCO, sat. (3 x 30 ml) y salmuera (2 x 30 ml).
La fase orgénica se sec6 sobre MgSQO,, se filtrd y se concentré a presién
reducida dando un rendimiento cuantitativo del producto en bruto.
(S)-3-Yodometil-hexano

A una solucién agitada de (S)-2-etil-pentil éster de acido metanosulfénico
(2,18 g, 11,2 mmol) en acetona (35 mi) se le anadié Nal (3,36 g, 22,4 mmol) y
la reacci6n se calenté a reflujc durante una noche con buena agitacién. La
reaccion se dej6 enfriar a temperatura ambiente y la mezcla se filtro. Las sales
se lavaron con acetona (3 x 15 ml) y se aiiadié H20 (60 ml) al filtrado. La fase
acuosa se extrajo con hexanos (4 x 30 ml)) y los extractos organicos se
combinaron y lavaron con salmuera (2 x 30 ml). La fase organica se sec6 sobre
MgSO04, se filtré y se concentré a presion reducida. El residuo se purificd por
cromatografia usando hexanos (100%) produciendo 1,24 g (49%) del producto
puro.
Ester metilico del &cido (2S,5R)-2-ferc-butil-5-((S)-2-etil-pentil)-3-metil-4-oxo-
tetrahidro-pirimidin-1-carboxilico

A una solucién en agitacion a -78°C de éster metilico de acido (S)-2-terc-

butil-3-metil-4-oxo-tetrahidro-pirimidin-1-carboxilico (1,04 g, 4,57 mmol) en THF
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seco {15 ml) se le afiadié gota a gota NaHMDS (5,03 ml, 1,0 M en THF). La
reaccion se agitd a -78°C durante 1 hora y después se afiadié gota a gota una
solucion de (S)-3-yodometil-hexano (1,24 g, 5,48 mmol) en THF seco (5 ml). La
reaccion se agité a esta temperatura durante 2 horas y después se introdujo en
un refrigerador a -10°C durante una noche. La reaccion se inactivd con NH,CI
sat. (20 ml) y se dejd calentar a temperatura ambiente. Las fases se separaron
y la fase acuosa se extrajo con EtOAc (3 x 15 ml). Los extractos orgénicos se
combinaron y se lavaron con salmuera (2 x 15 ml). La fase organica se secl
sobre MgSO,, se filtr6 y se concentré a presidn reducida. El producto se
purificd por cromatografia usando hexanos/EtOAc (10->20%) produciendo
0,185 g (12%) de producto puro. 'H-RMN (400 MHz, CD;0D) & ppm 0,9 (m,
6H), 1,3 (m, 5H), 1,4 (m, 3H), 1,7 {(m, 1H), 2,5 (m, 1H), 2,9 (d, J = 6,6 Hz, 2H).
EM: M+1 (328).
Acido (2R,4S)-2-Aminometil-4-etil-heptanoico

Una solucién agitada de éster metilico del acido (2S,5R)-2-ferc-butil-5-
((S)-2-etil-pentil)-3-metil-4-oxo-tetrahidro-pirimidin-1-carboxilico (0,185 g, 0,567
mmol) en una mezcla 1:1 de HCI 6 N/dioxano {8 mi) se calent6 a 105°C durante
6 dias. La reaccion se enfrié a temperatura ambiente y se concentré a presién
reducida. El producto se disolvié en MeOH/H:0 1:1 y se cargd en una columna
de cromatografia de intercambio i6nico (Varian SCX-Prepacked 10 g, 60 mi) y
se eluyd con MeOH/H20 1:1 (95%) + NH,OH. Las fracciones que contenian el
producto se recogieron y concentraron a presion reducida produciendo 0,06 g
(57%) de producto. 'H RMN (400 MHz, CD,0D) & ppm 0,9 (m, 6H), 1,3 (m, 5H),
1,4 (m, 3H), 1,7 (m, 1H), 2,5 (m, 1H), 2,9 (d, J = 6,6 Hz, 2H).
EM: M+1 (188).
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Usando la metodologia anterior se prepararon también los siguientes

compuestos:
ombre de compuesto EM, 'HRMN (400 MHz, 5, PPM, CD,OD) |
IQPA"

Acido (4R)-2-aminometiF- | 188 0,9 (s, 6H), 1,3 (m, 5H), 1,4 (m, 3H), 1,7
4-etil-heptanoico (M+1) | (s, 1H), 2,5 (m, 1H), 2,9 (d, J = 6,1 Hz,
2H)

Acido (2R,4S)-2- | 202 09(dJ=66Hz, 6H),09(d, J=66
aminometil-4,7-dimetil- (M+1) | Hz, 3H), 1,2 (m, 4H), 1,2 (m, 1H), 1,4 (m,
octanoico 1H), 1,5 (m, 2H), 1,7 (m, 1H), 2,5 (m,

1H), 2,9 (d, 2H)

Acido (25,45)-2- [ 230 2,93 (d, 2H), 2,47 {linea 5 m, 1H), 1,72 ]
aminometil-4-etil-8- (M+1) | (m, 1H), 1,54 (linea 7 m, 1H), 1,42-1,11
metilnonanoico (m, 10H), 0,85 (d, 3H)

cido 45)-2- | 257 2,93 (d, 2H), 2,44 (Inea 5 m, 1H), 1,72
aminometil-8-metil-4- (M+1) (m, 1H), 1,55 (linea 7 m, 1H), 1,44 (m,
propil-nonanoico 1H), 1,40-1,10 (m, 11H), 0,89 (d, 3H)
Acido (25,45)-2-1202 2,93 (d, 2H), 2,43 (m, 1H), 1,71 {m, 1H),
aminometil-4-etil-6-metil- | (M+1) | 1,63 (m, 1H), 1,42 (m, 1H), 1,36 (m, 2H),
heptanoico 1,22 (m, 1H), 1,06 (m, 2H), 0,85 (m, 9H)"
Acido (2R,45)-2- | 202 2,89 (d, ZH), 2,43 (m, TH), 1,62 (m, 2H),
aminometil-4-etil-6-metil- | (M+1) 1,44 (m, 1H), 1,34 (m, 1H), 1,22 (m, 2H),
heptanoico 1,12 (m, 1H),1,05 (m, 1H), 0,80 (m, 9H)
Acido (ZR4R)-2-1202,1 | 2,90 (d, 2H), 2,43 (m, 1H), 1,68 (m, 1H),

aminometil-4-etil-6-metil-

(M+1)

1,61 (m, 1H), 1,42 (m, 1H), 1,32 (m, 2H),

L7
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heptanoico 1,21 (m, TH), 1,11 (m, 2H), 0,80 (m, 9H)
Acido (25,4R)-2- | 202 2,94 (d, 2H), 2,23 (m, 1H), 1,62 (m, 2H},
aminometil-4-eti-6-metil- | (M+1) . | 1,44 (m, 1H), 1,42 (m, 1H), 1,22 (m, 2H),
heptanoico 1,13 (m, 1H), 1,03 (m, 1H), 0,85 (m, 8H)

Ejemplo 2
(R)-3-((R)-3-Metil-hexanoil)-4-fenil-oxazolidin-2-ona

Al complejo de bromuro de cobre (1) dimetilsulfuro (13,34 g, 64,87 mmol)
en THF seco (150 ml) a -30°C en una atmésfera de nitrégeno se le afiadié una
solucién 2 M en éter de cloruro de propilmagnesio (64,87 mi, 129,7 mmol) y se
agité durante 20 minutos. Se afadid (R)-3-but-2-enoil-4-fenil-oxazolidin-2-ona
(15,0 g, 64,87 mmal) en THF (60 ml) durante un periodo de 15 minutos a -35°C
y se dejé calentar lentamente hasta temperatura ambiente durante 4 horas. La
mezcla se enfri6 a 0°C y se inactivd con una solucién saturada de cloruro
aménico. La suspension se extrajo en éter, se lavd con una solucién de
hidréxido aménico al 5% y después con salmuera y se secd sobre MgSO,. La
solucién se concentré a presién reducida produciendo el compuesto del titulo
(13,34 g, 100%) en forma de un solido blanco. 'H-RMN (400 MHz, CDCl5) 5
ppm 0,8 (m, 6H), 1,2 (m, 3H), 1,6 (s, 1H), 2,0 (m, 1H), 2,7 (dd, J = 16,1, 8,5 Hz,
1H), 3,0 (dd, J = 15,9, 5,4 Hz, 1H), 4,3 (dd, J=8,9, 38 Hz, 1H), 4,7 (1, J=8,9
Hz, 1H), 5,4 (dd, J = 8,8, 3,9 Hz, 1H), 5,4 (dd, J = 8,8, 3,9 Hz, 1H), 7,3 (m, 5H).
EM m/z (intensidad relativa): 276 [M+1H, 100%)]
(R)-3-((2R,3R)-2,3-dimetil-hexanoil)4-fenil-oxazolidin-2-ona

A una solucién en THF 1 M de hexametildisilamida sédica (16,2 g, 88,3
mmol) a -78°C se le afiadié con una canula una solucién a 0°C de (R)-3-((R)-3-

metil-hexanoil)-4-fenil-oxazolidin-2-ona (18,7 g, 67,9 mmol) en 70 m! de THF
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seco. La solucion resultante se agité a -78°C durante 30 minutos. Se afiadid
yoduro de metilo (48,2 g, 339,5 mmol) y se continud agitando a -78°C durante 4
horas. Se inactivé con una solucion saturada de cloruro aménico, se extrajo en
CH2Cl; y se lavé con bisulfito sédico 1 M. La solucién se secd sobre MgSO,, se
concentré y se cromatografié en acetato de etilo al 10% en hexano dando el
compuesto del tftulo (11,1 g, 56,5%) en forma de un aceite. EM, m/z (intensidad
relativa): '"H RMN (400 MHz, CDCls) 5 ppm 0,8 (t, J = 7,0 Hz, 3H), 0,8 (d, J =
6,6 Hz, 3H, 1,0 (d, J = 6,8 Hz, 3H), 1,0 (d, J = 8,5 Hz, 1H), 1,1 (m, 1H), 1,4 (m,
1H), 1,7 (m, 1H), 3,7 (m, 1H), 4,2 (dd, J = 8,8, 3,4 Hz, 1H), 4,6 (t, J = 8,7 Hz,
1H), 5,4 (dd, J = 8,7, 3,3 Hz, 1H), 7,2 (m, 2H), 7,3 (m, 3H). EM m/z (intensidad
relativa): 290 [M+1H, 100%].
(2R,3R)-2,3-Dimetil-hexan-1-ol

Una solucién 1 M en THF de LAH (95,9 ml, 95,9 mmol) se anadié a (R)-
3-((2R,3R)-2,3-dimetil-hexanoil)-4-fenil-oxazolidin-2-ona {en THF (300 ml)) en
una atmodsfera de nitrbgeno a -78°C y se agité durante 3 horas a esta
temperatura. Se afiadié agua gota a gota para inactivar el exceso de LAH y
después se vertid en una mezcla de hielo y éter. La mezcla se extrajo en éter,
se lavé con agua y se secd sobre MgSOy. La solucién se concentrd seguida de
adicion de un exceso de hexano. El precipitado blanco resultante se filtré y se
lavé con hexano. El filtrado se concentré produciendo el compuesto del titulo
(5,05 g, 100%) en forma de un aceite. 'H RMN (400 MHz, CDCl3) & ppm 0,9 (m,
9H), 1,0 (d, J = 6,8 Hz, 1H), 1,1 (m, 1H), 1,2 (m, 3H), 1,6 (m, 2H), 3,4 (m, 1H),
3,6 (m, 1H).
(2R, 3R)-2,3-dimetil-hexanal

Se agitaron clorocromato de piridinio (27,35 g, 126,9 mmol) y alimina

275/}



10

15

20

25

118

neutra (96 g, 3,5 g por gramo de clorocromato de piridinio) en diclorometano
seco (200 ml) en una atmdsfera de nitrégeno durante 0,25 horas. Se afiadié
(2R,3R)-2,3-dimetil-hexan-1-ol (5,0.g, 38,46 mmol) en diclorometano (60 ml) y
la suspension oscura resultante se agitd a temperatura ambiente durante 3
horas. La suspension se filiré a través de un lecho corto de silice eluyendo con
un exceso de diclorometano. La evaporacion del disolvente produjo el
compuesto del titulo (4,1, 84%) en forma de un aceite. '"H-RMN (400 MHz,
CDCla) 8 ppm 0,8 (m, 3H), 0,9 (d, J = 6,6 Hz, 3H), 1,0 (d, J = 6,6 Hz, 3H), 1,2
(m, 4H), 1,8 (m, 1H), 2,2 (m, 1H), 9,6 (s, 1H).
((2R,3R)-2,3-Dimetil-hexiliden)-amida del 4cido 4-metil-bencenosulffnico

Se afadieron etéxido de titanio (IV) (5,16 g, 22,6 mmol) y (S)-(+)-p-
toluenosulfinamida (7,02 g, 45,2 mmol} a (2R,3R)-2,3-dimetil-hexanal (2,9 g,
22,6 mmol) en THF seco (30 ml). La mezcla resultante se agité a temperatura
ambiente durante 18 horas y se vertié en una solucién de salmuera (40 ml). La
suspensién se agité rapidamente durante 10 minutos y se filtr6. E! filtrado se
extrajo en acetato de etilo, se lavé con salmuera y se secd sobre MgSO,. El
disolvente se evapor6 y el residuo se filir6 a través de un lecho de silice,
eluyendo con una solucién 50/50 de hexano/acetato de etilo para dar el
compuesto del titulo (3,1 g, 51,6%) en forma de un aceite. 'H RMN (400 MHz,
CDCl») 6 ppm 0,8 (m, 6H), 1,1 (m, 4H), 1,3 (m, 3H), 1,7 (m, 1H), 2,4 (s, 3H), 2,5
(m, 1H), 7,3 (d, J =8,3 Hz, 2H), 7,5 (d, J = 8,1 Hz, 2H), 8,1 (d, J = 5,4 Hz, 1H).
EM, m/z (intensidad relativa): 266 [M+1H, 100%)]
Ester terc-butilico de &cido (4R,5R)-4,5-dimetil-(R)-3-(toluen-4-sulfinilamino)-
octanoico

Se afiadié butillitio (26, 3 ml, 42,04 mmol) a una solucién de

J77




10

15

20

25

119

diisopropilamina (4,6 g, 45, 6 mmol) en THF seco (40 ml) en una atmésfera de
nitrogeno a 0°C y se agité durante 20 minutos. La solucién se enfrié a -78°C
seguido de la adicién de acetato de f-butilo (4,1 g, 35,0 mmol) y se agité a esta
temperatura durante 45 minutos. Se afiadi6 gota a gota triisopropéxido de
clorotitanio (9,4 g, 36,2 mmol) y se continubé agitando durante 30 minutos a -
78°C. Una solucién a -50°C de ((2R,3R)-2,3-dimetil-hexiliden)amida del 4cido
4-metil-bencenosulfinico (3,1 g, 11,7 mmol) en THF seco (10 mi) se afadio a la
reaccion y la mezcla resultante se agitd a -78°C durante 4 horas. La reaccion
se inactivé con una solucion saturada de NaH;PO, y se extrajo con acetato de
etilo. La solucién se seco sobre MgSOy4 y se concentré. El residuo resultante se
cromatografié sobre silice, eluyendo con acetato de etilo al 15% en hexano
dando el compuesto del titulo (2,4 g, 53,9%) en forma de un sélido blanco. 'H
RMN (400 MHz, CDClI3) § ppm 0,9 (m, 6H), 1,0 (d, J = 6,6 Hz, 3H), 1,1 (m, 1H),
1,3 (m, 2H), 1,4 (m, 9H), 1,5 (m, 2H), 2,4 (s, 3H), 2,6 (m, 2H), 3,8 (m, 1H), 4,4
(d, J =10,0 Hz, 1H), 7,3 (d, J = 8,1 Hz, 2H), 7,6 (d, J = 8,1 Hz, 2H). EM, m/z
intensidad relativa: 382 [M+1H, 100%], 326 [M+1H-C(CHa)3, 50%].
Acido (3R,4R,5R)-3-amino-4,5-dimetil-octanoico

A la solucion de éster ferc-butllico del acido (4R,5R)-4,5-dimetil-(R)-3-
(tolueno-4-sulfinilamino)-octanoico (1,8 g, 4,71 mmol) en metanol seco (30 mi)
a 0°C en una atmésfera de nitrégeno se le afiadio acido trifluoroacético en
exceso (25 ml) y se agité durante 2 horas a temperatura ambiente. La solucién
se concentrd a sequedad seguido de la adicién de diclorometano seco (20 ml) y
acido trifluoroacético (20 ml). La mezcla resultante se agitd durante 2 horas en
una atmdsfera de nitrégeno y se concentré a sequedad. El residuo se aplict a

una resina de intercambio iénico BondElute SCX y se eluyé con agua hasta

275
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que el eluyente tenia un pH constante de 6,5. Después, la resina se eluyd con
una solucién 1:1 de metanol y con una solucién de hidréxido amodnico al 10%.
La solucion de hidréxido aménico se evapord y el residuo se cristalizé en una
mezcla de metanol-acetonitrilo produciendo el compuesto del titulo (0,717 g,
81,2%) en forma de un sélido blanco. 'H RMN (400 MHz, CD-0OD-D) 5 ppm 0,9
(m, 11H), 1,1 (m, 2H), 1,3 (m, 1H), 1,4 (m, 1H), 1,6 (m, 1H), 1,7 (m, 2H), 2,3
(dd, J = 16,6, 10,0 Hz, 1H), 2,5 (dd, J = 16,7, 3,5 Hz, 1H), 3,3 (m, 1H), EM, m/z
(intensidad relativa): 188 [M+1H, 100%)], 186 [M-1H, 100%].
Ejemplo 3 '
(S)4-Metil-hexan-2-ona (2)

E! reactivo de Grignard preparado con (S)-1-bromo-2-metil-butano (10 g,
66,2 mmol) y Mg (1,77 g,|72.8 mmol) en Et2O (65 ml) se afiadi6 gota a gota a
una solucién de anhidrido acético (8,1 g, 79,3 mmol) en Et;O (65 ml) a -78°C
en 1 hora. Precipité gran cantidad de sdlido blanco. La mezcla de reaccién se
agitd a -78°C durante 1 hora. Después, la temperatura se dejé aumentar
lentamente hasta la temperatura ambiente. La reaccién se inactivdé con una
solucién acuosa saturada de NH,CI (150 ml). La fase de éter se lavé con NaOH
1 N (150 ml) y salmuera (150 ml). El éter se extrajo a 0°C. El aceite residual se
disolvio en hexano (50 ml). La solucion se secéd con NazSO, anhidro y se
evapord a 0°C a presién reducida dando (S)<4-metil-hexan-2-ona (5,7 g, 75%)
en forma de un aceite naranja claro. 'TH-RMN (CDCls) 8 2,26 (m, 2H), 2,08 (s,
3H), 1,86 (m, 1H), 1,21 (m, 2H), 0,83 (m, 6H); EM (IQPA) (M+1)* 115,0.
((3S)-1,3-dimetil-pentiliden)-amida del acido (S)-2-metil-propano-2-sulfinico

Una mezcla de (S)-4-metil-hexan-2-ona (1,6 g, 14 mmol), amida de acido

(S)-2-metil-propan-2-sulfinico (1,7 g, 14 mmol) y etbxido de titanio (IV) (6,4 g,

77
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28 mmol) en THF (30 ml) se calenté a reflujo durante 10 horas;. Después, la
mezcla de reaccibn se verti6 en salmuera (150 ml). La mezcla se filtr6. El
filtrado se extrajo con EtOAc (3 x 70 ml). Se extrajo el EtOAc. El residuo se
purificd con una columna de gel de silice (hexano/EtOAc 3:1) dando el
compuesto del titulo (1,93 g, 63%) en forma de un aceite incoloro. 'H RMN
(CDCla) & 2,24 (m, 2H), 2,27 (s, 3H), 1,85 (m, 1H), 1,22 (m, 2H), 1,20 (s, 9H),
0,85 (m, 6H); EM (IQPA) (M+1)* 218,1.
Ester metflico del 4&cido (3S,55)-3,5-dimetil-3-((S)-2-metil-propan-2-
sulfinilamino)-heptanoico

A una solucién de diisopropilamina (3,1 ml, 22,2 mmol) en THF (40 ml) a
-78°C se le afiadio lentamente butillitio (14,4 ml, 1,6 M, 23 mmol). La mezcla se
agité a 0°C durante 25 minutos y posteriormente se enfrié a -78°C. Se afiadi6
acetato de metilo (1,76 ml, 22,2 mmol) en THF (7 ml). Después de agitar
durante 20 minutos, se afadié clorotitanicisopropéxido (11 mi, 46,2 mmol) en
THF (10 ml) y la mezcla resultante se agitd a -78°C durante 20 minutos. Se
afiadié ((3S)-1,3-dimetil-pentiliden)-amida de &cido (S)-2-metil-propan-2-
sulfinico (1,9 g, 8,9 mmol) en THF (10 ml). La mezcla se agité a -78°C durante
una noche. La reaccion se inactivd con una solucién de NH4C! (50 mi). La
mezcla se filtré. El filtrado se extrajo con EtOAc (3 x 70 ml). Se extrajo el
EtOAc. El residuo se purificd con una columna de gel de sllice (hexano/EtOAc
1:1) dando el compuesto del titulo (1,61 g, 62%) en forma de un aceite incoloro.
'H RMN (CDCl3) & 3,64 (s, 3H), 2,60 (m, 2H), 1,47 (m, 2H), 1,44 (m, 1H), 1,36
(s. 3H), 1,27 (m, 2H), 1,18 (s, 8H), 0,90 d, J=6,4 Hz, 3H), 0,81 (t, J=7,6 Hz,
3H) EM (IQPA) (M+1)* 292,2 ‘
Acido (38,58)-3-amino-3,5-dimetil-heptanoico
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Una mezcla de éster metilico del acido (3S,5S)-3,5-dimetil-3-((S)-2-metil-
propar;-z-sulﬁnilamino)-heptanoico (04 g, 1,37 mmol) y acido clorhidrico
concentrado (7,6 ml) en acetona (10 ml) se calentd a reflujo durante 3 horas.
Los disolventes se retiraron a presion reducida. El residuo se disolvié en agua
(10 ml) y se extrajo con EtOAc (2 x 15 ml). La fase acuosa se evapord a
sequedad. El residuo se disolvié en una mezcla de agua (10 ml) y trietilamina
(0,5 ml). La mezcla se agit6é a 40°C durante 20 minutos y después se evaporé a
sequedad. El residuo se lavd meticulosamente con acetonitrilo, se filtrd y se
secd al vacio dando el producto final, acido (3S,5S)-3-amino-3,5-dimetil-
heptanoico (0,182 g, 77%) en forma de un sélido blanco. pf 215-217°C. 'H
RMN (CDCls) 64,85 (s, 3H), 2,38 (m, 2H), 1,75 (m, 1H), 1,39 (m, 4H}), 1,35 (s,
3H), 0,98 (d, J = 6,6 Hz, 3'.'”’ 0,90 (t, J = 7,5 Hz, 3H); EM (IQPA) (M+1)* 174,1.

Los siguientes compuestos también se prepararon usando Ia

metodologia ariterior

ombre del | EM, 'H RMN, 400 MHz, 5, PPM, CDs0OD
compuesto IQPAI

cido R2S)-3- 1174 4,84 (s, 3H), 2,38 {(m, 2H), 1,58 (m, 1H), 1,37
amino-3,5-dimetil- (M+1) | (m, 4H), 1.34'(5, 3H), 0,98 (d, J = 6,3 Hz, 3H),
heptanoico 0,91 (t, J = 7,4 Hz, 3H).

Addo  (35.5R)3-| 174 | 4,84 (s, 3H), 2,38 (m, 2H), 1,58 (m, 1H), 1.37 |

amino-3,5-dimetil- (M+1) | (m, 4H), 1,34 (s, 3H), 0,98 (d, J = 6,3 Hz, 3H),
heptanoico , 10,91, J=7.4Hz, 3H).

Acido (3R)-3-amino- | 188 4,84 (s, 3H), 2,39 (m, 2H), 1,72 (m, 1H), 1,59

3,5-dimetil- (M+1) | (s, 3H), 1,38 (m, 6H), 0,98 (d, J = 6,1 Hz, 3H),
octanoico 0,91 (m, 3H).

0/
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[Acido (3R4RIS)-3-]160 0,98 (m, 6H), 1,20 (m, 1H), 1,32 (m, 1H), 1,43

amino-4-metil- (M+1) | (m, 2H), 1,78 (m, 1H), 2,32 (m, 1H), 2,47 (m,
heptanoico 1H), 3,30 (m, 1H).

Acido  (35,6R)-3- | 256 0,87 (m, 2H), 0,88 (dd, J = 15,86, 6,10 Hz, 3H), |
amino-8-ciclohexil- | (M+1) | 1,20 (m, 11H), 1,39 (m, 4H), 1,69 (m, 6H), 2,53
6-metil-octanoico (dd, J = 17,32, 8,05 Hz, 1H), 2,69 (m, 1H), 3,44
(ddd, J = 14,70, 6,89, 4,76 Hz, 1H).

Ejemplo 4
(3R)-(3,7-dimetil-oct-6-enil)-ciclohexano

Se cargd un matraz con 100 ml de THF seco y se refrigerd a 0°C. A este
matraz se le afadieron 103 ml (205 mmol) de cloruro de ciclohexilmagnesio 2
M en éter dietilico. Después se recogieron 2,30 g (17 mmol) de cloruro de
cobre (l) en 60 ml de THF y se afiadieron como una suspension al reactivo de
Grignard. A esta mezcla se le anadieron 0,73 g (17,1 mmol) de cloruro de litio y
la mezcla se agité a 0°C durante 30 minutos. Después se afnadieron 13,5 ml
(68,4 mmol) de bromuro de (S)-citronelilo y la mezcla se agité durante 2 horas
a 0°C. La mezcla de reaccién se dej6é calentar a temperatura ambiente y se
agité durante una noche. La reaccion se inactivd con la adicion de NH,CI
saturado acuoso hasta que cesd el burbujeo. El THF se retir6 a presion
reducida. El residuo se recogi6 en agua y se extrajo con éter dietilico. Las fasés
de éter combinadas se secaron sobre MgSO,. El agente de secado se retird
por filtracién. El disolvente se retiré a presién reducida produciendo 11,48 g
(76%) de un aceite transparente. El alquilo de cadena larga en bruto no se
caracterizé facilmente y se usé sin purificacién adicional.

3-((R)-5-ciclohexil-3-metil-pentil)-2,2-dimetil-oxirano
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Se carg6 un matraz con 11,48 g (51,6 mmol) de (3R)-(3,7-dimetil-oct-6-
enil)-ciclohexano bruto, 100 ml de diclorometano y 9,33 g (111 mmol) de
bicarbonato sédico. La mezcla se enfri6 en un bano a 0°C. Se afiadieron
lentamente 11,6 ml (55,2 mmol) de acido peracético al 32%. La mezcla se agit6
durante 4 horas a 0°C. Después se afiadié lentamente sulfito sddico acuoso al
10% hasta que cesd el burbujeo. Las fases se separaron y la fase orgénica se
lavé dos veces con sulfito sodico acuoso al 10% y se sec6 sobre sulfato de
magnesio. El agente de secado se retir§ por filtracion y el disolvente se retird a
presién reducida. El residuo restante fue 10,65 g (87%) de un aceite
transparente. 'TH RMN (400 MHz, CDC!s) ppm 0,86 (m, 5H), 1,00 (d, J = 6,59
Hz, 2H), 1,14 (m, 7H), 1,25 (s, 3H), 1,29 (s, 3H), 1,35 (m, 2H), 1,50 (m, 3H),
1,65 (m, 5H), 2,68 (id, J = 6,16, 1,83 Hz, 1H). EM (IQPA) m+1/z = 239,
(R)-6-Ciclohexil-4-metil-hexanal

Se cargé un matraz con 10,65 g (44,7 mmol) de 3-((R)-5-ciclohexil-3-
metil-pentil)-2,2-dimetil-oxirano, 70 m! de acetona, 12,3 g (53,6 mmol} de
peryodato potasico, 70 ml de agua y 0,765 g (4 mmol) de acido tésico
monohidrato. La mezcla se agito durante 46 horas. La acetona se retird a
presion reducida y la mezcla se diluyé con agua. La fase acuosa se extrajo con
hexanos y se seco sobre sulfato sédico. El agente de secado se retird por
filtracion y el disolvente se retird a presion reducida consiguiendo 7,12 g (81%)
de un aceite transparente. '"H RMN (400 MHz, CDCI,) ppm 0,87 (m, 5H), 1,13
(m, 3H), 1,25 (m, 5H), 1,66 (m, 8H), 2,40 (m, 2H), 9,75 (s, 1H). EM (IQPA)
m+1/z es poco concluyente.

Acido (R)-6-ciclohexil-4-metil-hexanoico

Se cargd un matraz con 7,12 g (36,3 mmol) de {R)-8-ciclohexil-4-metil-
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hexanal, 40 ml de agua, 20 ml de acetona, 4 ml de 4cido acético y 6,18 g (39,9
mmol) de pemanganato potasico. La mezcla se agité enérgicamente durante
una noche. Después, la mezcla se traté con bisulfito sddico acuoso saturado
hasta que el liquido se volvié transparente. El liquido se extrajo con hexanos.
Las fases de hexano combinadas se lavaron con bisulfito sédico acuoso
saturado hasta que la fase de hexano se volvié transparente. Las fases de
hexano se secaron con sulfato de magnesio. El agente de secado se filtr6 y el
disolvente se retir6 a presién reducida, lo que produjo 4,17 g (54%) de un
aceite transparente. '"H RMN (400 MHz, CDCls) ppm 0,89 (m, 5H), 1,13 (m,
3H), 1,25 (m, 5H), 1,66 (m, 8H), 2,40 (m, 2H). EM (IQPA) m+1/z = 211.
(4R,5S)-3-((R)-6-ciclohexil-4-metil-hexanoil)-4-metil-S-fenil-oxazolidin-2-ona

Se cargd un matraz con 4,17 g (19,6 mmol) de &cido (R)-6-ciclohexil-4-
metil-hexanoico, 40 mi de THF y 8,56 ml (61,4 mmol) de trietilamina. La mezcla
se enfrié en un bafo a 0°C y se anadieron 2,41 ml (19,6 mmol) de cloruro de
pivaloilo. La mezcla se agité durante 1 hora a 0°C. Después se afiadieron 2,79
g (16,4 mmol) de (4R,5S)-4-metil-5-fenil-2-oxazolidinona y 0,823 g (19,6 mmol)
de cloruro de litio en forma de sélidos. La mezcla se dejé calentar a
temperatura ambiente y se agité durante una noche. Los sélidos resultantes se
fitraron. El disolvente se retird y el residuo se purificé por cromatografia en
columna (eluyente: 4:1 hexanos/acetato de etilo) dando 6,09 g (cuant.) de un
aceite transparente. 'H RMN (400 MHz, CDCls) 5 ppm 0,89 (m, 8H), 1,16 (m,
6H), 1,68 (m, SH), 2,87 (m, 1H), 2,99 (m, 1H), 4,76 (cd, J = 6,83, 6,59 Hz, 1H),
5,66 (d, J =7,32 Hz, 1H), 7,30 (m, 2H), 7,40 {m, 3H). EM (IQPA) m+1/z = 372.
Ester ferc-butilico del 4acido (5R,3S)-7-ciclohexil-5-metil-3-((4R,5R)-4-metil-2-

oxo-5-fenil-oxazolidin-3-carbonil)-heptanoico

27
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Se cargd un matraz seco con 60 ml de THF, 2,87 ml (20,5 mmol) de
diisopropilamina y la solucion resultante se refrigeré en un bafio a -78°C. A esta
solucién se le afadieron 13,3 ml (19,7 mmol) de una solucion de n-butil litio
1,48 M. La mezcla se dej6 calentar a 0°C y se agité durante 30 minutos a esta
temperatura. La solucidén de LDA se enfrié otra vez a -78°C y se afiadieron gota
a gota 6,10 g (16,4 mmol) de (4R, 5S)-3-((R)-6-ciclohexil-4-metil-hexanoil)-4-
metil-5-fenil-oxazolidin-2-ona en forma de solucidon en 35 ml de THF. La mezcla
se agité durante 45 minutos a -78°C y después se dejé calentar lentamente a -
20°C durante 2,5 horas. La mezcla de reaccién se inactivé por adicién de
cloruro aménico acuoso saturado. El disolvente se retiré a presion reducida y el
residuo se dividié entre éter dietilico y agua. La fase de éter se recogio y lavo
sucesivamente con una solucién acuosa saturada de cloruro aménico y
solucidn acuosa saturada de bicarbonato sédico. La fase de éter se secd sobre
sulfato de magnesio. El disolvente se retird a presion reducida y el residuo se
purificé por cromatografia en columna (eluyente 10:1 hexanos:acetato de etilo).
Esto dio 4,13 g (52%) de un sélido blanco. 'H RMN (400 MHz, CDC!3) 8 ppm
0,88 (m, 8H), 1,14 (m, 8H), 1,39 (m, 12H), 1,67 (m, 6H), 2,41 (dd, J = 16,47,
5,00 Hz, 1H), 2,70 (dd, J = 16,47, 9,64 Hz, 1H), 4,31 {(m, J = 9,58, 7,29, 7,29,
5,12 Hz, 1H), 4,75 (cd, J = 6,75, 6,59 Hz, 1H), 5,64 (d, J = 7,08 Hz, 1H), 7,31
(m, 2H), 7,38 (m, 3H). EM (IQPA) m+1/z = 430 (pérdida de! grupo t-Bu).

Ester 4-terc-butilico del &cido (S)-2-((R)4-ciclohexil-2-metil-butil)-succinico

Se cargdé un matraz con 4,13 g (8,50 mmol) de éster terc-butilico del
acido (5R,3S)-7-ciclohexil-5-metil-3-((4R,5R)-4-metil-2-oxo-5-fenil-oxazolidin-3-
carbonil)-heptanoico, 100 ml de THF, 25 ml de agua y la mezcia resultante se

refrigeré en un baiio a 0°C. A esta solucién se le afiadieron 0,57 g (13,6 mmol)
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de hidréxido de litio monohidrato y 3,48 mi (34 mmol) de peréxido de hidrégeno
al 30%. La mezcla se agité durante 2,5 horas. La mezcla de reaccion se
inactivé por adicién de 4,29 g (34 mmol) de sulfito sédico en 26 ml de agua. La
mezcla se dejo calentar a temperatura ambiente y se agitd durante una noche.
El THF se retir6 a presion reducida y el material restante se diluy6
posteriormente con agua. La fase acuosa se volvié acida por adicion lenta de
HCI acuoso concentrado. La fase acuosa se extrajo con diclorometano. Las
fases organicas se secaron con sulfato de magnesio. El aceite resultante se
purificd por cromatografia en columna (eluyente 3:1 hexanos:acetato de etilo).
Esto dio 2,19 g (79%) de un aceite transparente. 'H RMN (400 MHz, CDCl,) &
ppm 0,88 (m, 5H), 1,17 (m, 10H), 1,43 (s, 10H), 1,68 (m, 7H), 2,35 (dd, J =
16,35, 5,37 Hz, 1H), 2,60 (m, 1H), 2,87 (m, J = 9,09, 9,09, 5,61, 5,49 Hz, 1H).
EM (IQPA) m+1/z es poco concluyente.
Ester metilico del &cido (3S,5R)-3-amino-7-ciclohexil-5-metil-heptanoico

Se cargé un matraz con 2,19 g (6,71 mmol) de éster 4-terc-butilico del
acido (S)-2-((R)-4-ciclohexil-2-metil-butil)-succinico, 40 ml de tolueno, 0,935 mi
(6,71 mmol) de trietilamina y 1,45 ml (6,71 mmol) de difenilfosforilazida. La
mezcla se agitd durante 15 minutos a temperatura ambiente y después se
calenté a 110°C y se agitd durante 6 horas. El tolueno se retiré a presion
reducida y el residuo se recogié en éter dietilico. La fase de éter se lavd con
HCI acuoso 3 M, agua y salmuera. El éter se retird a presién reducida y el
isocianato en bruto se recogi¢ en HCI acuocso 3 M y se calentd a reflujo durante
8 horas. El agua se retird a presién reducida y el residuo se trituré con éter.
Esto proporciond 1,45 g de un sélido blanco impuro. Una porcién del sélido

blanco se disolvi6 en metanol y se burbujeé gas HCI durante 15 minutos. La
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solucion &cida se agitd durante 2 horas. El metanol se retiré a presién reducida
y el éster en bruto se purificé por cromatografia en columna (4:1 diclorometano:
metanol). esto proporcioné 0,356 g del éster puro. '"H RMN (400 MHz, CDCls) &
ppm 0,85 (m,2 H), 0,88 (d, J = 8,00 Hz, 3H), 1,15 (m, 6H), 1,26 (m, 1H), 1,36
(ddd, J = 13,73, 9,21, 4,64 Hz, 1H), 1,51 (m, 1H), 1,65 (m, 7H), 2,28 (dd, J =
15,86, 8,78 Hz, 1H), 2,43 (dd, J = 16,0, 4,00 Hz, 1H), 3,28 (m, J = 8,97, 8,97,
4,39, 4,27 Hz, 1H), 3,69 (s, 3H). EM (IQPA) m+1/z = 2586.
Acido (3S,5R)-3-amino-7-ciclohexil-5-metil-heptanoico

Se carg6é un matraz con 0,356 g de éster metilico del &cido (38,5R)-3-
amino-7-ciclohexil-5-metil-heptanoico y 20 ml de HCI 3 M y la mezcla se
calenté a reflujo durante una noche. La mezcla se enfri6 a temperatura
ambiente y el disolvente se retir a presién reducida. Esto proporcioné 0,340 g
(88%) de la sal HCI como sélido blanco. 'TH RMN (400 MHz, CDsOD) & ppm
0,87 (s, 2H), 0,§5 (d, J = 6,34 Hz, 3H), 1,21 (m, 6H), 1,35 (m, 1H), 1,43 (ddd, J
= 13,85, 8,24, 5,98 Hz, 1H), 1,55 (ddd, J = 12,81, 6,34, 6,22 Hz, 1H), 1,64 (dd,
J = 8,30, 5,37 Hz, 2H), 1,71 (m, 5H), 2,57 (dd, J = 17,45, 7,44 Hz, 1H), 2,70 (m,
1H), 3,59 (m, J = 7,72, 7,72, 5,73, 5,43 Hz, 1H). EM (IQPA) m+1/z = 242.
Ejemplo 5
(4R,5S8)-3-[3-(2,4-difluoro-fenil)-propionii]-4-metil-5-fenil-oxazolidin-2-ona

Se cargé un matraz con 29,5 g (158 mmol) de acido 3-(2,4-difluorofenil)-
propidnico, 700 ml de THF y 82,8 mli de trietilamina. La mezcla se enfrid a 0°C y
se afadieron lentamente 23,4 ml de cloruro de trimetilacetilo. La mezcla se
agitd en frlo durante 1 hora. Después se afiadieron 8,06 g {190 mmol) de LiCly
28,1 g de (4S,5R)-4-metil-5-fenil-oxazolidin-2-ona. La mezcla se dej6 calentar a

temperatura ambiente y se agité durante una noche. Los sélidos se filtraron y el
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disolvente se retiré a presién reducida. El residuo se recogié en éter dietilico y
se lavd con cloruro amobnico acuoso saturado, bicarbonato sbédico acuoso
saturado y el disolvente se retird a presion reducida. El residuo en bruto se
purificé por cromatografia en columna (3:1 diclorometano/hexanos) dando 54 g
(99%) del compuesto del titulo.
(4R,5S)-[(S)-2-(2 4-difluoro-bencil)-butiril]4-metil-5-fenil-oxazolidin-2-ona

Se cargd un matraz con 54 g (156 mmol) de (4R,5S)-3-[3-(2,4-difluoro-
fenil)-propionil]-4-metil-5-fenil-oxazolidin-2-ona y 300 ml de THF seco y la
solucién se enfrié a -78°C. A esta solucién se le afiadieron 172 ml (172 mmol)
de NaHMDS 1 M en THF y la mezcla se agité en frio durante 1 hora. Después
se afnadieron gota a gota 30,6 g (172 mmol) de triflato etilico a la solucién del
enolato y la mezcla de reaccion se calenté de -40 a -30°C y se agité durante
1,5 horas. La mezcla de reaccién se inactivé por adicion de salmuera acuosa.
El THF se retird a presion reducida y el residuo se dividié entre EtOAc y agua.
Los materiales organicos se recogieron y el EtOAc se retiré a presidon reducida.
El aceite en bruto resultante se purificd por cromatografia en columna (3:1
hexanos/EtOAc) dando 29,5 g de un aceite impuro que se usé sin purificacién
adicional.
(S)-2-(2,4-difluoro-bencil)-butan-1-ol

Se cargd un matraz con 29,5 g (~78,6 mmol) de (4R,5S)-[(S)-2-(2,4-
difluoro-bencil)-butiril}-4-metil-5-fenil-oxazolidin-2-ona y 200 ml de THF seco y
la solucién se enfrié a 0°C. En otro matraz, 11,9 g (314 mmol) de borohidruro
sbdico se recogieron en 70 ml de agua y se afiadieron gota a gota durante 15
minutos a la solucién de imida. La mezcla se dej6 calentar a temperatura

ambiente y se agité durante una noche. La mezcla de reaccién se inactivé con

290
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HCI concentrado hasta pH = 3 (manteniendo la temperatura de la mezcla de
reaccion < 20°C). EL THF se retir6 a presién reducida y el residuo se recogi6
en hexanos. La fase de hexano. se lavé con bicarbonato sddico acuoso
saturado. La fase de hexano se retir6 a presién reducida y el residuo se purificé
por cromatografla en columna (9:1 hexanos/EtOAc) lo que dio 7,2 g (46%) de!
(S)-2-(2,4-difluoro-bencil)-butan-1-ol en forma de un aceite transparente.
2-(2,4-Difluoro-bencil)-butil éster del acido {(2S)-metanosulfénico

Se carg6 un matraz con 7,2 g (36 mmol) de (S)-2-(2,4-difluoro-bencil)-
butan-1-ol y 30 ml de diclorometano y la solucién se enfri6 a 0°C. A esta
solucién se le afiadieron 7,53 ml (54 mmol) de trietilamina y la mezcla se agité
en frio durante 5 minutos. Después se ariadieron gota a gota 3,1 ml (39,6
mmol) de cloruro de metanosulfonilo. La mezcla de reaccién se agitdé a
temperatura ambiente durante 16 horas. El diclorometano se retird a presién
reducida y el residuo se dividié entre HCI acuoso 1 N y éter dietilico. La fase de
éter se recogié y lavd con bicarbonata sddico acuoso saturado, agua y
salmuera. La fase de éter se secd sobre sulfato sddico, se filtré y el éter se
retird a presiébn reducida. Este procedimiento dio 9,54 g (95%) de 2-(2,4-
difluoro-bencil)-butil éster del acido (2S)-metanosulfénico en forma de un aceite
naranja. Este material se usé sin purificacién adicional.
(S)-2,4-difluoro-1-(2-yodometil-butil)bencenc

Se cargd un matraz con 9,54 g (34,3 mmol) de 2-(2,4-difluoro-bencil)-
butil éster de acido (2S)-metanosulfénico, 10,3 g (68,6 mmol) de yoduro sédico
y 60 ml de acetona. La solucién se calent6 a reflujo durante 30 horas. La
acetona se retird a presién reducida. El residuo se reparti6 entre agua y

hexanos. La fase orgénica se.recogié y se lavé con una solucién de bisulfito
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sbdico y salmuera. El hexano se retird a presion reducida y el aceite en bruto
se purificé por cromatografia en columna (eluyente hexanos). Este
procedimiento dio 9,7 g (91%) de (S)-2,4-difluoro-1-(2-yodometil-butil)benceno
en forma de un ageite transparente.
Ester metilico de acido 2-ferc-butil-5-[2-(2,4-diflucro-bencil)-butil}-3-metil-4-oxo-
tetrahidro-pirimidin-1-carboxilico

Se cargé un matraz con 1,35 mi (9,64 mmol) de diisopropilamina y 1;5 mi
de THF seco. La solucién se enfrié a -78°C y se afiadieron 6,0 mi (9,64 mmol)
de solucién de n-butil litio 1,6 M en hexanos. La mezcla se calenté a 0°C y se
agité durante 30 minutos. La mezcla se enfrid otra vez a -78°C y se afiadieron
2,0 g (8,76 mmol) de éster metilico de acido (2S)-2-terc-butil-3-metil-4-oxo-
tetrahidro—pirimidin-1-carbpxilico como solucién en 10 ml de THF. Esta mezcla
se calentd a 0°C y se agité durante 1 hora. La solucion anidnica se enfrié otra
vez a -78°C y se afiadieron 2,99 g (8,64 mmol) de (S)-24-difluoro-1-(2-
yodometil-butil)benceno en forma de solucién en THF. La mezcla se agité a -
78°C durante 4 horas. La mezcla de reaccién se calentd a -21°C y se agitdé a
esa temperatura durante 5 dias. La mezcla de reaccién se inactivd con una
solucién acuosa saturada de cloruro aménico. La mezcla de reaccién bruta se
extrajo con éter dietilico. El éter se retir6 a presion reducida y el residuo en
bruto se purificd por cromatograflia en columna (eluyente 9:1 hexanos/EtOAc) lo
que dio 1,67 g (46%) de éster metilico de acido 2-terc-butil-5-[2-(2,4-difluoro-
bencil)-butil]-3-metil-4-oxo-tetrahidro-pirimidin-1-carboxilico en forma de un
solido blanco.
Acido (2R 4R)-2-aminometil-4-(2 4-diflucro-bencil)-hexanoico

Se carg6 un matraz con 0,5 g (1,2 mmol) de éster metilico de acido 2-
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terc-butil-5-[2-(2,4-difluoro-bencil)-butill-3-metil-4-oxo-tetrahidro-pirimidin-1-
carboxilico, 20 ml de dioxano y 20 ml de solucién de HCI conc. La mezcla se
agité y calenté a 110°C durante 4 dias. Los disolventes se retiraron a presion
reducida. El residuo se recogi6é en 20 ml de agua y 4 gotas de solucién de HCI
concentrado. La fase acuosa se lavé con diclorometano. La fase acuosa se
recogid y el agua se retird a presion reducida. El residuo se traté con 2 ml de
trietilamina y el exceso de trietilamina se retiré a presion reducida. El sélido
restante se purificé por cromatografia en columna {(eluyente 1:8:27 NH,OH,
MeOH, diclorometano). El sélido blanco resultante se lav6 con acetonitrilo y se
secd al vacio. Esto dio B0 mg (24%) de acido (2R ,4R)-2-aminometil-4-(2,4-
diflucro-bencil)-hexanoico en forma de un sélido blanco.

Debe apreciarse que, como se usa en esta memoria descriptiva y en las
reivindicaciones adjuntas, los articulos singulares tales como “un”, “uno®, “una”,
‘el y “la” pueden referirse a un Gnico objeto 0 a una diversidad de objetos a
menos que el contexto indique claramente lo contrario. De esta forma, por
ejemplo, la referencia a una composicion que contiene *un compuesto” puede
incluir un Unico compuesto o dos o mas compuestos.

Debe apreciarse que la descripcién anterior pretende ser ilustrativa y no
restrictiva. Muchas realizaciones serdn evidentes para los especialistas en la
tecnica tras la lectura de la descripcién anterior. Por lo tanto, el alcance de la
invencién no debe determinarse en referencia a la descripcidn anterior sino con
referencia a las reivindicaciones adjuntas, junto con el alcance total de los

equivalentes a los que se refieren tales reivindicaciones.

N
o
™
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Habiendo descrito la invencibn como antecede, se declara como
propiedad lo contenido en las siguientes
REIVINDICACIONES

1. Un compuesto de férmula |
R
Rs R4 s NH,
RZ H1 Hﬁ
CO,H

0 una sal farmacéuticamente aceptable del mismo, donde

R: es un atomo de hidrégeno o alquilo (C4-Cs) opcionalmente sustituido
con uno a cinco atomos de fidior;

Rz es un atomo de hidrdgeno o alquilo (C4-Cs) opcionalmente sustituido
con uno a cinco atomos de fldor; o

R: y Rz, junio con el carbono al que estadn unidos, forman un anillo
cicloalquilo de tres a seis miembros;

Ra es un atomo de hidrégeno, alquilo (C4-Cg), cicloalquilo (C3-Cg),
cicloalquil (Ca-Cg)-alquilo (C4-Ca), fenilo, fenil-alquilo (C4-C3), piridilo o piridil-
alquilo (C4+-C3), donde los restos o sustituyentes alquilo y cicloalquilo estan
opcionalmente sustituidos con uno a cinco dtomos de fldor, y los sustituyentes
fenilo y piridilo y los restos fenilo y piridilo de los sustituyentes fenil-aiquilo (C4-Cs)
y piridil-alquilo (C4+-C3) estdn opcionalmente sustituidos con uno a cinco
sustituyentes, seleccionados independientemente entre cloro, fluoro, amino, nitro,

ciano, hidroxi, alquilamino (C¢-C3), alquilo (C4-C3) opcionalmente sustituido con
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uno a tres atomos de fldor, y alcoxi (C4-Cs3) opcionalmente sustituido con uno a

tres atomos de flaor;

R4 es un atomo de hidrégeno o alquilo (C1-Cg) opcionalmente sustituido

con uno a cinco atomos de fltor;
Rs es un atomo de hidrégeno o alquilo (C4-Cs) opcionalmente sustituido

con uno a cinco atomos de flor,;

2 Un compuesio de la reivindicacibn 1 que tiene una estructura
representada por la férmu!a 1

Ry
HoN Rq

Ry
HO.C

o una sal farmacéuticamente aceptable del mismo, donde R;, R y Rs son como

se han definido en la reivindicacién 1 con la condicién de que Ry no es un

atomo de hidrégeno.

3. Un compuesto de la reivindicacion 1 que tiene una estructura

representada por la férmula 1l



135
CH,
H,N Rs
Ry
HO,

i
o una sal farmacéuticamente aceptable del mismo, donde R y R3 son como se

han definido en la reivindicacién 1 con la condicién de que Ry y R3 no son
atomos de hidrégeno.
4,

Un compuesto de la reivindicacibn 3 que tiene una estructura
representada por la férmula IV

CH
HO, 3

v

hidrégeno.

o una sal farmacéuticamente aceptable del mismo, donde R; es como se ha
10 definido en la reivindicacién 1 con la condicién de que Rs; no es un atomo de

5.

Un compuesto de la reivindicacion 1 que tiene una estructura
representada por la férmula V

il
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HO,C & ° Rq
R; Rz
H,N
Vv

o una sal farmacéuticamente aceptable del mismo, donde Ry, Rz, Ry, R4 ¥ Rs
son como se han definido en la reivindicacién 1 con la condicién de que R4, Rz,

Rai, Rs ¥ Rs no son simultaneamente atomos de hidrégeno.

6. Un compuesto de la reivindicacibn 1 que tiene una estructura
representada por la férmula Vi
H:N

R
HO, 3
! HS

R,
Vi

o una sal farmacéuticamente aceptable del mismo, donde R3, R4 y Rs son como
se han definido en la reivindicacién 1 con la condicién de que Rs3, Ry y Rs no

son simultaneamente atomos de hidrogeno.

7. Una composicion farmacéutica que comprende una cantidad
terapéuticamente eficaz de un compuesto de la reivindicacién 4, o una sal

farmacéuticamente aceptable del mismo, y un vehiculo fafmmacéuticamente

aceptable.

8. Un procedimiento para tratar un trastorno o afeccién en un mamifero,
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incluyendo un ser humano, seleccionando el trastorno o afecciéon entre:

epilepsia, atagues de desmayos, fibromialgia, hipoquinesia, trastomos
craneales, sofocos y temblor esencial;

dependencias y adicciones quimicas al alcohol, anfetaminas o sustancias
similares a las anfetaminas, cafeina, cannabis, cocaina, heroina, alucin6genos,
tabaco, inhalantes y propulsores de aerosol, nicotina, opioides, derivados de
fenilglicidina, sedantes, hipnéticos, benzodiazepinas y otros ansioliticos;

sindrome de abstinencia asociado con dependencias, adicciones o
comportamientos adictivos, incluyendo juegos de azar; y

migrafas, espasticidad, espasticidad muscular, hipotonia con paralisis,
artritis, sindrome del intestino imitable (IBS), dolor crénico, dolor agudo, dolor
neuropatico, neuralgia post herpética, dolor lumbar, dolor quirirgico, dolor de
cabeza vascular, cefalea sinusal, dolor de cabeza crénico, trastomos
inflamatorios, artritis reumatoide, osteoartritis, psorasis, modificacion de la
enfermedad de la enfermedad osteoartritis, diuresis, sindrome premenstrual,
trastomo disférico premenstrual, tinnitus y lesién gastrica;

el procedimiento que comprende administrar a un mamifero en necesidad
de tal tratamiento una cantidad terapéuticamente eficaz de un compuesto de la

reivindicacién 1 o una sal farmacéuticamente aceptable del mismo.

9. Un procedimiento para tratar un trastomo o afeccién en un mamifero,
incluyendo un ser humano, seleccionando el trastomo o afeccion entre:

delirio, demencia y trastomos amnésicos u otros trastomos cognitivos o
neurodegenerativos, incluyendo enfermedad de Parkinson, enfermedad de

Huntington, enfermedad de Alzheimer, demencia senil, demencia del tipo de la
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enfermedad de Alzheimer, trastomo de memoria, demencia vascular y otras
demencias, incluyendo demencia debida a la enfermedad por VIH, traumatismo
craneal, enfermedad de Parkinson, enfemmedad de Huntington, enfermedad de
Pick, enfermedad de Creutzfeldt-Jakob, o debido a miiltiples etiologias;

trastornos de movimiento tales como aquinesias, disquinesias, incluyendo
disquinesias paroxisticas familiares, espasticidades, sindrome de Tourette,
sindrome de Scott, parilisis y sindrome acinético rigido;

trastomnos de movimiento extrapiramidales incluyendo trastomos de
movimiento inducidos por medicacién, incluyendo,'Padcinsonismo inducido por
neurolépticos, sindrome maligno neuroléptico, distonla aguda inducida por
neurolépticos, acatisia aguda inducida por neurolépticos, disquinesia tardia
inducida por neurolépticos y temblor postural inducido por medicacion;

sindrome de Down;

enfermedades desmielinizantes incluyendo esclerosis muitiple y esclerosis
lateral amiotr6fica, neuropatia periférica, incluyendo neuropatia diabética e
inducida por quimioterapia o neuralgia postherpética, neuralgia del trigémino,
neuralgia segmental o intercostal y otras neuralgias; y

trastomos cerebrales vasculares debidos a lesién cerebrovascular aguda o
crénica incluyendo infarto cerebral, hemorragia subaracnoidea o0 edema cerebral;

el procedimiento comprende administrar a un mamifero en necesidad de
tal tratamiento una cantidad terapeuticamente eficaz de un compuesto de la

reivindicacion 1 o una sal farmacéuticamente aceptable del mismo.

10. Un procedimiento para tratar un trastomo o afeccién en un mamifero,

incluyendo un ser humano, seleccionando el trastomo o afeccién.entre

3(7
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trastomos del suefio, insomnio, insomnio asociado a farmacos, frastomos del
suefio REM, hipersomnia, narcolepsia, trastomos de un ciclo de suefio-vigilia,
sindromes de apnea del suefio, parasomnias, sindrome de las piemas inquietas,
jet lag, trastomo de movimiento periédico del miembro, arquitectura del suefio
alterada, o trastornos del suefo asociados con el tumo de trabajo y horas de
trabajo iregulares, comprendiendo el procedimiento administrar a un mamifero
en necesidad de tal tratamiento una cantidad terapéuticamente eficaz de un
compuesio de la reivindicacion 1 o una sal farmacéuticamente aceptable del

mismao.

11.  Un procedimiento para tratar un trastomo o afecciéon en un mamifero,
incluyendo un ser humano, seleccionando el trastorno o afeccién entre:

trastomos del estado emocional, incluyendo depresién o trastomos
depresivos, incluyendo trastornos depresivos graves de un Unico episodio o
recurrentes, trastoros distimicos, neurosis depresiva y depresién neurética,
depresibn melancélica, incluyendo anorexia, pérdida de peso, insomnio,
despertar vespertino y retardo psicomotor, depresién atipica o depresién reactiva,
incluyendo aumentp del apetito, hipersomnia, agitacién psicomotora o imritabilidad,
trastomo afectivo estacional y depresién pediatrica;

trastomos bipolares o depresidn maniaca, incluyendo trastomo bipolar ‘1,
trastomo bipolar Il y trastomo ciclotimico;

trastomo de la conducta y trastomo perjudicial del comportamiento;

trastomos de ansiedad, incluyendo trastomo del panico con o sin
agorafobia, agorafobia sin historial de trastorno del panico, fobias especificas,

incluyendo fobias a animales especificos, ansiedad social, fobia social, trastomo
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obsesivo-compulsivo, trastornos por estrés incluyendo trastomo por estrés post-
traumatico y trastorno por estrés agudo y trastomos de ansiedad generalizados;

trastomo de personalidad fronteriza,;

esquizofrenia y otros trastomos psicéticos, incluyendo trastomos
esquizofreniformes, trastomos esquizoafectivos, trastormos de delirio, trastomos
psicéticos breves, trastomos psicoticos compartidos, trastornos psicéticos con
delirios o alucinaciones, episodios psicéticos de ansiedad, ansiedad asociada con
psicosis, trastomos psiclticos del estado emocional incluyendo trastomo
depresivo grave;

trastomos del estado emocional asociados con trastornos psicoticos
incluyendo mania aguda y depresion asociada con trastomo bipolar, trastomos
del estado emocional asociados con esquizofrenia; y

trastomos del comportamiento asociados con un retraso mental, trastomo
autistico y trastornos de la conducta.

el procedimiento comprende administrar a un mamifero en necesidad de
tal tratamiento una cantidad terapéuticamente eficaz de un compuesto de la

reivindicacion 1 o una sal faimacéuticamente aceptable del mismo.

12. Un compuesto seleccionado entre los siguientes compuestos y sus sales
famacéuticamente aceptables:

Acido 3-amino-4,5-dimetil-hexanoico;

Acido 3-amino-4,5-dimetil-heptanoico;

Acido 3-amino-4,5-dimetil-octanoico;

Acido 3-amino-4,5-dimetil-nonanoico;

Acido 3-amino4,5-dimetil-decanoico:

7
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Acido 3-amino-4-etil-5-metil-heptanoico;
Acido 3-amino4-etil-5-metil-octanoico;
Acido 3-amino-4-etil-5-metil-nonanoico:
Acido 3-amino-4-etil-5,6-dimeti--heptanoico;
Acido 3-amino4-etil-5,7-dimetil-octanoico;
Acido 3-amino-4-etil-5,8-dimetil-nonanoico;
Acido 3-amino-5-etil-<4-metil-octanoico;
Acido 3-amino-5-etil-4-metil-nonanoico;
Acido 3-amino4,5-dietil-heptanoico;

Acido 3-amino4,5-dietil-octanoico;

Acido 3-amino-4,5-dieti-nonanoico;

Acido 3-amino-5-etil-4,7-dimetil-octanoico;
Acido 3-amino-5-etil-4,8-dimetil-nonanoico;
Acido 3-amino-4,5-dietil-6-metil-heptancico;
Acido 3-amino-4,5-dietil-7-metil-octanoico;
Acido 3-amino-4,5-dietil-8-metil-nonanoico;
Acido 3-amino-4,5,6-trimetil-heptanoico;
Acido 3-amino-4,5,7-trimetil-octanoico;
Acido 3-amino-4,5,8-trimetil-nonanoico;
Acido 3-amino-4-etil-5-metil-hexanoico;
Acido 3-amino-5-etil-4-metil-octanoico;
Acido 3-amino-5-etil-4-metil-heptanoico;
Acido 3-amino-4-metil-5-propil-octanoico;
Acido 3-amino-4-metil-8-etil-octanoico;

Acido 3-amino-4-metil-6-etil-nonanoico;
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Acido 3-amino-4,6-dietil-octanoico;

Acido 3-amino-4,6-dietil-nonanoico;

Acido 3-amino-6-ciclopentil-4,5-dimetil-hexanoico;
Acido 3-amino-7-ciclopentil4,5-dimetil-heptanoico;
Acido 3-amino-5-etil-4,6-dimetil-heptanoico;

Acido 3-amino-5-etil-4,7-dimetiloctanoico;

Acido 3-amino-5-etil-4,8-dimetil-nonanoico;

Acido (3R ,4R)-3-amino-4,5-dimetil-hexanoico;
Acido (3R4R,5R)-3-amino-4,5-dimetil-heptanoico;
Acido (3R.4R 5R)-3-amino-4,5-dimetil-octanoico;
Acido (3R 4R, 5R)-3-amino-4,5-dimetil-nonanoico;
Acido (3R.4R,5R)-3-amino-4,5-dimetil-decanoico;
Acido 3-amino-5-ciclopropil-4-eti-hexanoico;

Acido 3—’amino—6—ciclopropil-4-eti|-5-meti|-hexanoiqo;

Acido 3-amino-5-ciclobutil-4-etil-hexanoico;
Acido 3-amino-6-ciclobutil-4-etil-5-metil-hexanoico;

Acido 3-amino-5-ciclopentil-4-metil-hexanoico;

Acido 3-amino-8-ciclopentil-4-etil-5-metil-hexanoico;

Acido 3-amino-5-ciclohexil-4-eti-hexanoico;

Acido 3-amino-6-ciclohexil-4-etil-5-metil-hexanoico:
Acido 3-amino-5-ciclopropil-4-metil-hexanoico;
Acido 3-amino-6-ciclopropil4,5-dimetil-hexanoico;
Acido 3-amino-5-ciclobutil-4-metil-hexanoico;
Acido 3-amino-6-ciciobutil-4,5-dimetil-hexanoico;

Acido 3-amino-5-ciclopentil-4-meti-hexanoico;
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Acido 3-amino-6-ciclopentil-4, 5-dimetil-hexanoico;
Acido 3-amino-5-ciclohexil-4-metil-hexanoico;
Acido 3-amino-6-ciclohexil-4,5-dimetil-hexanoico;
Acido 3-amino-8-ciclohexil-4,5-dimetil-octanoico;
Acido 3-amino-8-ciclohexil-4,5-dimetil-octanoico;
Acido 3-amino-4,6-dimetil-heptanoico;

Acido 3-amino-4,6-dimetil-octanoico;

Acido 3-amino-4,6-dimetil-nonanoico;

Acido 3-amino-4,6-dimetil-decanoico;

Acido 3-amino-4,6,7-trimetil-octanoico;

Acido 3-amino-4,6,8-trimetil-nonanoico; -
Acido 3-amino-4,6,9-trimetil-decanoico;

Acido 3-amino-6-ciclopropil-4-meti-heptanoico;
Acido 3-amino-6-ciclobutil-4-metil-heptanoico;
Acido 3-amino-6-ciclopentil-4-metil-heptanoico;
Acido 3-amino-6-ciclohexil-4-metil-heptanoico;
Acido 3-amino-7-ciclopropil-4,6-dimetil-heptanoico;
Acido 3-amino-7-ciclobutil-4,6-dimetil-heptanoico;
Acido 3-amino-7-ciclopentil-4,6-dimetil-heptanoico;
Acido 3-amino-7-ciclohexil-4,6-dimetil-heptanoico;
Acido 3-amino-8-ciclopropil-4,6-dimetil-octanoico;
Acido 3-amino-8-ciclobutil-4,6-dimetil-octanoico;
Acido 3-amino-8-ciclopentil-4,6-dimetil-octanoico;
Acido 3-amino-8-ciclohexil-4,6-dimetil-octanoico;
Acido 3-amino-6-(3-cloro-fenil)-4-metil-heptanoico;
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Acido 3-amino-4-metil-6-(3-trifluorometil-fenil)-heptanoico;
Acido 3-amino-4-metil-6-(4-trifluorometil-fenil)-heptanoico;
Acido 3-amino-7-(3-cloro-fenil)<4,6-dimetil-heptanoico;
Acido 3-amino-7-(3,4-dicloro-fenil)}4,6-dimetil-heptanoico;
Acido 3-amino-4,6-dimetil-7-(3-trifluorometil-fenil)-heptanoico;
Acido 3-amino-4,6-dimetil-7-(4-triflucrometil-fenil)-heptanoico;
Acido 3-amino-8-(3-cloro-fenil)-4,6-dimetil-octanoico;

Acido 3-amino-8-(3,4-dicloro-fenil)-4,6-dimetil-octanoico;
Acido 3-amino4,6-dimetil-8-(3-trifluorometil-fenil)-octanoico;
Acido 3-amino-4,6-dimetil-8-(4-triflucrometil-fenil)-octanoico;
Acido 3-amino-4-etil-68-metil-octanoico;

Acido 3-amino-4-etil-6-metil-nonanoico;

Acido 3-amino-4-etil-6-metil-decanoico;

Acido 3-amino-4-etil-6, 7-dimetil-octanoico;

Acido 3-amino-4-etil-6,8-dimetil-nonanoico;

Acido 3-amino-4-etil-6,9-dimetil-decanoico;

Acido 3-amino-6-ciclopropil-4-etil-heptanoico;

Acido 3-amino-6-ciclobutil-4-etil-heptanoico;

Acido 3-amino-6-ciclopentil-4-etil-heptanoico;

Acido 3-amino-6-ciclohexil-4-etil-heptanoico;

Acido 3-amino-7-ciclopropil-4-etil-8-meti-heptanoico;

Acido 3-amino-7-ciclobutil-4-etil-6-metil-heptanoico;

Acido 3-amino-7-ciclopentil-4-etil-6-metil-heptanoico;

Acido 3-amino-7-ciclohexil-4-etil-6-metil-heptanoico;
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Acido 3-amino-8-ciclopropil-4-etiH6-metil-octanoico;

Acido 3-amino-8-ciclobutil-4-eti-6-metil-octanoico;

Acido 3-amino-8-ciclopentil-4-etil-6-metil-octanoico;

Acido 3-amino-8-ciclohexil-4-etit-6-metil-octanoico;

Acido 3-amino-6-(3-cloro-fenil)-4-etil-heptanoico;

Acido 3-amino-6-(3,4-dicloro-fenil)-4-etil-heptanoico;

Acido 3-amino-4-etil-6-(3-trifluorometil-fenil)-heptanoico;
Acido 3-amino-4-etil-6-(4-triflucrometil-fenil)-heptanoico;
Acido 3-amino-7-(3-cloro-fenil)-4-eti-6-metil-heptanoico;
Acido 3-amino-7-(3,4-dicloro-fenil)-4-etil-6-metil-heptanoico;
Acido 3-amino-4-etil-6-metil-7-(3-trifluorometil-fenil}-heptancico;
Acido 3-amino-4-etil-6-metil-7{(4-trifluorometil-fenil)-heptanoico;
Acido 3-amino-8-(3-cloro-fenil)4-etil-6-metil-octanoico;

Acido 3-amino-8-(3,4-dicloro-fenil)4-etil-6-metiloctanoico;
Acido 3-amino-4-etil-8-metil-8-(3-triflucrometil-fenil)-octanoico;
Acido 3-amino-4-etil-6-metil-8-(4-trifluorometil-fenil)-octanoico;
Acido 3-amino-4-metil-heptanoico;

Acido 3-amino-4,6-dimetil-heptanoico;

Acido 3-amino-4,7-dimetil-octanoico;

Acido 3-amino-4,8-dimetil-nonanoico;

Acido 3-amino4-metil-hexanoico;

Acido 3-amino-4-metil-heptanoico;

Acido 3-amino-4-metil-octanoico;

Acido 3-amino-4-metil-nonanoico;

Acido 3-amino-5-ciclopropil-4-metil-pentanoico;

97
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Acido 3-amino-6-ciclopropil-4-metil-hexanoico;
Acido 3-amino-7-ciclopropil-4-meti-heptanoico;
Acido 3-amino-5-ciclobutil-4-metil-pentanoico;
Acido 3-amino-6-ciclobutil-4-metil-hexanoico;
Acido 3-amino-7-ciclobutil-4-metil-heptanoico;
Acido 3-amino-5-ciclopentil-4-metil-pentanoico;
Acido 3-amino-6-ciclopentil-4-metil-hexanoico;
Acido 3-amino-7-ciclopentil-4-metil-heptanoico;
Acido 3-amino-5-ciclohexil-4-metil-pentanoico;
Acido 3-amino-6-ciclohexil-4-metil-hexanoico;
Acido 3-amino-7-ciclohexil-4-meti-heptanoico;
Acido 3-amino-5-ciclopropil-4-etil-pentanoico;
Acido 3-amino-8-ciclopropil-4-etil-hexanoico;
Acido 3-amino-7-ciclopropil-4-etil-heptanoico;
Acido 3-amino-5-ciclobutil-4-etil-pentanoico;
Acido 3-amino-6-ciclobutil-4-etil-hexanoico;
Acido 3-amino-7-ciclobutil-4-etil-heptanoico;
Acido 3-amino-5-ciclopentil-4-etil-pentanoico;
Acido 3-amino-6-ciclopentil-4-etil-hexanoico;
Acido 3-amino-7-ciclopentil-4-etil-heptanoico;
Acido 3-amino-5-ciclohexil-4-etil-pentanoico;
Acido 3-amino-6-ciclohexil-4-etil-hexanoico;
Acido 3-amino-7-ciclohexik4-etil-heptanoico;
Acido 3-amino-4,4,5-trimetil-heptanoico;

Acido 3-amino-4 4,5-trimetil-octanoico;

322
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Acido 3-amino-4,4,5-trimetikhexanoico;

Acido 3-amino-4,5,5-trimeti-heptanoico;

Acido 3-amino-4,5,5-trimetil-octanoico; y

Acido 3-amino-4,5,5-trimetil-hexanoico;

Acido 3-amino-4,5,5-trimetil-hexanoico;

Acido 3-amino-4-metil-5-fenil-pentanoico;

Acido 3-amino-4-metil-6-fenil-hexanoico;

Acido 3-amino-4-metil-7-fenil-heptanoico;

Acido 3-amino-5-(2-cloro-fenil)-4-metil-pentanoico;
Acido 3-amino-5-(3-cloro-fenil)-4-metil-pentanoico;

Acido 3-amino-5-(4-cloro-fenil)-4-metil-pentanoico;

Acido 3-amino-5-(2,4-dicloro-feni!)-4-metil-pentanoico;

Acido 3-amino-5-(3,4-dicloro-fenil)}-4-metil-pentanoico;

Acido 3-amino-4-(2-cloro-bencil)}-hexanoico;
Acido 3-amino-4-(3-cloro-bencil)-hexanoico;
Acido 3-amino-4-(4-cloro-bencil)-hexanoico;
Acido 3-amino-4-(2,4-dicloro-bencil)-hexanoico;
Acido 3-amino-4-(3,4-dicloro-bencil)-hexanoico;
Acido 3-amino-6-(2-cloro-fenil)-4-metil-hexanoico;
Acido 3-amino-8-(3-cloro-fenil)4-metil-hexanoico;

Acido 3-amino-6-(4-cloro-fenil)-4-metil-hexanoico;

Acido 3-amino-6-(2,4-dicloro-fenil)-4-metil-hexanoico;

Acido 3-amino-6-(3,4-dicloro-fenil}-4-metil-hexanoico;

Acido 3-amino-6-(2-cloro-fenil)-4-etil-hexanoico;

Acido 3-amino-6-(3-cloro-fenil)-4-etil-hexanoico;
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Acido 3-amino-6-(4-cloro-fenil)<4-etil-hexanoico;
Acido 3-amino-6-(2,4-dicloro-fenil)-4-etil-hexanoico;
Acido 3-amino-6-(3,4-dicloro-fenil)-4-etil-hexanoico;
Acido 3-amino-7-(2-cloro-fenil)-4-metil-heptanoico;
Acido 3-amino-7-(3-cloro-fenil)}-4-metil-heptanoico;
Acido 3-amino-7-(4-cloro-fenil)-4-metil-heptanoico;
Acido 3-amino-7-(2,4-dicloro-fenil)-4-metil-heptanoico;
Acido 3-amino-7-(3,4-dicloro-fenil)-4-metil-heptanoico;
Acido 3-amino-7-(2-cloro-fenil)-4-etil-heptanoico;
Acido 3-amino-7-(3-cloro-fenil)-4-etil-heptanoico;
Acido 3-amino-7-(4-cloro-fenil)4-etil-heptanoico;
Acido 3-amino-7-(2,4-dicloro-fenil)-4-etil-heptanoico;
Acido 3-amino-7-(3,4-dicloro-fenil)-4-etil-heptanoico;
Acido 2-'aminometil—4—(2—ﬂuoro—fenil)—pentanoico;
Acido 2-aminometil-4-(3-fluoro-fenil)-pentanoico;
Acido 2-aminometil-4-(4-fluoro-fenif)-pentanoico;
Acido 2-aminometil-4-(2, 3-diflucro-fenil)-pentanoico;
Acido 2-aminometil-4-(2,4-difluoro-fenil)-pentanoico;
Acido 2-aminometil-4-(2,5-difluoro-fenil)-pentanoico;
Acido 2-aminometil-4-(2,6-difluoro-fenil)-pentanoico:;
Acido 2-aminometil-4-(3,4-difluoro-fenil)-pentanoico;
Acido 2-aminometil-4-(3,5-difluoro-fenif)-pentanoico;
Acido 2-aminometil-4-(2, 3 ,4-trifluoro-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,5-trifluoro-fenil)-pentanoico;

Acido 2-aminometil-4-(2,3,6-triflucro-fenil)-pentanoico;

327
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Acido 2-aminometil-4-(2,4,6-trifluoro-fenil)-pentancico;
Acido 2-aminometil-4-(2,3 4,5-tetrafluoro-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,4,6-tetrafluoro-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,5,6-tetrafluoro-fenil)-pentanoico;
Acido 2-aminometil-4-pentafluorofenil-pentanoico;

Acido 2-aminometil-4-(2-fluoro-fenil)-hexanoico;

Acido 2-aminometil-4-(3-fluoro-fenil)-hexanoico;

Acido 2-aminometil-4-(4-fluoro-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3-difluoro-fenil)-hexanoico;

Acido 2-aminometil-4-(2,4-difluoro-fenil)-hexanoico;

Acido 2-aminometil-4-(2,5-difluoro-fenil)-hexanoico;

Acido 2-aminometil-4-(2,6-difluoro-fenil)-hexanoico;

Acido 2-aminometil-4-(3,4-difluoro-fenil)-hexanoico;

Acido 2-aminometil-4-(3,5-diflucro-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3,4-trifluoro-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,5-trifluoro-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,6-trifluoro-fenil)-hexanoico;
Acido 2-aminometil-4-(2,4,6-trifluoro-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,4,5-tetrafluoro-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,4,6-tetrafluoro-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,5,6-tetrafluoro-fenil)-hexanoico;
Acido 2-aminometil-4-pentafluorofenil-hexanoico;

Acido 2-aminometil-5-(2-fluoro-fenil)-4-metil-pentanoico:;
Acido 2-aminometil-5-(3-fluoro-fenil)-4-metil-pentanoico;

Acido 2-aminometil-5-(4-fluoro-fenil)-4-metil-pentanoico;

276
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Acido 2-aminometil-5-(2, 3-difluoro-fenil)}-4-metil-pentanoico;

Acido 2-aminometii-5-(2, 4-difluoro-fenii)-4-metil-pentanoico;

Acido 2-aminometil-5-(2,5-difluoro-fenil)-4-metil-pentanoico;

Acido 2-aminometil-5-(2,6-difluoro-fenil)-4-metil-pentanoico;

Acido 2-aminometil-5-(3,4-difluoro-fenil)-4-metil-pentanoico;

Acido 2-aminometil-5-(3,5-difluoro-fenil)-4-metil-pentanocico;

Acido 2-aminometil-4-metil-5-(2,3,4-trifluoro-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3, 5-trifluoro-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2, 3,6-trifluoro-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-trifluoro-fenil)-pentanaico;
Acido 2-aminometil-4-metil-5-(2,3,4,5-tetrafluoro-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,4,6-tetrafluoro-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,5,6-tetrafluoro-fenil)-pentanoico; ]
Acido 2-5minometil—4-metiI-5-pentaﬂuorofenil-pentanoico;

Acido 2-aminometil-5-(2-fluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(3-fluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(4-fluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(2, 3-difluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(2,4-difluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(2,5-difluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(2,6-difluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(3,4-difluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(3,5-difluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-4-metil-5-(2,3,4-trifluoro-fenil)-hexanoico;

Acido 2-aminometil-4-metil-5-(2,3,5-trifluoro-fenil)-hexanoico;
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Acido 2-aminometil-4-metil-5-(2,3,6-trifluoro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-triflucro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4,5-tetrafluoro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4,6-tetrafluoro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,5,6-tetrafluoro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-pentaflucrofenil-hexanoico;

Acido 2-aminometil-6-(2-fluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-6-(3-fluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-6-(4-fluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-6-(2,3-difluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-6-(2,4-difluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-6-(2,5-difluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-6-(2,6-diflucro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-6-(3,4-difluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-6-(3,5-difluoro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-4-metil-6-(2, 3,4-trifluoro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3, 5-trifluoro-fenil}-hexanoico;
Acido 2-aminometil-4-metil-6-(2, 3,6-trifluoro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,4,6-trifluoro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,4,5-tetrafluoro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,4,6-tetrafluoro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,5,6-tetrafiuoro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-8-pentafluorofenil-hexanoico;

Acido 2-aminometil-5-(2-fluoro-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(3-fluoro-fenil}-4-etil-pentanoico;
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Acido 2-aminometil-5-(4-fluoro-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(2,3-diflucro-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(2,4-difluoro-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(2,5-difluoro-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(2,6-difluoro-fenil)}4-etil-pentanoico;

Acido 2-aminometil-5-(3,4-difluoro-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(3,5-difluoro-fenil)-4-etil-pentanoico;

Acido 2-aminometil-4-etil-5-(2,3,4-trifluoro-fenil)}-pentancico;
Acido 2-aminometil-4-etil-5-(2,3,5-trifluoro-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,6-trifluoro-fenil)}-pentanoico;
Acido 2-aminometil-4-etil-5-(2,4,6-trifluoro-fenil)-pentanoico;
Acido 2-aminometi|—l4—etil-5-(2,3,4,5—tetraﬂuoro—fenil)-pentanoioo;
Acido 2-aminometil-4-etil-5-(2,3,4,6-tetrafluoro-fenil)-pentanoico;
Acido Z-hminometil4etil-5-(2,3,5,6-tetraﬂuoro-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-pentafluorofenil-pentanoico;

Acido 2-aminometil-6-(2-fluoro-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(3-flucro-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(4-fluoro-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(2,3-difluoro-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(2,4-difluoro-fenil)-4-etil-hexancico;

Acido 2-aminometil-8-(2,5-difluoro-fenil)-4-eti-hexanoico;

Acido 2-aminometil-6-(2,6-difluoro-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(3,4-difluoro-fenil)4-eti-hexanoico;

Acido 2-aminometil-6-(3,5-difluoro-fenil)-4-etil-hexanocico;

Acido 2-aminometil-4-etil-8-(2,3,4-trifluoro-fenil)-hexanoico;

37/
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Acido 2-aminometil-4-etil-6-(2,3,5-trifluoro-fenil)-hexanoico;

Acido 2-aminometil-4-etil-6-(2,3,6-trifluoro-fenil)-hexanoico;

Acido 2-aminometi|-4-etil—6-(2,4,B-triﬂuoro-fenil)-he);anoico;

Acido 2-aminometil-4-etil-6-(2,3,4,5-tetrafluoro-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,4,6-tetrafluoro-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,5,6-tetrafluoro-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-pentafluorofenil-hexanoico;

Acido 2-aminometil-7-(2-fluoro-fenil)-4-metil-heptanoico;

Acido 2-aminometil-7-(3-fluoro-fenil)-4-metil-heptanoico;

Acido 2-aminometil-7-(4-fluoro-fenil)-4-metil-heptanoico;

Acido 2-aminometil-7-(2, 3-difluoro-fenil)-4-metil-heptanoico;

Acido 2-aminometil-7-(2,4-difluoro-fenil)-4-metil-heptanoico;

Acido 2-aminometil-7-(2,5-difluoro-fenil)-4-metil-heptanoico;

Acido 2-aminometil-7-(2,6-difluoro-fenil)}-4-metil-heptanoico;

Acido 2-aminometil-7-(3,4-difluoro-fenil)-4-metil-heptanoico;

Acido 2-aminometil-7-(3, 5-diflucro-fenil)-4-metil-heptanoico;

Acido 2-aminometil-4-metil-7-(2,3,4-trifluoro-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,5-triflucro-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,8-trifluoro-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,4,8-trifluoro-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,4,5-tetrafluoro-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,4,6-tetrafluoro-fenif)-heptanoico:;
Acido 2-aminometil-4-metil-7-(2,3,5,6-tetrafluoro-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-pentafiuorafenil-heptanoico;

Acido 2-aminometil-7-(2-flucro-fenil)-4-etil-heptanoico;



10

15

20

25

154

Acido 2-aminometil-7-(3-fluoro-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(4-fluoro-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(2,3-difluoro-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(2,4-difluoro-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(2,5-difluoro-fenif)-4-etil-heptanoico;

Acido 2-aminometil-7-(2,6-diflucro-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(3,4-difluoro-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(3,5-difluoro-fenil)-4-etil-heptanoico;

Acido 2-aminometil4-etil-7-(2,3,4-trifluoro-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,5-trifluoro-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,6-trifluoro-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,4,6-trifluoro-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,4,5-tetrafluoro-fenil)-heptanoico;
Acido 2-'aminometil-4-etil—7—(2,3.4,6-tetraﬂuoro-fgniI)-heptanoioo;
Acido 2-aminometil-4-etil-7-(2,3,5,6-tetrafluoro-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-pentafluorofenil-heptanoico;

Acido 2-aminometil-4-(2-cloro-fenil)-pentanoico;

Acido 2-aminometil-4-(3-cloro-fenil)-pentanoico;

Acida 2-aminometil-4-(4-cloro-fenil)-pentanoico;

Acido 2-aminometil-4-(2,3-dicloro-fenil)-pentanoico;

Acido 2-aminometil-4-(2,4-dicloro-fenil)-pentanoico;

Acido 2-aminometil-4-(2,5-dicloro-fenil)-pentanoaico;

Acido 2-aminometil-4-(2,6-dicloro-fenil)-pentanoico;

Acido 2-aminometil-4-(3,4-dicloro-fenil)-pentanoico;

Acido 2-aminometil-4-(3,5-dicloro-fenil)-pentanoico;

937
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Acido 2-aminometil-4-(2,3,4-tricloro-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,5-tricloro-fenil)-pentanoico;
Acido 2-aminometil4~(2,3,6-tricloro-fenil)-pentanoico;
Acido 2-aminometil-4-(2,4,6-tricloro-fenif)-pentanoico;
Acido 2-aminometil-4-(2,3,4,5-tetracioro-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,4,6-tetracloro-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,5,6-tetracloro-fenil)-pentanoico;
Acido 2-aminometil-4-pentaclorofenil-pentanoico;

Acido 2-aminometil-4-(2-cloro-fenil)-hexanoico;

Acido 2-aminometil-4-(3-cloro-fenil)-hexanoico;

Acido 2-aminometil-4-(4-cloro-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3-dicloro-fenil)-hexanoico;

Acido 2-aminometil-4-(2,4-dicloro-fenil)-hexanoico;

Acido 2-aminometil-4-(2,5-dicloro-fenil)-hexanoico;

Acido 2-aminometil-4-(2,6-dicloro-fenil}-hexanoico;

Acido 2-aminometil-4-(3,4-dicloro-fenil)-hexanoico;

Acido 2-aminometil-4-(3,5-dicloro-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3,4-tricloro-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,5-tricloro-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,6-tricloro-fenif)-hexanoico;
Acido 2-aminometil-4-(2,4,6-tricloro-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,4,5-tetracloro-fenil)-hexanoico;
Acido 2-aminometil4-(2,3,4,6-tetracloro-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,5,6-tetracloro-fenil)-hexanoico;

Acido 2-aminometil-4-pentaclorofenil-hexanoico;
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Acido 2-aminometil-5-(2-cloro-fenil)}-4-metil-pentanoico;

Acido 2-aminometil-5-(3-cloro-fenil)-4-metil-pentanoico;

Acido 2-aminometil-5-(4-cloro-fenil)-4-metil-pentanoico;

Acido 2-aminometil-5-(2, 3-dicloro-fenil}4-metil-pentanoico;

Acido 2-aminometil-5-(2,4-dicloro-fenil)-4-metil-pentanoico;

Acido 2-aminometil-5-(2,5-dicloro-fenil)}-4-metil-pentanoico;

Acido 2-aminometil-5-(2,6-dicloro-fenil)-4-metil-pentanoico;

Acido 2-aminometil-5-(3,4-dicloro-fenil)-4-metil-pentanoico;

Acido 2-aminometil-5-(3,5-dicloro-fenil)-4-metil-pentanoico;

Acido 2-aminometil-4-metil-5-(2,3,4-tricloro-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-tricloro-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,6-tricloro-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-tricloro-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,4,5-tetracloro-fenil)-pentanaico;
Acido 2-aminometil-4-metil-5-(2,3,4,6-tetracloro-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,5,68-tetracloro-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-pentaclorofenil-pentanoico;

Acido 2-aminometil-5-(2-cloro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(3-cloro-fenil)}-4-metil-hexanoico;

Acido 2-aminometil-5-(4-cloro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(2, 3-dicloro-fenii)}-4-metil-hexanoico;

Acido 2-aminometil-5-(2,4-dicloro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(2,5-dicloro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(2,6-dicloro-fenil)4-metil-hexanoico;

Acido 2-aminometil-5-(3,4-dicloro-fenil)-4-metil-hexanoico;
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Acido 2-aminometil-5-(3,5-dicloro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-4-metil-5-(2,3,4-tricloro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-tricloro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,8-tricloro-fenil)-hexanoico:;
Acido 2-aminometil-4-metil-5-(2,4,6-tricloro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4,5-tetracloro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4,6-tetracloro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,5,6-tetracloro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-pentaclorofenil-hexanoico;

Acido 2-aminometil-5-(2-cloro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(3-cloro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(4-cloro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(2,3-dicloro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(2,4-dicloro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(2,5-dicloro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(2,6-dicloro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(3,4-dicloro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(3,5-dicloro-fenil)-4-metil-hexanoico;

Acido 2-aminometil-4-metil-5-(2,3,4-tricloro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-tricloro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,6-tricloro-fenil)-hexanoico;
Acido-2-aminometil—4-metil—5—(2,4,6—tric|oro—fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4,5-tetracloro-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4,6-tetracloro-fenil)-hexanoico;

Acido 2-aminometil-4-metil-5-(2,3,5,6-tetracloro-fenil)-hexanoico;

P
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Acido 2-aminometil-4-metil-5-pentaclorofenil-hexanoico;

Acido 2-aminometil-5-(2-cloro-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(3-cloro-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(4-cloro-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(2,3-dicloro-fenil)4-etil-pentanocico;

Acido 2-aminometil-5-(2,4-dicloro-fenil)}-4-etil-pentanoico;

Acido 2-aminometil-5-(2,5-dicloro-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(2,8-dicloro-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(3 4-dicloro-fenil)}-4-etil-pentanoico;

Acido 2-aminometil-5-(3, 5-dicloro-fenil)-4-etil-pentanoico;

Acido 2-aminometil-4-etil-5-(2,3,4-tricloro-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5-tricloro-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2, 3,6-tricloro-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,4,6-tricloro-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4,5-tetracloro-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4,6-tetracloro-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5,6-tetracloro-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-pentaclorofenil-pentanoico;

Acido 2-aminometil-6-(2-cloro-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(3-cloro-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(4-cloro-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(2,3-dicloro-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(2,4-dicloro-fenil)4-etil-hexanoico;

Acido 2-aminometil-6-(2,5-dicloro-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(2,8-dicloro-fenil)4-etil-hexanoico;
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Acido 2-aminometil-6-(3,4-dicloro-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(3,5-dicloro-fenil)-4-etil-hexanoico;

Acido 2-aminometil-4-etil-8-(2,3,4-tricloro-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6~(2,3,5-tricloro-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,6-tricloro-fenil)-hexanoico:
Acido 2-aminometil-4-etil-6-(2,4,6-tricloro-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,4,5-tetracloro-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,4,6-tetracloro-fenil)-hexanoico;
Acido 2-aminometil—4—etiI-6-(2,3.5,6—tetracloré-fenil)-hexanoico;
Acido 2-aminometil-4-etil-8-pentaclorofenil-hexanoico;

Acido 2-aminometil-7-(2-cloro-fenil)4-metil-heptanoico;

Acido 2-aminometil-7-(3-cloro-fenil)-4-metil-heptanoico;

Acido 2-aminometil-7-(4-cloro-fenil)-4-metil-heptanoico;

Acido 2-'aminometil-7-(2,3—dicloro—fenil)-4-metil-heptanoioo;
Acido 2-aminometil-7-(2,4-dicloro-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,5-dicloro-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,6-dicloro-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3,4-dicloro-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3,5-dicloro-fenil)-4-metil-heptanoico;
Acido 2-aminometil-4-metil-7~(2,3,4-tricloro-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,5-tricloro-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,6-tricloro-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,4,6-tricloro-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,4, 5-tetracloro-fenil)-heptanoico:

Acido 2-aminometil-4-metil-7-(2,3,4,6-tetracloro-fenil)-heptanoico;
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Acido 2-aminometil-4-metil-7-(2,3,5,6-tetracloro-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-pentaclorofenil-heptanoico;

Acido 2-aminometil-7-(2-cloro-fenil)4-eti-heptanoico;

Acido 2-aminometil-7-(3-cloro-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(4-cloro-fenif)}-4-etil-heptanoico;

Acido 2-aminometil-7-(2,3-dicloro-fenil)-4-etil-heptanoico; |
Acido 2-aminometil-7-(2,4-dicloro-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(2,5-dicloro-fenil)-4-etil-heptanoico:

Acido 2-aminometil-7-(2,6-dicloro-fenil)-4-etil-heptanoico;

Acido 2—aminometil—?—(3,4—dicloro-fenil)-4-etil—héptanoico;

Acido 2-aminometil-7-(3,5-dicloro-fenil)-4-etil-heptanoico;

Acido 2-aminometil-4-etil-7-(2,3,4-tricloro-fenif)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,5-tricloro-fenil)}-heptanoico;
Acido 2-éminometil-4-etil-7-(2,3.B-tricloro-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,4,6-tricloro-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,4,5-tetracloro-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,4,6-tetracloro-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,5,6-tetracloro-fenil)-heptanoico;
Acido 2-aminometil4-etil-7-pentaciorofenil-heptanoico;

Acido 2-aminometil-4-(2-metoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(3-metoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(4-metoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(2, 3-dimetoxi-fenil}-pentanoico;

Acido 2-aminometil-4-(2,4-dimetoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(2,5-dimetoxi-fenil)-pentanoico;
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Acido 2-aminometil-4-(2,6-dimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(3,4-dimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(3,5-dimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,4-trimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,5-trimetoxi-fenil)-pentanoico;
Acido 2-aminometil4-(2,3,6-trimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,4,6-trimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2-metoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(3-metoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(4-metoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3-dimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-(2,4-dimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-(2,5-dimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-(2,6-dimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-(3,4-dimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-(3,5-dimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,4-trimetoxi-fenif)-hexanoico;
Acido 2-aminometil-4-(2,3,5-trimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,6-timetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-(2,4,6-trimetoxi-fenil)-hexanoico;
Acido 2-aminometil-5-(2-metoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(3-metoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(4-metoxi-fenil)4-metil-pentanoico;
Acido 2-aminometil-5-(2,3-dimetoxi-fenil)-4-metil-pentanoico;

Acido 2-aminometil-5-(2,4-dimetoxi-fenil)-4-metil-pentanoico;

340
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Acido 2-aminometil-5-(2,5-dimetoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,8-dimetoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(3,4-dimetoxi-fenil)4-metil-pentanoico;
Acido 2-aminometil-5-(3,5-dimetoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-4-metil-5~(2,3,4-trimetoxi-fenil}-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-trimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,6-trimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-trimetoxi-fenil)-pentanoico;
Acido 2-aminometil-5-(2-metoxi-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(3-metoxi-fenil}-4-metil-hexanoico;

Acido 2-aminometil-5-(4-metoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2, 3-dimetoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2,4-dimetoxi-fenil)-4-metil-hexanoico;
Acido 2-'aminometil-5-(2,5-dimetoxi-feniI)-4-meti|-hexanoico;
Acido 2-aminometil-5-(2,6-dimetoxi-fenil)}-4-metil-hexanoico;
Acido 2-aminometil-5-(3,4-dimetoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(3,5-dimetoxi-fenil}-4-metil-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4-trimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-trimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,8-trimetoxi-fenil)}-hexanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-trimetoxi-fenil)-hexanoico;
Acido 2-aminometil-6-(2-metoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(3-metoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(4-metoxi-fenil)-4-metil-hexanoico;

Acido 2-aminometil-6-(2,3-dimetoxi-fenil)-4-metil-hexanoico;

P74
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Acido 2-aminometil-6-(2,4-dimetoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,5-dimetoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-8-(2,6-dimetoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(3,4-dimetoxi-fenil)}-4-metil-hexanoico;
Acido 2-aminometil-6-(3,5-dimetoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,4-trimetoxi-fenil)}-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,5-trimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,6-trimetoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,4,6-trimetoxi-fenil)-hexanoico;
Acido 2-aminometil-5-(2-metoxi-fenil)4-etil-pentanoico;

Acido 2-aminometil-5-(3-metoxi-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(4-metoxi-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(2,3-dimetoxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,4-dimetoxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,5-dimetoxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,6-dimetoxi-fenil}-4-etil-pentanoico;
Acida 2-aminometil-5-(3 4-dimetoxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(3,5-dimetoxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4-trimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2, 3,5-trimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,6-trimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,4,6-trimetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4,5-tetrametoxi-fenil)-pentanoico;
Acido 2-aminometil4-etil-5-(2, 3,4, 6-tetrametoxi-fenil)-pentanoico;

Acido 2-aminometil-4-etil-5-(2,3,5,6-tetrametoxi-fenil)-pentanoico;
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Acido 2-aminometil-4-etil-5-pentametoxifenil-pentanoico;
Acido 2-aminometil-6-{2-metoxi-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(3-metoxi-fenil}-4-eti-hexanoico;

Acido 2-aminometil-8-(4-metoxi-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(2,3-dimetoxi-fenil)4-etil-hexanoico;
Acido 2-aminometil-8-(2,4-dimetoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(2,5-dimetoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(2,6-dimetoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(3,4-dimetoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(3,5-dimetoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,4-trimetoxi-fenil)-hexanoico;
Acido 2-aminometill-4-etil-6-(2,3.5-trimetoxi—fenil)—hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,6-trimetoxi-fenil)-hexanoico;
Acido 2-'aminometil—4-etil-6-(2,4.6-trimetoxi-fenil)-hexanoico;
Acido 2-aminometil-7-(2-metoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3-metoxi-fenil}-4-metil-heptanoico;
Acido 2-aminometil-7-(4-metoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2, 3-dimetoxi-fenil)}-4-metil-heptanoico;
Acido 2-aminometil-7-(2,4-dimetoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,5-dimetoxi-fenil}-4-metil-heptanoico;
Acido 2-aminometil-7-(2,6-dimetoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3,4-dimetoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3,5-dimetoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,4-trimetoxi-fenil)-heptanoico;

Acido 2-aminometil-4-metil-7-(2, 3,5-trimetoxi-fenil)-heptanoico;

3
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Acido 2-aminometil-4-metil-7-(2,3,6-trimetoxi-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,4,6-trimetoxi-fenil)-heptanoico;
Acido 2-aminometil-7-(2-metoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(3-metoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometii-7-(4-metoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(2, 3-dimetoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(2,4-dimetoxi-fenil)4-etil-heptanoico;
Acido 2-aminometil-7-(2,5-dimetoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(2,6-dimetoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(3,4-dimetoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(3,5-dimetoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,4-trimetoxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,5-trimetoxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,6-trimetoxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,4,6-trimetoxi-fenil)-heptanoico;
Acido 2-aminometil-4-(2-trifluorometil-fenif)-pentanoico;
Acido 2-aminometil-4-(3-trifluorometil-fenil)-pentancico;
Acido 2-aminometil-4-(4-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3-di-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil-4-(2,4-di-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil-4-(2,5-di-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil-4-(2,6-di-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil-4-(3,4-di-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil-4-(3,5-di-trifluorometil-fenil)-pentanoico;

Acido 2-aminometil-4-(2,3,4-tri-trifluorometil-fenil)-pentanoico;
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Acido 2-aminometil-4-(2,3,5-tri-triflucrometil-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,6-tri-trifluorometil-fenit)-pentanoico;
Acido 2-aminometil-4-(2,4,6-tri-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil-4-(2-trifluorometil-fenil)-hexanoico;

Acido 2-aminometil-4-(3-trifluorometil-fenif)-hexanoico;

Acido 2-aminometil-4-(4-triflucrometil-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3-di-trifluorometil-fenil)-hexanoico;

Acido 2-aminometil-4-(2,4-di-trifluorometil-fenil)-hexanoico;

Acido 2-aminometil-4-(2,5-di-trifluorometil-fenil)-hexanoico;

Acido 2-aminometil-4-(2,6-di-trifluorometil-fenil)-hexanoico;

Acido 2-aminometil-4-(3,4-di-trifluorometil-fenil)-hexanoico;

Acido 2-aminometil-4-(3,5-di-trifluorometil-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3,4-tri-trifluorometil-fenil)-hexanoico;
Acido 2 aminometil-4-(2,3,5-tri-triflucrometil-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,6-tri-trifluorometil-fenil)-hexanoico;

Acido 2-aminometil-4-(2,4,6-tri-trifluorometil-fenil)-hexanaico;
Acido 2-aminometil-5-(2-trifluorometil-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(3-trifluorometil-fenif)}-4-metil-pentanoico;
Acido 2-aminometil-5-(4-trifluorometil-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,3-di-trifluorometil-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,4-di-trifluorometil-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,5-di-trifluorometil-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,6-di-trifluorometil-fenil)-4-metil-pentanocico;
Acido 2-aminometil-5-(3,4-di-trifluorometil-fenil)-4-metil-pentanoico;

Acido 2-aminometil-5-(3,5-di-trifluorometil-fenil)4-metil-pentanoico;
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Acido 2-aminometil—4—metil—5-(2.3,4—tn'-triﬂuorometil-fenil)—péntanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-tri-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,6-tri-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-tri-triflucrometil-fenil)-pentanocico;
Acido 2-aminometil-5-(2-trifluorometil-fenil}-4-metil-hexanoico;

Acido 2-aminometil-5-(3-trifluorometil-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(4-trifluorometil-fenit)-4-metil-hexanoico;

Acido 2-aminometil-5-(2,3-di-trifluorometil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2,4-di-trifluorometil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2,5-di-trifluorometit-fenil)-4-meti-hexanoico;
Acido 2-aminometil-5-(2,8-di-trifluorometil-fenif)-4-metil-hexanoico;
Acido 2-aminometil-5-(3,4-di-trifluorometil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(3, 5-di-trifluorometil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4-tri-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3, 5-tri-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,6-tri-triflucrometil-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-tri-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-6-(2-triflucrometil-fenil)-4-metil-hexanoico;

Acido 2-aminometil-8-(3-trifluorometil-fenil)-4-metil-hexanoico;

Acido 2-aminometil-8-(4-triflucrometil-fenil)-4-metil-hexanoico;

Acido 2-aminometil-6-(2,3-di-triflucrometil-fenif)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,4-di-trifluorometil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,5-di-trifluorometil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,6-di-triflucrometil-fenil)-4-metil-hexanoico;

Acido 2-aminometil-6-(3,4-di-trifluorometil-fenil)-4-metil-hexanoico;
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Acido 2-aminometil-6-(3,5-di-trifluorometil-fenii}-4-metil-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,4-tri-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,5-tri-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,6-tri-triflucrometil-fenil}-hexanoico;
Acido 2-aminometil-4-metil-6-(2,4,6-tri-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-5-(2-trifluorometil-fenil)4-etil-pentanoico;
Acido 2-aminometil-5-(3-trifluorometil-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(4-trifluorometil-fenif)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,3-di-trifluorometil-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,4-di-trifluorometil-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,5-di-trifluorometil-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,6-di-trifluorometil-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(3,4-di-trifluorometil-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(3,5-di-triflucrometil-fenil)4-etil-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4-tri-triflucrometil-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2, 3, 5-tri-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,6-tri-trifluorometil-fenil)-pentancico;
Acido 2-aminometil-4-etil-5-(2,4,6-tri-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4,5-tetra-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4,6-tetra-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5,6-tetra-trifluorometil-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-penta-triflucrometilfenil-pentancico;
Acido 2-aminometil-6-(2-trifluorometil-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(3-trifluorometil-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(4-triflucrometil-fenil)-4-etil-hexanoico;

307
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Acido 2—aminometil—6-(2.3-di-triﬂuorometil-feniI)-4-etiI-hexarlloico;
Acido 2-aminometil-6-(2,4-di-trifluorometil-fenil)-4-etil-hexanoico;
Acido 2-aminometil-8-(2,5-di-trifluorometil-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(2,6-di-trifluorometil-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(3,4-di-trifluorometil-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(3,5-di-trifluorometil-fenil)-4-etil-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,4-tri-triflucrometil-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2, 3,5-tri-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,6-tri-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,4,6-tri-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-7-(2-trifluorometil-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3-trifluorometil-fenil)-4-metil-heptanoico;

Acido 2-aminometil-7-(4-trifluorometil-fenil)-4-metil-heptanoico;

Acido 2-aminometil-7-(2,3-di-trifluorometil-fenil)-4-metil-heptanoico;
Acido é—aminometi|-7-(2,4—di-triﬂuorometil-fenil)-4—metil-heptanoico;
Acido 2-aminometil-7-(2,5-di-trifluorometil-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,6-di-triflucrometil-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3,4-di-triflucrometil-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3,5-di-trifluorometil-fenil)-4-metil-heptancico;
Acido 2-aminometil-4-metil-7-(2,3,4-tri-trifluorometil-fenil)}-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,5-tri-trifluorometil-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,6-tri-trifluorometil-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,4,6-tri-trifluorometil-fenil)-heptanoico;
Acido 2-aminometil-7-(2-trifluorometil-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(3-triflucrometil-fenil)-4-etil-heptanoico:;

347
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Acido 2-aminometil-7-(4-trifluorometil-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(2,3-di-trifluorometil-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(2,4-di-triflucrometil-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(2,5-di-trifluorometil-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(2,6-di-trifluorometil-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(3,4-di-triffuorometil-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(3,5-di-trifluorometil-fenil)-4-eti-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,4-tri-trifluorometil-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,5-tri-trifluororetil-fenif)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,8-tri-triflucrometil-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,4,6-tri-trifluorometil-fenil)-heptanoico;
Acido 2-aminometil-'4-(2-triﬂuorometoxi—fenil)-pentanoico;

Acido 2-aminometil-4-(3-trifluorometoxi-fenil)-pentanoico:;

Acido 2-aminometil-4-(4-trifluorometoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(2,3-di-trifluorometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,4-di-trifluorometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,5-di-trifluorometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,6-di-trifluorometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(3,4-di-triflucrometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(3,5-di-triflucrometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2, 3,4-ti-trifluorometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,5-tri-trifluorometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,6-tri-trifluorometoxi-fenil}-pentanoico;
Acido 2-aminometil-4-(2,4,6-tri-triflucrometoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(2-trifluorometoxi-fenil)-hexanoico;

e d
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Acido 2-aminometil-4-(3-trifluorometoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(4-trifluorometoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3-di-trifluorometoxi-fenif)-hexanoico;

Acido 2-aminometil-4-(2,4-di-trifluorometoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,5-di-trifluorometoxi-fenil)-hexanoico;

Acido 2-aminometil4-(2,6-di-trifluorometoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(3,4-di-trifluorometoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(3,5-di-trifluorometoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3,4-tri-trifluorometoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3,5-tri-trifluocrometoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3,6-tri-trifluorometoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,4,6-tri-trifluorometoxi-fenil)-hexanoico;

Acido 2-aminor-netiI-5—(2-tr'rﬂuorometoxi-feniI)-4-metil-pentanoico;

Acido 2-aminometil-5-(3-trifluorometoxi-fenil)-4-metil-pentanoico;

Acido 2-aminometil-5-(4-trifluorometoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,3-di-trifluorometoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,4-di-trifluorometoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,5-di-trifluorometoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,6-di-triflucrometoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(3,4-di-trifluorometoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(3,5-di-trifluorometoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,4-tri-triflucrometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-tri-triflucrometoxi-fenif)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,6-tri-trifluorometoxi-fenil)-pentanoico;

Acido 2-aminometil-4-metil-5-(2,4,6-tri-trifluorometoxi-fenil)-pentanoico;
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Acido 2-aminometil-5-(2-trifluorometoxi-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(3-trifluorometoxi-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(4-trifluorometoxi-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(2, 3-di-trifluorometoxi-fenil)-4-etil-pentancico;
Acido 2-aminometil-5-(2,4-di-triflucrometoxi-fenil}-4-etil-pentanoico:
Acido 2-aminometil-5-(2,5-di-trifluorometoxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,6-di-trifluorometoxi-fenil)<4-etil-pentanoico;
Acido 2-aminometil-5-(3,4-di-trifluorometoxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(3,5-di-trifluorometoxi-fenil)-4-etil-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4-tri-trifluorometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2, 3, 5-tri-trifluorometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2, 3,6-tri-trifluorometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,4,6-tri-trifluorometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4,5-tetrafluorometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2, 3,4,6-tetrafluorometoxi-fenif)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5,6-tetrafluorometoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-penta-triflucrometoxifenil-pentanoico;
Acido 2-aminometil-5-(2-trifluorometoxi-fenif)-4-metil-hexanoico;

Acido 2-aminometil-5-(3-trifluorometoxi-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(4-trifluorometoxi-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(2,3-di-trifluorometoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2,4-di-trifluorometoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2, 5-di-trifluorometoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2,6-di-trifluorometoxi-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(3,4-di-trifluorometoxi-fenil)-4-metil-hexanoico;
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Acido 2-aminometil-5-(3,5-di-trifluorometoxi-fenil)4-metil-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4-tri-trifluorometoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-tri-trifluorometoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2, 3,6-tri-trifluorometoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-tri-trifluorometoxi-fenil)-hexanoico;
Acido 2-aminometil-6-(2-trifluorometoxi-fenil)-4-metil-hexanoico;

Acido 2-aminometil-6-(3-trifluorometoxi-fenil)-4-metil-hexanoico;

Acido 2-aminometil-6-(4-trifluorometoxi-fenil)-4-metil-hexanoico;

Acido 2-aminometil-8-(2,3-di-triflucrometoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,4-di-trifluorometoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,5-di-trifluorometoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometill-6-(2,6—di-tn'ﬂuorometoxi—feniI)-4-metiI-hexanoico;
Acido 2-aminometil-6-(3,4-di-trifluorometoxi-fenil)-4-metil-hexanocico;
Acido 2—'aminometiI-6-(3,5—di—triﬂuorometoxi—fenil)-4—metil—hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,4-tri-trifluorometoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2, 3, 5-tri-trifluorometoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,6-tri-trifluorometoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,4,6-tri-trifluorometoxi-fenil)-hexanoico;
Acido 2-aminometil-6-(2-trifluorometoxi-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(3-trifluorometoxi-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(4-trifluorometoxi-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(2,3-di-trifluorometoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(2,4-di-trifluorometoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(2,5-di-trifluorometoxi-fenil)4-etil-hexanoico;

Acido 2-aminometil-6-(2,6-di-trifluorometoxi-fenil)-4-etil-hexanoico;

Py
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Acido 2-aminometil-6-(3,4-di-trifluorometoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(3,5-di-trifluorometoxi-fenil)4-etil-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,4-tri-trifluorometoxi-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2, 3, 5-tri-trifluorometoxi-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,6-tri-triflucrometoxi-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,4,6-tri-trifluorometoxi-fenil)-hexanoico;
Acido 2-aminometil-7-(2-trifluorometoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3-trifluorometoxi-fenil}-4-metil-heptanoico;

Acido 2-aminometil-7-(4-trifluorometoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,3-di-trifluorometoxi-fenil)4-metil-heptanoico;
Acido 2-aminometil-7-(2,4-di-trifluorometoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,5-di-triflucrometoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,6-di-trifluorometoxi-fenil}-4-metil-heptanoico;
Acido 2-aminometil-7-(3,4-di-trifluorometoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3,5-di-trifluorometoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-4-metil-7-(2, 3,4-tri-triflucrometoxi-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,5-tri-triffuorometoxi-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,6-tri-trifluorometoxi-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,4,6-tri-trifluorometoxi-fenil)-heptanoico;
Acido 2-aminometil-7-(2-trifluorometoxi-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(3-trifluorometoxi-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(4-trifluorometoxi-fenil)-4-etil-heptanaico;

Acido 2-aminometil-7-(2,3-di-trifluorometoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(2,4-di-trifluorometoxi-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(2,5-di-trifluorometoxi-fenil)-4-etil-heptanoico;

Z52
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Acido 2-aminometil-7-(2,6-di-trifluorometoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(3,4-di-trifluorometoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(3,5-di-trifluorometoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,4-tri-trifluorometoxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,5-tri-trifluocrometoxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,6-tri-trifluorometoxi-fenil)-heptanaico;
Acido 2-aminometil-4-etil-7-(2,4,6-tri-triflucrometoxi-fenil)-heptanoico;
Acido 2-aminometil-4-(2-etoxi-fenil)-pentanoico;

Acido 2—aminometil-4-(3—etoxi—feniI)-pentanoiéo;

Acido 2-aminometil-4-(4-etoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(2,3-dietoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(2,4-dietoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(2,5-dietoxi-fenil)-pentanoico;

Acido 2-:'=Iminometil-4-(2,6—dietoxi—fenil)-pentanoico;

Acido 2-aminometil-4-(3,4-dietoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(3,5-dietoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(2,3,4-trietoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(2,3,5-trietoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(2,3,6-trietoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(2,4,6-trietoxi-fenil)-pentanoico;

Acido 2-aminometil-4-(2-etoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(3-etoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(4-etoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3-dietoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,4-dietoxi-fenil)-hexanocico;
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Acido 2-aminometil-4-(2,5-dietoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,6-dietoxi-fenil}-hexanoico;

Acido 2-aminometil-4-(3,4-dietoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(3,5-dietoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3,4-trietoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3,5-trietoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3,6-trietoxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,4,6-trietoxi-fenil)-hexanoico;

Acido 2-aminometil-5-(2-etoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(3-etoxi-fenil}-4-metil-pentanoico;
Acido 2-aminometil-5-(4-etoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,3-dietoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,4-dietoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,5-dietoxi-fenil}-4-metil-pentanoico;
Acido 2-aminometil-5-(2,6-dietoxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(3,4-dietoxi-fenil}~4-metil-pentanoico;
Acido 2-aminometil-5-(3,5-dietoxi-fenil}-4-metil-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,4-trietoxi-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3, 5-trietoxi-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,6-trietoxi-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,4,8-trietoxi-fenil)}-pentanoico;
Acido 2-aminometil-5-(2-etoxi-fenil)-4-etil-pentanaico;

Acido 2-aminometil-5-(3-etoxi-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(4-etoxi-fenil)-4-etil-pentancico;

Acido 2-aminometil-5-(2,3-dietoxi-fenil)4-etil-pentanoico;
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Acido 2-aminometil-5-(2,4-dietoxi-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(2,5-dietoxi-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(2,6-dietoxi-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(3,4-dietoxi-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(3,5-dietoxi-fenil)-4-etil-pentanoico;

Acido 2-aminometil-4-etil-5-(2,3,4-trietoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2, 3, 5-trietoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,6-trietoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,4,6-trietoxi-fenil)-pentanoico;
Acido 2-aminometil-4—etil—5-(2,3.4,5-tetraetoxi—fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4,6-tetraetoxi-fenil)-pentanoico;
Acido 2-aminometi!—l4—etil-5-(2,3,5,B-tetraetoxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-pentaetoxifenil-pentanoico;

Acido 2-'alminometil-s-(2-etoxi-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(3-etoxi-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(4-etoxi-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(2,3-dietoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2,4-dietoxi-fenil}4-metil-hexanoico;
Acido 2-aminometil-5-(2, 5-dietoxi-fenil)}-4-metil-hexanoico;
Acido 2-aminometil-5-(2,6-dietoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(3,4-dietoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(3,5-dietoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4-trietoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-trietoxi-fenil)-hexanoico;

Acido 2-aminometil-4-metil-5-(2,3,6-trietoxi-fenil)-hexanoico;

356
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Acido 2-aminometil-4-metil-5-(2,4,6-trietoxi-fenil-hexanoico;
Acido 2-aminometil-6-(2-etoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(3-etoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(4-etoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-8-(2,3-dietoxi-fenil)}-4-metil-hexanoico;
Acido 2-aminometil-6-(2,4-dietoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,5-dietoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,6-dietoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(3,4-dietoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(3,5-dietoxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-4-metil-8-(2,3,4-trietoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6~(2, 3, 5-trietoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,6-trietoxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-8-(2,4,6-trietoxi-fenil)-hexanoico;
Acido 2-aminometil-6-(2-etoxi-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(3-etoxi-fenil}-4-etil-hexanoico;

Acido 2-aminometil-6-(4-etoxi-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(2,3-dietoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(2,4-dietoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(2,5-dietoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(2,6-dietoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-8-(3,4-dietoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(3,5-dietoxi-fenil)-4-etil-hexanoico;
Acido 2-aminometil-4-etil-8-(2,3,4-trietoxi-fenil)-hexanoico;

Acido 2-aminometil-4-etil-6-(2,3,5-trietoxi-fenil)-hexanoico;
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Acido 2-aminometil-4-etil-6-(2,3,6-trietoxi-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,4,6-trietoxi-fenil)-hexanoico;
Acido 2-aminometil-7-(2-etoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3-etoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(4-etoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,3-dietoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,4-dietoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,5-dietoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,6-dietoxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3,4-dietoxi-fenil)-4-metil-heptanoico:
Acido 2-aminometil-7-(3,5-dietoxi-fenil}-4-metil-heptanoico;
Acido 2-éminometiI'-4-metil-7-(2.3,4-trietoxi—fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3, 5-trietoxi-fenil)-heptanoico:

Acido 2—'aminometil—4-metil-7-(2,3,G-trietoxi-fenil)-heptanoico;

* Acido 2-aminometil-4-metil-7-(2,4,6-trietoxi-fenil)-heptanoico;

Acido 2-aminometil-7-(2-etoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(3-etoxi-fenif)-4-etil-heptanoico;
Acido 2-aminometil-7-(4-etoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(2,3-dietoxi-fenil)-4-eti-heptanoico;
Acido 2-aminometil-7-(2,4-dietoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(2,5-dietoxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(2,6-dietoxi-fenil)}-4-etil-heptanoico;
Acido 2-aminometil-7-(3,4-dietoxi-fenil)4-etil-heptancico;
Acido 2-aminometil-7-(3,5-dietoxi-fenil)-4-etil-heptanoico;

Acido 2-aminometil-4-etil-7-(2,3,4-trietoxi-fenil)-heptanoico;
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Acido 2-aminometil-4-etil-7-(2, 3, 5-trietoxi-fenil)-heptanoico;

Acido 2-aminometil-4-etil-7-(2,3,6-trietoxi-fenil}-heptanoico;
Acido 2-aminometil-4-etil-7-(2,4,6-trietoxi-fenil)-heptanoico;
Acido 2-aminometil-4-(2-metil-fenil)-pentanoico;
Acido 2-aminometil-4-(3-metil-fenil)-pentanoico;
Acido 2-aminometil-4-(4-metil-fenil)-pentancico;
Acido 2-aminometil-4-(2,3-dimetil-fenil)-pentanoico;
Acido 2-aminometil-4-(2,4-dimetil-fenil)-pentanoico;
Acido 2-aminometil-4-(2,5-dimetil-fenil)-pentanoico;
Acido 2-aminometil-4-(2,6-dimetil-fenil)-pentanoico;
Acido 2-aminometil-4-(3,4-dimetil-fenil)-pentanoico;
Acido 2-aminometil-4-(3,5-dimetil-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,4-trimetil-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,5-trimetil-fenil)}-pentanoico;
Acido 2-aminometil-4-(2,3,8-trimetil-fenil)-pentanoico;
Acido 2-aminometil-4-(2,4,6-trimetil-fenil)-pentanoico;
Acido 2-aminometil-4-(2-metil-fenil)-hexanoico;
Acido 2-aminometil-4-(3-metil-fenil)-hexanoico;
Acido 2-aminometil-4-(4-metil-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3-dimetil-fenil)-hexanoico;
Acido 2-aminometil-4-(2,4-dimetil-fenil)}-hexanoico;
Acido 2-aminometil-4-(2,5-dimetil-fenil)-hexanoico;
Acido 2-aminometil-4-(2,6-dimetil-fenil)-hexanoico;
Acido 2-aminometil-4-(3,4-dimetil-fenil)-hexanoico;

Acido 2-aminometil-4-(3,5-dimetil-fenil)-hexanoico;

=7
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Acido 2-aminometil-4-(2,3,4-trimetil-fenil)-hexanoico;

Acido 2-aminometil4-(2,3,5-trimetil-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3,6-trimetil-fenil)-hexanoico;

Acido 2-aminometil-4-(2,4,6-trimetil-fenil)-hexanoico;

Acido 2-aminometil-5-(2-metil-fenil}-4-metil-pentanoico;
Acido 2-aminometil-5-(3-metil-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(4-metil-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,3-dimetil-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,4-dimetil-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,5-dimetil-fenii)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,6-dimetil-fenil)-4-metil-pentanoico;
Acido 2-aminometill—5-(3.4-dimetil—fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(3,5-dimetil-fenil}-4-metil-pentanoico;
Acido 2-aminometil-4-metil-5-(2, 3,4-trimetil-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-trimetil-fenil)-pentanocico;
Acido 2-aminometil-4-metil-5-(2,3,6-trimetil-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-trimetil-fenil)-pentanoico;
Acido 2-aminometil-5-(2-metil-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(3-metil-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(4-metil-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(2,3-dimetil-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,4-dimetil-fenil)-4-etil-pentanoico;
Acido 2-aminometil-5-(2,5-dimetil-fenil}-4-etil-pentanoico;
Acido 2-aminometil-5-(2,6-dimetil-fenil)-4-etil-pentanoico;

Acido 2-aminometil-5-(3,4-dimetil-fenil)-4-etil-pentanoico;
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Acido 2-aminometil-5-(3,5-dimetil-fenil)-4-etil-pentanoico;

Acido 2-aminometil-4-etil-5-(2,3,4-trimetil-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5-trimetil-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,6-trimetil-fenil)-pentanoico;
Acido 2-aminometil-4-etii—5-(2,4,6-trimeti|-fenil)-pentanoioo;
Acido 2-aminometil-4-etil-5-(2, 3,4,5-tetrametil-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4,6-tetrametil-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5,6-tetrametil-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-pentametilfenil-pentanoico;

Acido 2-aminometil-5-(2-metil-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(3-metil-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(4-metil-fenil)-4-metil-hexanoico;

Acido 2-aminometil-5-(2,3-dimetil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2,4-dimetil-fenil)-4-metii-hexanoico;
Acido 2-aminometil-5-(2,5-dimetil-fenil)4-metil-hexanoico;
Acido 2-aminometil-5-(2,6-dimetil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(3,4-dimetil-fenil)4-metil-hexanoico;
Acido 2-aminometil-5-(3,5-dimetil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4-trimetil-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-trimetil-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,6-trimetil-fenil)}-hexanoico;
Acido 2-aminometil-4-metil-5-(2,4,6-trimetil-fenil)-hexanoico;
Acido 2-aminometil-6-(2-metil-fenil)-4-metil-hexanoico;

Acido 2-aminometil-6-(3-metil-fenil}4-metil-hexanoico;

Acido 2-aminometil-6-(4-metil-fenil)-4-metil-hexanoico;

36/
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Acido 2-aminometil-6-(2,3-dimetil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,4-dimetil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,5-dimetil-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,6-dimetil-fenil)}-4-metil-hexanoico;
Acido 2-aminometil-6-(3,4-dimetil-fenil)}-4-metil-hexanoico;
Acido 2-aminometil-6-(3,5-dimetil-fenil}-4-metil-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,4-trimetil-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,5-trimetil-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,6-trimetil-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,4,6-trimetil-fenil)-hexanoico;
Acido 2-aminometil-6-(2-metil-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(3-metil-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(4-metil-fenil)-4-etil-hexanoico;

Acido 2-aminametil-6-(2,3-dimetil-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(2,4-dimetil-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(2,5-dimetil-fenil)-4-etil-hexanoico;
Acido 2-aminometil-6-(2,6-dimetil-fenil}-4-etil-hexanoico;
Acido 2-aminometil-6-(3,4-dimetil-fenil)-4-etil-hexancico;
Acido 2-aminometil-6-(3,5-dimetil-fenil)-4-etil-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,4-trimetil-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,5-trimetil-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,6-trimetil-fenil)-hexanoico;
Acido 2-aminometil-4-eti-6-(2,4,6-trimetil-fenil)-hexanoico;
Acido 2-aminometil-7-(2-metil-fenil)-4-metil-heptanoico;

Acido 2-aminometil-7-(3-metil-fenil}4-metil-heptanoico;

262
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Acido 2-aminometil-7-(4-metil-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,3-dimetil-fenil}-4-metil-heptanoico;
Acido 2-aminometil-7-(2,4-dimetil-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,5-dimetil-fenil)4-metil-heptanoico;
Acido 2-aminometil-7-(2,6-dimetil-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3,4-dimetil-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3,5-dimetil-fenil)-4-metil-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,4-trimetil-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,5-trimetil-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,6-trimetil-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,4,6-trimetil-fenil)}-heptanoico;
Acido 2-aminometil-7-(2-metil-fenil)-4-etil-heptanoico;

Acide 2-aminometil-7-(3-metil-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(4-metil-fenil)-4-eti-heptanoico;

Acido 2-aminometil-7-(2,3-dimetil-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(2,4-dimetil-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(2,5-dimetil-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(2,6-dimetil-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(3,4-dimetil-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(3,5-dimetil-fenil)-4-eti-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,4-trimetil-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,5-trimetil-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,6-trimetil-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,4,6-trimetil-fenil)}-heptanoico;

Acido 2-aminometil-4-(2-hidroxi-fenil)-pentanoico;
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Acido 2-aminometil-4-(3-hidroxi-fenii)-pentanoico;

Acido 2-aminometil-4-{(4-hidroxi-fenil)-pentanoico;

Acido 2-aminometil-4-(2,3-dihidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,4-dihidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,5-dihidroxi-fenil)-pentanaico;
Acido 2-aminometil-4-(2,6-dihidroxi-fenif)-pentanoico;
Acido 2-aminometil-4-(3,4-dihidroxi-fenil)-pentancico;

Acido 2-aminometil-4-(3,5-dihidroxi-fenil)-pentanoico;

- Acido 2-aminometil-4-(2,3,4-trihidroxi-fenil)-pentanoico;

Acido 2-aminometil-4-(2,3,5-trihidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,3,6-trihidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2,4,6-trihidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-(2-hidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-(3-hidroxi-fenil)-hexanoico;

Acido 2-aminometil-4-(4-hidroxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,3-dihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-(2,4-dihidroxi-fenil)-hexanoaico;
Acido 2-aminometil-4-(2,5-dihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-(2,6-dihidroxi-fenil)}-hexanoico;
Acido 2-aminometil-4-(3,4-dihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-(3,5-dihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,4-trihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,5-trihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-(2,3,6-trihidroxi-fenil)-hexanoico;

Acido 2-aminometil-4-(2,4,6-trihidroxi-fenil)-hexanoico;
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Acido 2-aminometil-5-(2-hidroxi-fenil)4-metil-pentanoico;
Acido 2-aminometil-5-(3-hidroxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(4-hidroxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2, 3-dihidroxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,4-dihidroxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2, 5-dihidroxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(2,6-dihidroxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(3,4-dihidroxi-fenil)-4-metil-pentanoico;
Acido 2-aminometil-5-(3,5-dihidroxi-fenil)<4-mietil-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,4-trihidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-trihidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-metil-5-(2,3,6-trihidroxi-fenil)-pentanoico;
Acido 2-aminometill4-metil-5-(2,4,S-trihidroxi-fenil)-pentanoico;
Acido 2—'aminometil-5-(2—hidroxi—fenil)-4-rneti|-heganoioo;
Acido 2-aminometil-5-(3-hidroxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(4-hidroxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2,3-dihidroxi-fenil)-4-metil-hexanaico;
Acido 2-aminometil-5-(2,4-dihidroxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(2,5-dihidroxi-fenil)}-4-metil-hexanoico;
Acido 2-aminometil-5-(2,6-dihidroxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(3,4-dihidroxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-5-(3,5-dihidroxi-fenil)-4-meti|-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,4-trihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-5-(2,3,5-trihidroxi-fenil)-hexanoico;

Acido 2-aminometil-4-metil-5-(2,3,6-trihidroxi-fenil)-hexanoico;
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Acido 2-aminometil-4-metil-5-(2,4,6-trihid roxi-fenil)—hexanoié:o;
Acido 2-aminometil-6-(2-hidroxi-fenil}-4-metil-hexanoico;
Acido 2-aminometil-6-(3-hidroxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(4-hidroxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,3~dihidroxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,4-dihidroxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(2,5-dihidroxi-fenil}-4-metil-hexanoico;
Acido 2-aminometil-6-(2,6-dihidroxi-fenil}-4-metil-hexanoico;
Acido 2-aminometil-6-(3,4-dihidroxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-6-(3,5-dihidroxi-fenil)-4-metil-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,4-trihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,3,5-trihidroxi-fenil)-hexanoico;
Acido 2-amil:nometil-4-metiI-6-(2,3,6-trihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-metil-6-(2,4,6-trihidroxi-fenil)-hexanoico;
Acido 2-aminometil-5-(2-hidroxi-fenil)-4-etil-hepanoico;

Acido 2-aminometil-5-(3-hidroxi-fenil)-4-etil- hepanoico;

Acido 2-aminometil-5-(4-hidroxi-fenil)-4-etil- hepanoico;

Acido 2-aminometil-5-(2,3-dihidroxi-fenil)-4-etil-hepanoico;
Acido 2-aminometil-5-(2,4-dihidroxi-fenil)-4-etil-hepanoico;
Acido 2-aminometil-5-(2,5-dihidroxi-fenil)-4-etil-hepanoico;
Acido 2-aminometil-5-(2,6-dihidroxi-fenil)4-etil-hepanoico;
Acido 2-aminometil-5-(3,4-dihidroxi-fenil)-4-etil-hepanoico;
Acido 2-aminometil-5-(3,5-dihidroxi-fenil)-4-eti-hepanoico;
Acido 2-aminometil-4-etil-5-(2,3,4-trihidroxi-fenil)-hepanoico;

Acido 2-aminometil-4-etil-5-(2,3,5-trihidroxi-fenil)-hepanoico;
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Acido 2-aminometil-4-etil-5-(2,3,6-trihidroxi-fenil)-hepanoico;
Acido 2-aminometil-4-etil-5-(2,4,6-trihidroxi-fenil)-hepanoico;
Acido 2-aminometil-4-etil-5-(2,3,4,5-tetrahidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,4,6-tetrahidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-(2,3,5,6-tetrahidroxi-fenil)-pentanoico;
Acido 2-aminometil-4-etil-5-pentahidroxifenil-pentanoico;

Acido 2-aminometil-8-(2-hidroxi-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(3-hidroxi-fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(4-hidroxi-fenil)-4-etil-hexanoico;

Acido 2—aminometil—6;(2,3-dihidroxi—fenil)-4—etiI'-hexanoico;

Acido 2-aminometil-6-(2,4-dihidroxi-fenil)}-4-etil-hexanoico;

Acido 2-aminometi||—6-(2.5-dihidroxi-fenil)—4—etil—hexanoico;

Acido 2-aminometil-6-(2,6-dihidroxi-fenil)-4-etil-hexanoico;

Acido 21aminometiI-B-(3.4-dihidroxi—fenil)-4-etil-hexanoico;

Acido 2-aminometil-6-(3,5-dihidroxi-fenil)-4-etil-hexanoico;

Acido 2-aminometil-4-etil-6-(2,3,4-trihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-etil-8-(2,3,5-trihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,3,6-trihidroxi-fenil)-hexanoico;
Acido 2-aminometil-4-etil-6-(2,4,6-trihidroxi-fenil)-hexanoico;
Acido 2-aminometil-7-(2-hidroxi-fenil)-4-metil-heptanoico;

Acido 2-aminometil-7-(3-hidroxi-fenil}-4-metil-heptanoico;

Acido 2-aminometil-7-(4-hidroxi-fenil)-4-metil-heptanoico;

Acido 2-aminometil-7-(2,3-dihidroxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,4-dihidroxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(2,5-dihidroxi-fenil)-4-metil-heptanoico;



10

15

20

25

566

189

Acido 2-aminometil-7-(2,6-dihidroxi-fenil)-4-metil-heptanoico;
Acido 2-aminometil-7-(3,4-dihidroxi-fenil)-4-meti-heptanoico;
Acido 2-aminometil-7-(3,5-dihidroxi-fenil}-4-metil-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,4-trihidroxi-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,5-trihidroxi-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,3,6-trihidroxi-fenil)-heptanoico;
Acido 2-aminometil-4-metil-7-(2,4,6-trihidroxi-fenil)-heptanoico;
Acido 2-aminometil-7-(2-hidroxi-fenil)4-etil-heptanoico;

Acido 2-aminometil-7-(3-hidroxi-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(4-hidroxi-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(2,3-dihidroxi-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(2,4-dihidroxi-fenil)-4-etil-heptanoico;

Acido 2-aminometil-7-(2,5-dihidroxi-fenil)-<4-etil-heptanoico;

Acido 2-aminometil-7-(2,6-dihidroxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(3,4-dihidroxi-fenil)-4-etil-heptanoico;
Acido 2-aminometil-7-(3,5-dihidroxi-fenil)-4-etil-heptanoico;

Acido 2-aminometil-4-etil-7-(2,3,4-trihidroxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,5-trihidroxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,6-trihidroxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,4,6-trihidroxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,4,5-tetrahidroxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,4,6-tetrahidroxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-(2,3,5,6-tetrahidroxi-fenil)-heptanoico;
Acido 2-aminometil-4-etil-7-pentahidroxifenil-heptanoico;

Acido (2R, 4R)-2-aminometil-4-(2,4-difluoro-bencil)}-hexanoico;
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Acido (2S,4R)-2-aminometil-4-(2,4-difluoro-bencil)-hexanoico;
Acido (2R 48)-2-aminometil-7-(2,4-difluoro-fenil}-4-etil-heptanoico;
Acido (25,4 5)-2-aminometil-7-(2,4-diflucro-fenil)-4-etil-heptanoico;
Acido (2R,4S)-2-aminometil-4-(2,4-difluoro-bencil)-hexanoico;
Acido (28,4S)-2-aminometil-4-(2,4-difluoro-bencil)}-hexanaico;
Acido (25,4 8)-2-aminometil-4-(3,5-difluoro-bencil)-hexanoico;
Acido (28,4S)-2-aminometil-4-(2-fluoro-bencil)-hexanoico;

Acido (2S,4S)-2-aminometil-5-(2,4-difluoro-fenil)-4-metil-pentanoico
Acido (25)-2-aminometil-5-(2,4-diflucro-fenil)-pentanoico

Acido (28,45)-2-aminometil-4-(2,6-difluoro-bencil)-hexanoico
Acido (25,4 5)-2-aminometil-4-(4-fluoro-bencil)-hexanoico

Acido (25,4S)-2-aminometil-4-(2,5-difluoro-bencil)-hexanoico
Acido (2S,48S)-2-aminometil-4-(3-fluoro-bencil)-hexanoico

Acido (2S,4S)-2-aminometil-4-pentafluorofenilmetil-hexanoico;
Acido (2S,4R)-2-aminometil-7-(2,4-difluoro-fenil)-4-etil-heptanoico;
Acido (2S,4S)-2-aminometil-4-(4-trifluorometil-bencil)-hexanoico;
Acido 2-aminometil-4-(4-metoxi-2-metil-bencil)}-hexanoico;

Acido 2-aminometil-5-(4-metoxi-2-metil-fenif)-4-metil-pentanoico;
Acido 2-aminometil-4-(4-metoxi-3-metil-bencil)-hexanoico; y
Acido 2-aminometil-5-(4-metoxi-3-metil-fenil)-4-metil-pentanoico;
Acido 2-aminometil-4-etil-5-metil-hexanoico;

Acido 2-aminometil-4-etil-3-metil-hexanoico;

Acido 2-aminometil-3,4-dimetil-hexanoico;

Acido 2-aminometil-3-etil-4-metil-hexanoico;

Acido 2-aminometil4-etil-3-metil-heptanoico;

267
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Acido 2-aminometil-3,4-dimetil-octanoico;

Acido 2-aminometil-3-metil-pentanoico;

Acido 2-aminometil-3-metil-hexanoico;

Acido 2-aminometil-3-metil-heptanoico;

Acido 2-aminometil-3,4-dimetil-pentanoico;

Acido 2-aminometil-3,5-dimetil-hexanoico;

Acido 2-aminometil-3,6-dimetil-heptanoico;

Acido 2-aminometil-3,5,5-trimetil-hexanoico;

Acido 2-aminometil-3-ciclopropil-butirico;

Acido 2-aminometil-3-ciclopentil-butirico;

Acido 2-aminometil-3-ciclohexil-butirico;

Acido 2-aminometil-4-ciclohexil-3-metil-butirico;

Acido 2-aminometil-5-ciclohexil-3-metil-pentanoico;
Acido 2-aminometil-3-metil-4-(4-metil-ciclohexil)-butirico;
Acido 2-aminometil-3-etil-pentanoico;

Acido 2-aminometil-3-etil-hexanoico;

Acido 2-aminometil-3-etil-heptanoico;

Acido 2-aminometil-3-etil-4-metil-pentanoico;

Acido 2-aminometil-3-ciclohexilmetil-pentanoico;

Acido 2-aminometil-5-(4-metoxi-ciclohexil)-3-metil-pentanoico;
Acido 2-aminometil-5-(4-metoxi-fenil)-3-metil-pentanoico;
Acido 2-aminometil-4-(2-metoxi-fenil)-3-metil-butirico;
Acido 2-aminometil-4-(4-metoxi-fenil)-3-metil-butfrico;
Acido 2-aminometil-3-fenil-butirico;

Acido 2-aminometil-3-metil-4-fenil-butlrico;
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Acido 2-aminometil-3-metil-5-fenil-pentanoico;

Acido 2-aminometil-3-metil-4-(3-trifluorometil-fenil)-butirico;

Acido 2-aminometil-3-(4-etil-fenil)-butirico;
Acido 2-aminometil-3-(2,5-dimetil-fenil)-butirico;
Acido 2-aminometil-3-metil-4-p-tolil-butirico;
Acido 2-aminometil-3-m-tolil-butirico:

Acido 2-aminometil-3-bencil-pentanoico;

Acido 2-aminometil-4-(4-fluoro-fenil)-3-metil-butlrico;
Acido 2-aminometil-5-ciclopropil-hexanoico;
Acido 2-aminometil-5-ciclobutil-hexanoico;

Acido 2-aminometil-5-ciclopentil-hexanoico;
Acido 2-aminometil-5-ciclohexil-hexanoico;
Acido 2-aminometil-5-fenil-hexanoico;

Acido 2-aminometil-5-(3-cloro-fenil)-hexanoico;

Acido 2-aminometil-5-(3-trifluorometil-fenil)-hexanoico;

Acido 2-aminometil-5-(4-trifluorometil-fenil)-hexanoico;

Acido 2-aminometil-5-ciclopropil-heptanoico;

Acido 2-aminometil-5-ciclobuti-heptanoico;

Acido 2-aminometil-5-ciclopentil-heptanoico;

Acido 2-aminometil-5-ciclohexil-heptanoico;

Acido 2-aminometil-5-fenil-heptanoico;

Acido 2-aminometil-5-(3-cloro-fenil)-heptanoico;

Acido 2-aminometil-5-(3-triflucrometil-fenil)-heptanoico;
Acido 2-aminometil-5-(4-trifluorometil-fenil)-heptanocico;
Acido 2-aminometil-5-metil-6-fenil-hexanoico;

277



10

15

20

25

193

Acido 2-aminometil-6(3-cloro-fenil)-5-metil-hexanoico;

Acido 2-aminometil-5-metil-6-(3-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-5-metil-6-{4-trifluorometil-fenil)-hexanoico;
Acido 2-aminometil-5-ciclopropilmeti-heptanoico;

Acido 2-aminometil-5-ciclobutiimetil-heptanoico;

Acido 2-aminometil-5-ciclopentilmetil-heptanoico;

Acido 2-aminometil-5-ciclohexilmetil-heptanoico;

Acido 2-aminometil-5-bencil-heptanoico;

Acido 2-aminometil-53-cloro-bencil)-heptanoico;

Acido 2-aminometil-5-(3-trifluorometil-bencil)}-heptanoico;
Acido 2-aminometil-5-(4-triflucrometil-bencil)-heptanoico;
Acido 2-aminometil-5-metil-7-fenil-heptanoico;

Acido 2-aminometil-7-(3-cloro-fenil)-5-metil-heptanoico;

Acido 2-aminometil-5-metil-7-(3-triflucrometil-fenil)-heptanoico;
Acido 2-aminometil-5-metil-7-(4-trifluorometil-fenil)}-heptanoico;
Acido 2-aminometil-7-ciclopropil-5-etil-heptanoico;

Acido 2-aminometil-7-ciclobutil-5-etil-heptanoico;

Acido 2-aminometil-7-ciclopentil-5-etil-heptanoico;

Acido 2-aminometil-7-ciclohexil-5-eti-heptanoico;

Acido 2-aminometil-5-etil-7-fenil-heptanoico;

Acido 2-aminometil-7-(3-cloro-fenil)-5-etil-heptanoico;

Acido 2-aminometil-5-etil-7-(3-triflucrometil-fenil)-heptanoico;
Acido 2-aminometil-5-etil-7-(4-trifluorometil-fenil)}-heptanoico;
Acido 2-aminometil-5,5-dimetil-heptanoico;

Acido 2-aminometil-5,5-dimetil-octanoico; y
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Acido 2-aminometil-5,5-dimetil-nonanoico:

Un compuesto seleccionado .entre los siguientes compuestos y sus sales

farmacéuticamente aceptables:

14.

Acido (3R,4R)-3-amino-4,5-dimetil-hexanoico;
Acido (3S,4R)-3-amino-4,5-dimetil-hexanoico;
Acido (3R,4R,5R)-3-amino-4,5-dimetil-heptanoico;
Acido (3S,4R,5R)-3-amino-4,5-dimetil-heptanoico;
Acido (3R,48,5R)-3-amino-4,5-dimetil-heptanoico;
Acido (3R 4R,585)-3-amino-4,5-dimetil-heptanoico;
Acido (3R,4R 5R)-3-amino-4,5-dimetil-octanoico;
Acido (35,4R,5R)-3-amino-4,5-dimetil-octanoico;
Acido (3R,4S,5R)-3-amino-4,5-dimetil-octanoico;
Acido (3R4R,5S5)-3-amino-4,5-dimetil-octanoico;
Acido (3R,4R 5R)-3-amino-4,5-dimetil-nonanoico;
Acido (3S,4R,5R)-3-amino-4,5-dimetil-nonanoico;
Acido (3R,48,5R)-3-amino-4,5-dimetil-nonanoico;
Acido (3R 4R 55)-3-amino-4,5-dimetil-nonanoico;
Acido (3R,4R 5R)-3-amino-4,5-dimetil-decanaico;
Acido (3S.4R,5R)-3-amino-4,5-dimetil-decanoico;
Acido (3R 4S,5R)-3-amino-4,5-dimetil-decanoico;
Acido (3R.4R,5S)-3-amino-4,5-dimetil-decanoico;

y los enantibmeros opuestos de los mismos.

Un compuesto seleccionado entre los siguientes compuestos y sus sales

777
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famacéuticamente aceptables:

Acido (3R,4R)-3-amino-4,5-dimetil-hexanoico;
Acido (3R ,4R,5R)-3-amino-4,5-dimetil-heptanoico;
Acido (3R,4R 5R)-3-amino-4,5-dimetil-octanoico;
Acido (3R,4R,5R)-3-amino-4,5-dimetil-nonanoico; y
Acido (3R,4R,5R)-3-amino-4,5-dimetil-decanoico;

Un compuesto seleccionado entre los siguientes compuestos y sus sales

farmacéuticamente aceptables:

Acido (2R,4R)-2-aminometil-4-(2,4-diflucro-bencil)-hexanoico;
Acido (2S,4R)-2-aminometil-4-(2,4-difluoro-bencil)-hexanoico;
Acido (2R,4S)-2-aminometil-7-(2,4-difluoro-fenil)-4-etil-heptanoico;
Acido (2S,4S)-2-aminometil-7-(2,4-difluoro-fenil)-4-etil-heptanoico;
Acido (2R ,48)-2-aminometil-4-(2,4-difluoro-bencil)-hexanoico:;
Acido (25,4 5)-2-aminometil-4-(2,4-difluoro-bencil)-hexanoico;
Acido (28,4S)-2-aminometil-4-(3,5-difluoro-bencil)-hexanoico;
Acido (2S,4S)-2-aminometil-4-(2-fluoro-bencil)-hexanoico;

Acido (2S,4S)-2-aminometil-5-(2,4-difluoro-fenil)4-metil-pentanoico
Acido (2S)-2-aminometil-5-(2,4-difluoro-fenil)-pentanoico

Acido (2S,4S)-2-aminometil-4-(2,6-difluoro-bencil)-hexanoico
Acido (2S,45)-2-aminometil-4-(4-fluoro-bencil)}-hexanoico

Acido (2S,48)-2-aminometil-4-(2,5-difluoro-bencil)-hexanoico
Acido (28,4 S)-2-aminometil-4-(3-fluoro-bencil)-hexanoico

Acido (28,4S)-2-aminometil-4-pentafluorofeniimetil-hexanoico

Acido (28,4R)-2-aminometil-7-(2,4-diflucro-fenil)-4-etil-heptanoico;

3
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Acido (2S,45S)-2-aminometil-4-(4-trifluorometil-bencil)-hexanoico;

275
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RESUMEN
Se describen ciertos B-aminoacidos que se unen a la subunidad alfa-2-
delta (a25) de un canal de calcio. Estos compuestos y sus sales

5 fammacéuticamente aceptables son ftiles en el tratamiento de diversos trastomos

psiquiatricos, del dolor y 3tros.

10
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TRATADO DE C OPERACION DE PATENTES
PCT
NOTIFICACION DE TRANSMISION DEL REPORTE DE EXAMEN
PRELIMINAR INTERNACIONAL
(PCT Regla 71.1)
De: AUTORIDAD DE REVISION PRELIMINAR INTERNACIONAL

Para:

FULLER, Grover, F. Jr.
Pfizer Inc.

201 Tabor Road

Morris Plains, NJ 07950
Estados Unidos de América.

Sello de Recibido 6 de febrero 2006, MOPS IP GLBL SRVS.

Fecha de expedicién: 31.01.2006

Referencia del expediente del solicitante 0 mandatario: PC26111A
Solicitud Internacional No.: PCT/IB2004 /002985

Fecha de presentacién internacional: 13.09.2004

Fecha de prioridad: 25.09.2003

Solicitante: WARNER-LAMBERT COMPANY LLC et. al.

1. Se notufica al solicitante que la Administracion Encargada del

Examen Preliminar Internacional ha emitido el informe de examen
prelimmar internacional para la solicitud nternacional y se lo
transmite adjunto, acompanado, si procede, de sus anexos.

. Se transmite una copia del presente informe y, si procede, de sus

anexos, a la Oficina Internacional para comunicacién a todas las
Oficinas elegidas.

. Si alguna Oficina elegida lo exige, la Oficina Internacional realizara

una traduccion en inglés del informe (con exclusion de sus anexos) y
la transmitira a las Oficinas interesadas.

. RECORDATORIO

Para iniciar la fase nacional ante cada Oficina elegida, el solicitante
debe cumplir ciertos actos (presentacion de la traducciéon y pago de
las tasas nacionales) en el plazo de 30 meses desde la fecha de
prioridad (o més tarde por lo que respecta a ciertas oficinas}) (Articulo
39 (1)) (véase también el recordatorio enviado por la Oficina
Internacional en el formulario PCT/IB/301).

Cuando deba entregarse una traduccion de la solicitud internacional
o una oficina elegida, se incluira la traduccion de cualquier anexo de
informe de Examen Preliminar Internacional. Corresponde al
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solicitante preparar la traduccion en cuestibn y entregarla E N
directamente a cada Oficina elegida interesada M

Para mas amplios detalles en lo relativo a los plazos aplicables y las
exigencias de las oficinas elegidas, véase el Volumen II de la guia del
solicitante PCT.

Se llama la atencion del solicitante sobre el Articulo 33(5) que prevé
que los criterios de novedad, actividad inventiva y de aplicacién
industnal definidos en el Articulo 33(2) a (4) sélo serviran a los
efectos del examen prehminar internacional, y que "todo Estado
contratante puede aplicar criterios adicionales o diferentes al objeto
de decidir, en ese Estado, s1 la invencion es patentable o no" (véase
también el Articulo 27(5)). Tales cnterios adicionales pueden afectar,
por ejemplo, a las excepciones de patentabilidad, requisitos
especificos relativos a la divulgacion, la clandad de las
reivindicaciones.

Nombre y direcciéon postal de la Administracion encargada del Examen
Prehiminar Internacional:

Oficina de Patentes Europea

D-80298 ~ Munich

Tel: +49-89 2399 - 0, Tx: 523656 epmu d

Fax- +49-89 2399 - 4465.

Funcionario Autorizado: Parniche, S
Tel: + 49 89 2399-7890



TRATADO DE COOPERACION DE PATENTES

PCT

INFORME PRELIMINAR INTERNACIONAL SOBRE PATENTABILIDAD
(Capitulo II del Tratado de Cooperaciéon en matena de Patentes)

(PCT Articulo 36 y Regla 70)

Referencia del expediente del solicitante 0 mandatario: PC26111A

Solicitud Internacional No.: PCT/IB2004 /002985
Fecha de presentacion internacional: 13.09.2004
Fecha de prioridad: 25.09.2003

Clasificacion Internacional de Patentes (IPC) o la vez clasificacion

nacional e IPC: CO7C 29/00.
Solicitante: WARNER LAMBERT COMPANY LLC et. al.

1. El reporte de examen preliminar internacional ha sido preparado
por esta Autoridad de Revisibn Preliminar Internacional bajo et
Articulo 35 y es transmitido al solicitante segun el Articule 36

2. Este REPORTE consta de un total de 10 hojas, incluida la presente

hoja de portada.

3 Este informe también contiene ANEXOS, que comprenden.

a X (remitido al solicitante y a la ofictna internacional) un

total de 15 hojas, descritas a continuacion:

X hojas de la descripcién, las revindicaciones y/o
los dibujos que han sido modificadas y que sirven de
base al presente informe, y/o de hojas que contienen
rectificaciones autorizadas por esta Administracion
(véase la Regla 70.16 y la Instruccion Administrativa

607 del PCT).

[ hojas que reemplazan a otras hojas anteriores,
pero que esta Administracién considera que contienen
modificaciones que se extienden mas alla de la

divulgaciéon de la 1nvencién

originalmente presentada, segiin se indica en el punto
4 del Reglamento I y en el Recuadro Suplementario.

b. [0 (remitido tinicamente a la Oficina Internacional) un
total de (indicar tipo y soporte(s) electrénico(s))
que contienen una lista de secuencias y/o tabla(s)
relativa(s), solo en formato legible por ordenador,
como se indica en el Recuadro Suplementario relativo
a Listas de  Secuencias [ver

Administrativa 802).

Instruccion

N
N\



4, El presente informe contiene indicaciones relativas a los

siguientes puntos:

Recuadro
Recuadro 11

[

Base de este informe
Prioridad

X4 Recuadro III Ninguna formulacién de opinién sobre la
novedad, la actiidad inventiva y la
aplicacién industral

 Recuadro IV Falta de umidad de Invencién

X RecuadroV Declaracion motivada segin el Articulo
35(2) sobre la novedad, la actividad
inventiva y la aplicacién industnal, citas y
explicaciones en apoyo de esta declaracién

] Recuadro VI Ciertos documentos citados

[0 Recuadro VII Defectos en la Solicitud Internacional

[] Recuadro VIII Observaciones relativas a la solicitud
internacional

Fecha de radicacion de la demanda: 19.10.2004

Fecha de elaboracion de este reporte: 31.01.2006

Nombre y direccién postal de la Administracién encargada del Examen

Preliminar Internacional:
Oficina de Patentes Europea
D-80298 — Munich

Tel: +49-89 2399 - 0, Tx: 523656 epmu d

Fax: +49-89 2399 - 4465.

Funcionario Autorizado: Seufert, G

Tel: + 49 89 2399-8330



Recuadro I. Base de este informe

1. Por lo que respecta al idioma, este informe se ha establecido
sobre la base de la solicitud internacional en el idioma en el cual se
depositd, salvo indicacién en contra sefialada a continuacion.

[J Este informe esta basado en una traduccién del idioma
oniginal al siguiente idioma , que es el de una traduccién
proporcionada a los fines de:

bisqueda internacional (segin Reglas 12.3 y 23.1 (b))
[0 publicacién de la solicitud internacional (segiin Regla

12.4)
[[] examen prelimmar internacional (segiin Reglas 55.2
y/0 55 3)
2. Por lo que respecta a los elementos* de la solicitud internacional,

esta opiniéon se ha establecido sobre la base de (las hojas de reemplazo
que hayan sido enwiadas a la Oficina receptora en respuesta a un
requerimiento segtn el Articulo 14 se las denomuna en este informe como
“nicialmente presentadas” y no se anexan al informe):

Descripcion, Paginas

1 - 58, 60, 62, 65 -109 tal como se presentaron inicialmente
59, 61, 63, 64, 110 recibido el 20.09.2005 con carta de fecha
20.09 2005

Relvindicaciones, Nimeros

1-13 recibido el 04.11.2005 con carta de fecha
04.11.2005

[0 wuna lista de secuencias y/o tabla(s) relativa(s) — ver Recuadro
Suplementario relativo a Listas de Secuencias

3. Las modificaciones ha ocasionado la cancelacién de:

H

la descripcién, paginas

las reivindicaciones, Nos.

los dibujos, hojas/fig.

la lista de secuencias (especificar):

tabla(s) relativa(s) a la lista de secuencias (especificar):

o004

S
]

El presente informe ha sido establecido como si no se
hubiesen presentado (algunas de) las modificaciones anexadas a
este informe y listadas abajo, ya que se ha considerado que iban
mas alla de la divulgaciéon de la invenciéon tal como fue
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presentada, como se indica en el Recuadro Suplementario (Regla
70.2(c)).

O 1la descripcién, paginas

[J 1las reivindicaciones, Nos.

[0 los dibujos, hojas/fig.

[J 1a lista de secuencias (especificar}:

[[J tabla(s) relativa(s) a la lista de secuencias (especificar):

* Si se utiliza el punto 4, algunas o todas estas paginas pueden llevar el
sello de “sustituida”.

Recuadro No. III. Ninguna formulacién de opinién sobre Ia
novedad, la actividad inventiva y la aplicacion industrial

1. Las preguntas con respecto a si el invento reivindicado parece ser
novedoso, immplica una actividad inventiva (no ser evidente), o ser
susceptible de aplicacién industrial, por lo que respecta.

[Cl al conjunto de la solicitud internacional,
X alas revindicaciones Nos. 4-8, (parte), 10-13 (parte) por
aplicaci6n industrial

debido a que:

= la solicitud internacional, o las reivindicaciones Nos. 10-13
(parte} en cuestidn se refieren al objeto, respecto del cual no
requiere examen preliminar internacional (especifique).

ver hoja separada

[[J a descripcién, reivindicaciones, o los dibujos {indiquese
cuales a continuacién) o tales reivindicaciones Nos. en
cuestion no son claras, de manera que no es posible
formular una opinién significativa (especifique):

[J 1as reivindicaciones, o las reivindicaciones Nos. en cuestién
no son claras, de manera que no es posible formular una
opinién significativa.

[0 no se ha emitido informe de bisqueda internacional para
dichas reivindicaciones Nos.

[C] 1lalista de de secuencias nucleétidas y/o de aminoacidos no
cumplen la norma estandar prevista en el Anexo C de las
Instrucciones Administrativas por que:

La lista en papel [(] no se presentd

N
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[0 nocumple con la norma estandar
La lista en formato legible por ordenador
0 no se presenté
[] nocumple con la norma estandar
[] 1las tablas relativas a las listas de secuencias de nucleétidas
y/o de aminoacidos, si dnicamente se han presentado en
formato legible por ordenador, no cumplen con los
requisitos técnicos previstos en el Anexo C-bis de las

Instrucciones Administrativas. '

[0 Ver recuadro suplementario para mas detalles.

Recuadro No. IV Falta de unidad de Invencién

1. 1X| En respuesta al requerimiento para limitar las
rewvindicaciones o pagar tasas adicionales, el solicitante:

[0 ha limitado las rewvindicaciones

[[] ha pagado tasas adicionales

[0 ha pagado tasas adicionales bajo protesta

X  no ha limitado las rewvindicaciones ni pagado las
tasas adicionales.

2. [[] Esta Administracién considera que no se cumple la
exigencia de unidad de la invencién por los motwos
indicados a continuacidon, y con forme a la regla 68.1,
decide no requenr al solicitante para limitar las
rewvindicaciones o pagar tasas adicionales.

3. Esta Administracién considera que el requerimiento de unidad de
mmvencién seguin las reglas 13.1, 13.2 y 13.3-

[l secumple
X  no se cumple por las siguientes razones:

Ver hoja adjunta

q, En consecuencia, el presente informe se ha establecido con
relacion a las partes siguientes de la solicitud internacional:

[J todas las partes de la solicitud
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X las partes relativas a la reivindicaciones Nos. 1-3, 9-13
(parte).

Recuadro No. V Declaracién razonada segin el Articulo 35 (2)
con respecto a la novedad, nivel inventivo o aplicacion industrial:
anterioridades y explicaciones que soportan tal declaracién

1. Declaraciéon
Novedad (N} S1: Reiwvindicaciones 1, 2, 9-13 (parte)
No: Reivindicaciones 3
Nivel Inventivo (NI) Si:  Reivindicaciones
No: Reivindicaciones 1-3, 9-13 (parte)
Aplicacion Industrial (AI) Si:  Reivindicaciones 1-3, 9 (parte)

No: Remindicaciones
2. Citas y explicaciones (Regla 70.7)

ver hoja separada.
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REPORTE DE EXAMEN PRELIMINAR INTERNACIONAL

~ HOJA SEPARADA
Solicitud Internacional No. PCT/IB2004 /002985

Se hace referencia a los siguientes documentos:
D1: WQ 98/40055 A

D2: BIOORG. MED. CHEM. Vol. 11. no. 1, 2 enero de 2003,
pagmas 113-122.

D3+ DATABASE BEILSTEIN, BEILSTEIN INSTITUT ZUR
FORDERUNG DER CHEMISCHEN WISSENSCHAFTEN,
FRANKFURT AM MAIN, DE: Base de Datos de acceso No.
BRN 7914440.

D13: WO 00/76958 A
D14: WO 98/17627 A

D15. WO 03/082807 A

III. No se establece ninguna opinién con respecto a novedad, nivel
inventivo y aplicacién industrial

Las Reivindicaciones 10-13 se refieren a la materia considerada por esta
Autoridad que esta cubierta por provisiones de la Regla 67.7 (1v) del
PCT. En consecuencia, no se formulara ninguna opinion con respecto a
la aplicacion industrial de la matena de estas reivindicaciones {Articulo
34(4)(a)(I) del PCT).

La presente solicitud Internacional se considera que no satisface los
requerimientos de la unidad de invencion, ver tema IV de abajo. A
continuacion una invitaciéon al solicitante para que restrinja o cancele
los honorarios adicionales que no ha cancelado. El igualmente
presentd reivindicaciones modificadas, que no son restringidas. Dando
respuesta a la invitacién mencionada, junto con las rewvindicaciones
modificadas, el solicitante solicité que el IPEA restrinja la presente
solicitud, a los compuestos de la formula (III}, sus compuestos estereos
(formula (V)) y los compuestos de la reivindicacién 3 asi como las
reivindicaciones correspondientes a composiciones farmacéuticas y
métodos de tratamiento que comprende estos compuestos, el cual
también corresponde a la primera materia mencionada en la mnvitaciéon
a cancelar honorarios adicionales. El IPEA no esti en una posicién de
restringir una solicitud, pero s1 examinard la primer materia
mencionada s1 la solicitud no ha restringido las reivindicaciones o
cancelado los honorarnos adicionales.
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En consecuencia, este reporte esta hmitado a los compuestos de
formula (I1I), (VI) y a compuestos de la reivindicacion 3, composiciones
farmacéuticas que comprenden los mismos y sus usos, por ejemplo la
materia de las reivindicaciones 1-3 y 9-13 (parte).

IV. CARENCIA DE UNIDAD DE INVENCION

El conjunto de las reivindicaciones modificadas presentadas por el
solicitante el 04-11-05 carecen de unidad de invencién. Las
reivindicaciones independientes 1, 4 y 7 no son consideradas para ser
umdas por un smmple concepto nventivo. Las razones son
esencialmente las mismas que las mencionadas en conjunto de la
Opinién Escrita de la Autoridad Internacional de Busqueda y son
mencionadas a continuacion:

La Autoridad de Examen Preliminar Internacional considera que hay
tres invenciones cubiertas bajo las reivindicaciones como se indica a
continuacion:

A: Las reivindicaciones 1-3, 9-13 (parcialmente) dingidas a compuestos
de formula (III), (IV) y explicitamente nombrados compuestos,
composiciones farmacéuticas que comprenden los mismos y sus usos
en el tratamiento de enfermedades/trastornos mencionados en las
reivindicaciones 10-13.

B: Las reivindicaciones 4-6, 9-13 (parcialmente) dingidas a compuestos
de formula (V), composiciones farmacéuticas que comprenden los
mismos y sus usos en el tratamiento de enfermedades/trastornos
mencionadas en las reiwvindicaciones 10-13.

C: Las reivindicaciones 7-8, 9-13 (parcialmente) dirigidas a compuestos
de formula (VI), composiciones farmacéuticas que comprenden los
mismos y sus usos en el tratamiento de enfermedades/trastornos
mencionadas en las rewvindicaciones 10-13.

Las razones por las cuales las invenciones no son unidas a una simple
forma de concepto inventivo, como es requerido por la regla 13.1 del
PCT, como se detalla a continuacidn:

El problema fundamental de la presente invencion es la provisién de los
compuestos, los cuales son apropiados para el tratamiento de una
variedad de desordenes, tales como desordenes de epilepsia siquiatrica,
dolor etc.

La solucién propuesta a este problema es la provisién de derivados de
beta-alanina de acuerdo con la formula (III), (IV), (V} y (V])}, las cuales
tienen la siguiente umdad estructural en comun: NH2-CH-CH-COOH.
Los compuestos con esta unidad estructural han sido divulgados en el



documento WO-A-9840055 por el mismo uso (por ejemplo epilepsia), ver
ejemplo en la tabla 3, o reivindicaciones 16-21. La caracteristica comun
asi no es novedosa.

El problema fundamental de la invencion puede ser por consiguiente
defimda como una provisién mas alla de los derivados de beta-alanina
apropiados para el tratamiento de desordenes siquiatricas de epileps:a,
dolor etc.

Las invenciones A - C mencionadas arriba son consideradas por ser
soluciones diferentes para este problema. Por eemplo, mas alla del
desarrollo de diferentes direcciones, las cuales no comparten una
caracteristica comin novedosa.

Teniendo en cuenta que los compuestos que contienen la misma
caracteristica comun para el mismo uso son conocidos y que no tiene
otra caracteristica técnica que pueda ser considerada como una
caracteristica técnica especial en el sentido de la regla 13.2 del PCT, el
IPEA da su opinibn que no hay un simple concepto inventivo
fundamentando en los tres inventos reivindicados en la presente
solicitud. Por consiguiente la solicitud carece de unidad (Regla 13.1, del
PCT).

Es de reconocer que existe cierta relacion entre los compuestos (VI) y
(V). El area de relacién es considerada como perteneciente a la segunda
invencién.

V. Declaracion razonada bajo el Articulo 35 (2) con respecto a
novedad, nivel inventivo o aplicacion industrial.

Novedad

La reivindicacién 1 de la presente solicitud se refiere a compuestos de
formula {III) y la reivindicacién 3 se refiere explicitamente a un numero
de compuestos mencionados. Estos compuestos son ttiles en el
tratamiento de varias enfermedades como dolor, epilepsia, trastornos
psiquiatricos, etc.

El documento D3 divulga el compuesto &acido 3-animo-4-metil-
heptanoico, el cual cabe dentro del concepto de la rewindicacién 3, ver
la presente solicitud, la rewvindicacién 3, pagina 114, lineas 11-12. La
rewvindicacion 3 no es considerada por consiguiente que reune el
requisito del Articulo 33(2) del PCT.

Ninguno de los documento del arte anterior disponibles, se refieren a
compuestos que caben dentro del Ambito de la reivindicacién 1. La
reivindicacion 1 asi como la dependiente reivindicacién 2 (féormula (IV))
y las reivindicaciones 9-13 se refieren a composiciones farmacéuticas y

287



métodos de tratamiento que comprende compuestos de la rewvindicacién
1 y 3 por consiguiente son considerados que reunen el requisito del
Articulo 33(2) del PCT.

Nivel Inventivo

La presente solicitud no retine el requisito del Art. 33(3) del PCT por las
sigulentes razones:

Para ser considerado como invento, el problema técnico, el cual es la
provision de compuestos extensos para el tratamiento del dolor,
epilepsia, trastornos psiquiadtricos etc. tiene que ser resuelto como
minimo por todas las rewvindicaciones.

La presente reivindicacion 1 tiene compuestos limitados de la formula
(Ill), sus compuestos estereos de la formula (IV) y compuestos
especificos de acuerdo a la reivindicacién 3 los cuales son sustituidos
en la posicion 4. Sin embargo, la solicitud no contiene ningiin Dato
Biolégico, el cual se demuestra que el problema ha sido resuelto por
esta clase de compuestos y tiene que ser resuelto como minimo por
todas las reivindicaciones. Solo para tres clases de compuestos para la
afimidad a la proteina a26 estan presentes en la solicitud (ver pagina 87,
lineas 2-7) y ninguna de ellas corresponden a un acido 3-
aminocarboxilico con un sustituyente en posicion 4, permite
exclusivamente en posicion 4 y 5.

La atencién es asi mismo marcada a la realidad con respecto a la
técnica de D1 o D2 (ya los cambios pequerios llevan los compuestos
inactivos, ver D1, tabla 3 en la pagina 62, ultimos 4 compuestos, D2,
tabla 2, compuestos S y 6) que aparenta ser muy dudoso que todos los
compuestos reivindicados ahora resuelven el problema fundamental.

Sin suficientes datos de demostracion, que el problema es resuelto por
la clase de compuestos de acuerdo a las reivindicaciones 1-3 y tiene
que ser resuelto como minimo por todas las reivindicaciones, un nivel
inventivo no puede ser reconocido.

Aplicacién Industrial

Para la evaluaciéon de las reivindicaciones 10-13 de la presente, sobre st
son industrialmente aplicables, no existen criterios unificados en los
Estados pertenecientes al PCT. La patentabilidad también puede
depender de la formulacién de las rewvindicaciones. La EPQO, por
ejemplo, no reconoce como industrialmente aplicable aquella materia
que reivindique el uso de un compuesto en tratamiento médico, pero
permite, sin embargo, reivindicar sobre un compuesto conocido para
primero uso en tratamiento médico y el uso de tal compuesto en la
manufactura de un medicamento para un nuevo fratamiento médico.
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No hay objeciones en contra de las reivindicaciones 1-3 y 9 en cuanto a
la aplicacion industnal le concierne.

Observaciones Adicionales:

A pesar que el documento D15 no se considera que forma parte del arte
previo en lo estipulado en la Regla 64.1 para el propdsito del Art. 33(2)
y (3) del PCT, este documento se adelanta a la matena de las
rewvindicaciones 1 y 2, ver D15 pagina 10, linea 4 pagina 11, linea 13,
pagina 13, linea 1.

Las reivindicaciones no son sustentadas por la descripcion como lo es
requerido por el Articulo 6 del PCT, por cuanto su alcance es mas
extenso a lo que justifica la descripcién y los dibujos. Por consiguiente
las razones son las siguientes: Las reivindicaciones aun comprenden
una gran cantidad de compuestos, mientras sélo una parte pequena es
sustentada por los compuestos preparados explicitamente (ver los
ejemplos]. Los compuestos meramente mencionando por su nombre,
que tedricamente se encuentran dentro del alcance de una férmula, no
se considera como un argumento suficiente. Ademas, ningan dato
biologico es utilizable para sustentar la actividad reivindicada.

La rewindicacion 3 se refiere independientemente a compuestos
especificos, los cuales en cierta forma describen compuestos de acuerdo
con la formula (I} y/o (IV). Estos compuestos deberian haber formado
parte de las reivindicaciones dependientes (Regla 6.4 del PCT).

La reivindicaciéon 3 aparentemente menciona algunos compuestos dos
veces, ver pagina 113, lineas 5y 6 o pagina 114 lineas 11 y 12.

Contrario a los requisitos de la Regla 5.1 (a) (i) PCT, el arte de fondo
pertinente divulgado en los documentos D1, D2, D13 y D14 no son
mencionados en la descripcién, pero estos documentos son
identificados en esta.
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iIsomeros opticos, de los compuestos de formula |, Il, 1Il, IV, V 6 VI. Las
muestras de los compuestos bpueden existir en forma de mezclas racémicas,
como enantiomeros y diasterecisémeros individuales y como mezclas de los
mismos La invencion también incluye todas las composiciones farmacéuticas
y procedimientos de tratamiento definidos antenormente que contienen o
emplean estereoisémeros de los compuestos de formula |, 11, lll, IV, V o VI

Los compuestos con un centro estereogénico pueden existir en forma de una
mezcla racemica (equimolar), como mezcla no equimoelar de i1sdmeros y como
enantiomeros puros con una estereoconfiguracion S- o R-. Los compuestos
con dos centros estereogénicos pueden existir en forma de mezcla racemica,
como mezcla no equimolar de 1Isbmeros y como enantiomeros puros que tienen
estereoconfiguracién SS, RR, SR o RS Los compuestos con tres centros
estereogénicos pueden exishr en forma de una mezcla racemica, como una
mezcla no quimolar de 1Is6meros y como enantibmeros puros que tienen
estereoconfiguracién RRR, 888, SRR, RSS, RSR, SRS, RRS 6 SSR Pueden
obtenerse I1sdmeros individuales por procedimientos conocidos tales como
resolucién 6ptica, reaccidon épticamente selectiva o separacién cromatografica
en la preparacién del producto final o sus intermedios Los enantiomeros
individuales de los compuestos de esta invencidn pueden tener ventajas, en
comparaciéon con mezclas racémicas de estos compuestos, en el tratamiento
de diversos trastornos o afecciones.

La presente nvencion también incluye compuestos marcados
Isotépicamente, que son idénticos a los descntos en la formula |, 11, 1II, IV, V 6
VI excepto por el hecho de que uno 0 mas atomos estan sustituidos con un
atomo que tiene una masa atémica o nimero masico distinto de la masa
atdmica o nimero masico que se encuentra normalmente en la naturaleza Los
ejlemplos de i1s6topos que pueden incorporarse en compuestos de la presente
invencién incluyen isétopos de hidrégeno, carbono, nitrégeno, oxigeno, flior y
cloro, tales como, 2H, 3H, ¥c, Yc, "“c, “N, "0, 0, *F y *c|,
respectivamente Los compuestos de la presente invencion, profarmacos de
los mismos y sales farmaceuticamente aceptables de dichos compuestos o de
dichos profarmacos que contienen los isétopos mencionados antenormente y/u
otros I1s6topos de otros atomos estan dentro del alcance de esta invencién
Ciertos compuestos marcados isotdpicamente de |a presente
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3-metilbut-1-ilo, 3-metilbut-2-llo, 2-metilbut-2-ilo, 2,2,2-tnmetilet-1-llo, n-hexilo,
3-etilbutilo y similares

El término “cicloalquilo® se refiere a anillos de hidrocarburos saturados
monociclicos y biciclicos, que tienen generalmente un nimero de atomos de
carbono especificado que comprenden el anillo, es decir, cicloalquilo (C3-Cg) se
reftere a un grupo cicloalquilo que tiene 3, 4, 5 6 6 atomos de carbono como
miembros del anillo. El cicloalquilo puede estar unido a un grupo parental o a
un sustrato en cualquier atomo del anillo, a menos que tal unién viole los
requerimientos de valencia

Los ejlemplos de grupos cicloalquilo menocliclicos incluyen, pero sin
hmitacion, ciclopropilo, ciclobutilo, ciclopentile, ciclohexilo y similares Los
ejemplos de grupos cicloalgulo bicichcos incluyen, pero sin hmitacion,
biciclo[1 1 O]butilo, biciclo[1.1 1]pentilo, biciclo[2 1 O]pentilo, biciclo[2 1.1]hexilo,
biciclo[3 1 OJhexilo, biciclo[2 2 1]heptilo, biciclo[3 2 O]heptilo,
biciclo[3 1 1]heptilo, biciclo[4.1.0]heptilo, biciclo[2 2 2]octilo, bicicio[3 2 1]octiio,
biciclo[4 1 1]octilo, biciclo[3.3 OJoctio, biciclo[4 2 OJoctile, biciclo[3.3 1]nonilo,
biciclo[4 2 1]nonile, biciclofd 3 Olnonilo, biciclof3.3.2]decilo, biciclo[4 2 2]decilo,
biciclo[4 3 1]decilo, bicilo[4 4 O]decilo, biciclo[3.3 3]undecilo,
biciclo[4 3 2]undecilo, biciclo[4 3 3]dodecilo y similares

El término “alcox’” se refiere a alquil-O-, donde alquil es como se ha
definido antertormente. Los ejemplos de grupos alcoxi incluyen, sin imitacion,
metoxi, etox), n-propoxi, I-propoxi, n-butox), s-butoxi, t-butoxi, n-pentoxi, s-
pentoxi y similares

El término “tratar”, se refiere a invertir, alwiar, inhibir el desarrollo de o
prevenir el trastorno ¢ afeccion al que se aplica tal término o prevenir unc o
mas sintomas de tal trastorno o afeccién. El término “tratamiento”, como se
usa en este documento, se refiere al acto de tratar, tal y como se acaba de
definir “tratar”.
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La frase “enantiomero opuesto” se refiere a una molécula que es una
tmagen especular que no se puede superponer de una molécula de referencia,
que puede obtenerse inviriendo todos los centros estereogénicos de la
molécula de referencia Por ejemplo, si la molécula de referencia tiene una
configuracién estereoquimica absoluta S, entonces el enantiomero opuesto
tiene una configuracion estereoquimica absoluta R Asimismo, si la molécula
de referencia tiene una configuracién estereoquimica absoluta S, S, entonces
el enantiomero opuesto tiene una configuracién estereoquimica absoluta R, R,
etc

La frase “sales, farmaceuticamente aceptables” se refiere a sales de
adicion de acidos o bases, formas bipolares, cuando sea posible, que estan
dentro del alcance del juicto médico, adecuados para usc en contacto con los
tejidos de pacientes sin toxicidad, imtacion, respuesta alérgica y similares,
indebidas en proporcidn a una relacién beneficio/riesgo razonable y eficaces
para su uso pretendido

Como los aminoacidos son anféteros, las sales farmacolégicamente
compatibles pueden ser sales de acidos organicos o Inorganicos aproplados,
por ejemplo, clorhidrico, sulfinco, fosfénco, acético, oxalico, lactico, citnco,
malico, salicilico, malénico, maleico, succinico y ascorbico Partiendo de los
correspondientes hidroxidos ¢ carbonatos, se forman sales con metales
alcalinos ¢ alcalinotérreos, por ejemplo, sodio, potasio, magnesio o calcio
También se pueden preparar sales con iones amoénicos cuaternaros, por
gjemplo, con el 16n tetrametil-amonio.

La eficacia de un farmaco admunistrado por via oral depende del
transporte eficaz del farmaco a través del epitelio de la mucosa y de su
astabilidad en la circulacién entero-hepatica Pueden modificarse quimicamente
para dar una forma de profarmaco, farmacos que son eficaces después de la
administracidn parenteral pero menos eficaces por via oral, o cuya semivida en
plasma se considera demasiado corta

Un profarmace es un farmaco que se ha modificado quimicamente y
puede ser biolégicamente nactivo en su sito de acciébn pero que puede
degradarse o modificarse mediante uno o mas procesos enzimaticos u otros
procedimientos in vivo en la forma parental bioactiva
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Este farmaco quimicamente modificado, o profarmaco, debe tener un
perfil farmacocinético distinto del farmaco parental, permitiendo una absorcion
mas facll a través del epitelio de la mucosa, una mejor formutacidn de la sal,
una mejor solubihdad, una mejor estabiidad sistémica {para aumentar la
semivida en plasma, por ejemplo), y similar Estas modificaciones quimicas
incluyen, pero sin limitaciéon, (1) denvados éster o amida que pueden
escindirse, por ejemplo, con estearasas o lipasas, (2) péptidos, que pueden
reconocerse mediante proteinasas especificas o no especlficas, (3) derivados
que se acumuian en el sitioc de accion mediante la seleccidn de membrana de
una forma profarmaco o forma profarmaco modificada, y (4) cualquier
combinacion de (1) a (3) Los profarmacos éster o amida pueden denvarse de!
resto de acido carboxilico de la molécula del farmaco parental o del resto acido
carboxilco o el resto amina de la molécula del farmaco parental,
respectivamente, por medios conocidos Ademds, el profarmaco peptidico
puede unirse a la molécula del farmaco parental mediante la formacién de un
enlace amida con el resto amina o acido carboxilico de la molécula del farmaco
parental usando técnicas conocidas.

La investigacion actual en expenmentos animales ha demostrado que la
absorcion cral de ciertos farmacos puede aumentarse mediante la preparacion
de sales cuaternanas ‘blandas® Una sal cuaternana se denomina sal
cuaternana "blanda’ ya que, a diferencia de las sales cuaternarias nomales,
por ejemplo, R-N*(CHs)s, puede liberar el farmaco activo tras la hidrélisis

Las sales cuaternanas blandas tenen propiedades fisicas Gtiles en
comparacién con el farmaco basico o sus sales La solubilidad en agua puede
aumentarse en comparacion con otras sales, tales como la sal clorhidrato, pero
puede ser mas importante una mayor absorcién del farmaco en el intestino
Una mayor absorcién se debe probablemente al hecho de que la sal
cuaternana blanda tiene propiedades tensioactivas y puede formar micelas y
pares i6nicos no lonizados con acidos biliares, etc, que pueden penetrar el
epitelio intestinal de forma més eficaz E! profarmaco, después de la absorcidn,
se hidroliza rapidamente con la liberacién del farmaco parental activo

Para un andlisis de profarmacos y sales cuaternanas blandas, véase E
Palomino, Drugs of the Future 15(4):361-68 (1990) Véase también,
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con una solucién acuosa saturada de cloruro amoénico La mezcla de reaccién
bruta se extrajo con éter dietihco El éter se retird a presion reducida y el
residuo en bruto se punficd por cromatografia en columna (eluyente 9.1
hexanos/EtOAC) lo que dio 1,67 g {46%) de éster metilico de acido 2-terc-buti-
5-{2-(2,4-difluoro-  bencil)-butil]-3-metil-4-oxo-tetrahidro-pinmidin-1-carboxilico
en forma de un sélido blanco
Acido (2R,4R)-2-aminometil-4-(2,4-difluoro-bencil)-hexanoico

Se cargd un matraz con 0,5 g (1,2 mmol) de éster metilico de acido 2-
terc-butil-5-[2-(2,4-difluoro-bencil)-butil]-3-metil-4-oxo-tetrahidro-pinmidin-1 -
carboxilico, 20 ml de dioxano y 20 ml de solucidn de HCI conc. La mezcla se
agitd y calentd a 110°C durante 4 dias Los disolventes se retiraron a presion
reducida El residuo se recogié en 20 mil de agua y 4 gotas de solucion de HCI
concentrado La fase acuosa se lavd con diclorometano La fase acuosa se
recogié y el agua se retiré a presion reducida. El residuo se tratd con 2 ml de
trietitamina y el exceso de tnetlamina se retir6 a presiéon reducida El sélido
restante se punficé por cromatografia en columna (eluyente 18 27 NH,OH,
MeOH, diclorometano). El sélido blanco resultante se lavé con acetonitrilo y se
secd al vaclo. Esto dio 80 mg (24%) de acido (2R, 4R)-2-aminometi!-4-(2,4-
dfflucro-bencil)-hexanoico en forma de un sdhido blanco

Debe apreciarse que, como se usa en esta memoria descrniptiva y en las
reivindicaciones adjuntas, los articulos singulares tales como “un’, “uno”, “una”,
“el” y ‘la” pueden referirse a un tnico objeto o a una diversidad de objetos a
menos que el contexto indique claramente lo contrario De esta forma, por
ejemplo, la referencia a una composicidn que contiene “un compuesto” puede
incluir un Unico compuesto o dos 0 mas compuestos

Debe apreciarse que la descripcidn anterior pretende ser lustrativa y no
restrictiva Muchas realizaciones serén evidentes para los especialistas en la
técnica tras la lectura de la descripcion anterior Por lo tanto, el alcance de la
invencién no debe determinarse en referencia a la descripcién anterior sino con
referencia a las reivindicaciones adjuntas
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REIVINDICACIONES 36\5

1 Un compuesto que tiene una estructura representada por la formula il
CHs
HzN R;
R,
HO,

o una sal farmaceuticamente aceptable del mismo, donde

R, es alquilo (C1-Cs) opcionalmente sustituido con uno o cinceo 4tomos de
fluor, y

Rs es alquilo {C4- Cg), cicloalquilo (C3- Cg), cicioalquil {Ca- Cg) — alquilo
(Cy- C3), fenilo, fenil-alquile (C4- Cj), pindilo o piridil- alquilo (C4- C3), donde los
restos o0 sustituyentes alquilo y cicloalquilo estan opcionaimente sustituidos con
uno a cinco atomos de flior, y los sustituyentes fenilo y piridilo y los restos
fenilo y pindiio de los sustituyentes fenil- alquilo (C4- Ca) y piridil- alquilo (C4- Ca)
estan opcionalmente sustituidos con uno a ¢inco sustituyentes, seleccionados
independientemente entre cloro, fluoro, amino, nitro, ciano, hidroxi, alguilamino
(C4- C3), alquilo (C+- Ca) opcionalmente sustituido con uno a tres atomos de
fitor, y alcoxi (C4- C3) opcionalmente sustituido con uno a tres atomos de flior

2 Un compuesto como en la Reivindicacidén 1 que tiene la estructura
representada por la formula IV
CHy
szﬁns
HO,C CHs
v
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3
AN

o una sal farmaceuticamente aceptable del mismo, en donde R; es como se
define en la Rewvindicacién 1

3 Un compuesto seleccionado entre los siguientes compuestos y sus sales
farmaceuticamente aceptables

Acido 3- Amino- 4,5- dimetil- heptanoico,
Acido 3- Amino- 4,5- dmetil- octanoico,

Acido 3- Amino- 4,5- dimetil- nonanoico,

Acido 3- Amino- 4,5- dmetil- decanoico,

Acido 3- Amino- 4- etil- 5- metil- heptanoico,
Acido 3- Amino- 4- etil- 5- metil- octanoico,
Acido 3- Amino- 4- etil- 5- metil- nonanoico,
Acido 3- Amino- 4- etil- 5,6- dimetil- heptanoico,
Acido 3- Amino- 4- etil- 5,7- dimetil- octanoico;
Acido 3- Amino- 4- etil- 5,8- dimetil- nonanoico,
Acido 3- Amino- 5- etil- 4- metil- octanoico,
Acido 3- Amino- 5- etil- 4- metil- nonanoico,
Acido 3- Amino- 4,5- dietil- heptanoico;

Acido 3- Amino- 4,5- dietil- octanoico,

Acido 3- Amino- 4,5- dietil- nonanoico;

Acido 3- Amino- 5- etil- 4,7- dimetil- octanoico,
Acido 3- Amino- 5- etil- 4,8- dimetil- nonanoico,
Acido 3- Amino- 4,5- dietil- 6- metil- heptanoico,
Acido 3- Amino- 4,5- dietil- 7- metil- octanoico;
Acido 3- Amino- 4,5- dietil- 8- metil- nonanoico;
Acido 3- Amino- 4, 5,6- tnmetil- heptanoico;
Acido 3- Amino- 4, 5,7- tnmetil- octanoico,
Acido 3- Amino- 4, 5,8- tnmetil- nonanoico,
Acido 3- Amino- 5- etil- 4- metil- octancico,
Acido 3- Amino- 5- etil- 4- metil- heptanoico,
Acido 3- Amino- 4- metil- 5- propil- octanoico,
Acido 3- Amino- 4- metil- 6- etil- octanoico,
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Acido 3- Amino- 4- metil- 6- etl- nonanoico,

Acido 3- Amino- 4,6- dietil- octanoico;

Acido 3- Amino- 4,6- dietil- nonanoico;

Acido 3- Amino- 7- ciclopentil- 4,5- dimetil- heptanoico,
Acido 3- Amino- 5- etil- 4,6- dimetil- heptanoico,
Acido 3- Amino- 5- etil- 4,7- dimetil- octanoico,

Acido 3- Amino- 5- etil- 4,8- dmetil- nenanoico,

Acido 3- Amino- 8- ciclohexil- 4,5- dimetil- octanoico,
Acido 3- Amino- 8- ciclohexil- 4,5- dimetil- octanoico;
Acido 3- Amino- 4,6- dimetil- octanoico;

Acido 3- Amino- 4,6- dmetl- nonanoico,

Acido 3- Amino- 4,6- dmetil- decanoico,

Acido 3- Amino- 4, 6,7- tnmetil- octanoico,

Acido 3- Amino- 4, 6,8- trmetil- nonanoico,

Acido 3- Amino- 4, 6,9- tnmetil- decanoico,

Acido 3- Amino- 6- ciclopropil- 4- metil- heptanoico,
Acido 3- Amino- 6- ciclobutil- 4- metil- heptanoico;
Acido 3- Amino- 6- ciclopentil- 4- metil- heptanoico,
Acido 3- Amino- 6- ciclohexil- 4- metil- heptanoico,
Acido 3- Amino- 7- ciclopropil- 4,6- dimetil- heptanoico,
Acido 3- Amino- 7- ciclobutil- 4,6- dimetil- heptanoico,
Acido 3- Amino- 7- ciclopentil- 4,6- dimetil- heptanoico,
Acido 3- Amino- 7- ciclohexil- 4,6- dimetil- heptanoico;
Acido 3- Amino- 8- ciclopropii- 4,6- dimetfil- octanoico,
Acido 3- Amino- 8- ciclobutil- 4,6- dimetil- octanoico,
Acido 3- Amino- 8- ciclopentil- 4,6- dimetil- octanocico,
Acido 3- Amino- 8- ciclohexil- 4,6- dimetil- octanoico,
Acido 3- Amino- 4- etil- 6- metil- octanoico,

Acido 3- Amino- 4- etil- 6- metil- ncnanoico,

Acido 3- Amino- 4- etil- 6- metil- decanoico,

Acido 3- Amino- 4- etil- 6,7- dimetil- octanolico,

Acido 3- Amino- 4- etil- 6,8- dimetil- nonanoico,

Acido 3- Amino- 4- etil- 6,5- dimetil- decanoico,

Acido 3- Amino- 6- ciclopropil- 4- etil- heptanoico,
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Acido 3- Amino- 8- ciclobutil- 4- etil- heptanoico,

Acido 3- Amino- 6- ciclopentil- 4- etil- heptanoico,

Acido 3- Amino- 6- ciclohexil- 4- etil- heptanoico,

Acido 3- Amino- 7- ciclopropil- 4- etil- 6- metil- heptanoico;
Acido 3- Amino- 7- ciclobutil- 4- etil- 6- metil- heptanoico;
Acido 3- Amino- 7- ciclopentil- 4- etil- 6- metil- heptanoico,
Acido 3- Amino- 7- ciclohexil- 4- etil- 6- metil- heptanoico,
Acido 3- Amino- 8- ciclopropil- 4- etil- 6- metil- octanoico,
Acido 3- Amino- 8- ciclobutil- 4- etil- 6- metil- octanocico,
Acido 3- Amino- 8- ciclopentil- 4- etil- 6- metil- octanoico,
Acido 3- Amino- 8- ciclohexil- 4- etil- 6- metil- octanoico,
Acido 3- Amino- 4- metil- heptanoico,

Acido 3- Amino- 4- metil- heptanoice

Acido 3- Amino- 7- ciclopripil- 4- etil- heptanoico,

Acido 3- Amino- 7- ciclobutil- 4- etil- heptanoico,

Acido 3- Amino- 6- ciclopentil- 4- ehl- hexanoico,

Acido 3- Amino- 7- ciclopentil- 4- etil- heptanoico,

Acido 3- Amino- 7- ciclohexil- 4- etil- heptanoico;

Acido 3- Amino- 4, 4, 5- tnmetil- heptanoico,

Acido 3- Amino- 4, 4, 5- trimetil- octanoico,

Acido 3- Aminc- 4, 5, 5- trimetil- heptanoico,

Acido 3- Amino- 4,5, 5- trimetil- octanoico, y

Acido (3R, 4R, 5R) - 3- Amino- 4, 5- dimetil- heptanoico;
Acido (3S, 4R, 5R) - 3- Amino- 4, 5- dimetil- heptanoico,
Acido (3R, 4S, 5R) - 3- Amino- 4, 5- dimetil- heptanoico;
Acido (3R, 4R, 55) - 3- Amino- 4, 5- dimetil- heptanoico,
Acido (3R, 4R, 5R) - 3- Amino- 4, 5 dimetil- octanoico,
Acido (38, 4R, 5R) - 3- Amino- 4, 5- dimetil- octanoico,
Acido (3R, 4S, 5R) - 3- Amino- 4, 5- dimetil- octanoico;
Acido (3R, 4R, 58) - 3- Amino- 4, 5- dimetil- octanoico,
Acido (3R, 4R, 5R) - 3- Amino- 4, 5- dimetil- nonanoico;
Acido (3S, 4R, 5R) - 3- Amino- 4, 5- ‘dimetil- nonanoico,
Acido (3R, 48, 5R) - 3- Amino- 4, 5- dimetil- nonanoico,
Acido (3R, 4R, 5S) - 3- Amino- 4, 5- dimetil- nonanoico,
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Acido (3R, 4R, 5R) - 3- Amino- 4, 5- dimetil- decanoico,
Acido (3S, 4R, 5R) - 3- Amino- 4, 5- dimetil- decanoico,
Acido (3R, 4S, 5R) - 3- Amino- 4, 5- dimetil- decanoico,
Acido (3R, 4R, 5S) - 3- Amino- 4, 5- dimetil- decanoico,
y enantiomeros opuestos de los mismos

4 Un compuesto que tiene la formula estructural representada por la
férmula V
HO, Res R Ry
R; Rz
HoN
\'

0 una sal farmaceuticamente aceptable del mismo, en donde

R1, Rz, R¢ ¥ Rs son cada uno independientemente un atomo de
hidrogeno o alquilo (C4- Cg) opcionalmente sustituide con uno o ¢inco atomos
de fluor, con la condicién que R4, Rz, Rq ¥ Rs no son simultaneamente atomos
de hidrogeno, y

R3 es un fenil 6 bencil, cada uno opcionalmente sustituido con uno a
cinco sustituyentes seleccionados independientemente de cloro, fluoro, amino,
nitro, ciano, hidroxi, alquitamino (C,- Cs), alquilo (C,- C3) opcionalmente
sustituido con uno a tres atomos de fidor, y alcoxi (C4-C3) opcionalmente
sustituido con uno a tres 4tomos de fidor.

5 Un compuesto como en la Reivindicacién 4, en donde Ry y Rs son juntos

atomos de hidrogeno

6 Un compuesto como en Ia Rewvindicacion 4, seleccionado de los
siguientes compuestos y sus sales farmaceuticamente aceptables’

Acido 2- Aminometil- 4- (4- metoxi- 2- metil- bencil) - hexanoico,
Acido 2- Aminometil- 5- (4- metoxi- 2- metil- fenil) - 4- metil- pentanoico,
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Acido 2- Aminometil- 4- (4- metoxi- 3- metil- bencil) - hexanoico,
Acido 2- Aminometil- 5- (4- metoxi- 3- metl- fenil) - 4- metil- pentanoice,
Acido 2- Aminometil- 5- (4- metoxi- fenil) - 3- metil- pentanoico,
Acido 2- Aminometil- 4- (2- metoxi- fenil} - 3- metil- butirnco;

Acido 2- Aminometil- 4- (4- metoxi- fenul} - 3- metil- butirico,

Acido 2- Aminometi- 3- metil- 4- fenil- butirico,

Acido 2- Aminometil- 3- meti- 5- fenil- pentanoico,

Acido 2- Aminometil- 3- metil- 4- (3- trifluorometil- fenil} - butirico,
Acido 2- Amincmetil- 3- metil- 4- p- tolil- butinco,

Acido 2- Aminometil- 4- (4- fluoro- fenil) - 3- metil- butirico,

Acido (2R, 4R) - 2- Aminometil- 4- (2,4- diflucro- bencil) - hexanoico,
Acido (2S, 4R) - 2- Aminometil- 4- (2,4- difluoro- bencil) - hexanoico,
Acido (2R, 4S) - 2- Aminometii- 4- (2,4- difluoro- bencil) - hexanoico,
Acido (28, 4S) - 2- Aminometil- 4- (2 ,4- difluoro- bencil) - hexanoico,
Acido (2S, 4S) - 2- Aminometil- 4- (3,5- difluoro- bencil) - hexanoico,
Acido (2S, 4S) - 2- Aminometil- 4- (2- fluoro- bencil) - hexanoico;
Acido (28, 4S) - 2- Aminometil- 5- (2,4- difluoro- fenil) - 4- metil -
pentanoico,

Acido (2S) - 2- Aminometil- 5- (2,4- difluoro- fenil} - - pentanoico,
Acido (2S, 4S) - 2- Aminometil- 4- (2,6- difluoro- bencil) - hexanoico,
Acido (28, 4S) - 2- Aminometil- 4- (4- fluoro- bencill} - hexanoico,
Acido (2S, 48S) - 2- Aminometil- 4- (2,5- difluoro- bencil) - hexanoico,
Acido (25, 48) - 2- Aminocmetil- 4- (3- fluoro- bencil) - hexanoico,
Acido (28, 4S) - 2- Aminometii- 4- pentafluorofeniimetil- hexanoico, y
Acido {2S, 4S) - 2- Aminometil- 4- (4- tnfluorometil- bencil) - hexanoico

Un compuesto que tiene una estructura representada por la férmula VI

HoN

HO.C

Vi
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o una sal farmaceuticamente aceptable del mismo, en donde

Rz es un fenil 6 bencil, cada uno opcionalmente sustituido con uno a
cinco susthtuyentes seleccionados independientemente de cloro, fluoro, amino,
nitro, ciano, hidroxi, alquilamino (Cy- Ci), alquilo (C4- C;) opcionalmente
sustituido con uno a tres atomos de fltor, y alcoxi (C4- Ca) opcionaimente
sustituido con uno a tres atomos de fldor, y

Rs ¥ Rs son cada uno independientemente un atomo de hidrogeno ¢
alquilo (C4+- Cg) opcionaimente sustituido con uno a cinco atomos de fllor, con
la condicién que R4 y Rs no son simultaneamente atomos de hidrogeno

8. Un compuesto como en la Rewndicacibn 7 seleccionado de los
siguientes compuestos y sus sales farmaceuticamente aceptables
Acido 2- Aminometil- 5- fenil- hexanoico,
Acido 2- Aminometil- 5- (3- cloro- fenil) - hexanoico,
Acido 2- Aminometil- 5- (3- tnfluorometil- fenil) - hexanoico,
Acido 2- Aminometil- 5- (4- tnfluorometil- fenil) - hexanoico,
Acido 2- Aminometil- 5- (3- cloro- fenil) - heptanoico;
Acido 2- Aminometil- 5- (3- tnflucrometil- fenil) - heptanoico,
Acido 2- Aminometil- 5- (4- trifluorometil- fenil) - heptanoico,
Acido 2- Aminometil- 5- metil- 6- fenil- hexanoico;
Acido 2- Aminometil- 6- (3- cloro- fenil) - 5- metil- hexanoico,
Acido 2- Aminometil- 5- metil- 6- (3- tnfluorometil- fenil) - hexanoico,
Acido 2- Aminometil- 5- metil- 6- (4- tnifluorometil- fenil) - hexanoico,
Acido 2- Aminometil- 5- bencil- heptanoico,
Acido 2- Aminometil- 5- (3- cloro- bencil) - heptanoico,
Acido 2- Aminometil- 5- (3- tnfluorometil- benci) - heptanoico; y
Acido 2- Aminometil- 5- (4- tnfluorometil- bencil) - heptanoico;

9 Una composicién farmacéutica que comprende

una cantidad terapéuticamente efectiva de un compuesto de acuerdo
con cualquiera de las Reivindicaciones 1 a 8 ¢ una sal farmaceuticamente
aceptable del mismo; y un vehlculo farmaceuticamente aceptable
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10  Un método para tratar un trastorno o afeccién en un mamifero,
incluyendo un ser humano, seleccionando el trastorno o afeccidn entre

epllepsia, ataques de desmayos, fibromialgia, hipoquinesia, trastornos
craneales, sofocos y temblor esencial,

dependencias y adicciones quimicas al alcohol, anfetaminas o
sustancias similares a las anfetaminas, cafeina, cannabis, cocaina, heroina,
alucinogenos, tabaco, inhalantes y propulsores de aerosol, nicotina, opiodes,
derivados de fenilglicidina, sedantes, hipnoticos, benzodiazepinas y otros
ansioliticos;

sindrome de abstinencia asociado con dependencias, adicciones o
comportamientos adictivos, incluyendo juegos de azar, y

migrafias, espasticidad, espasticidad muscular, hipotonia con paralsis,
artntis, sindrome del intestino irntable (1BS), dolor cronico, dolor agudo, dolor
neuropatico, neuralgia post herpética, dolor lumbar, dolor quirdrgico, dolor de
cabeza vascular, cefalea sinusal, dolor de cabeza crénico, trastornos
inflamatorios, artntis reumatoide, osteoartntis, psoriasis, modificacién de la
enfermedad de la enfermedad osteoartritis, diuresis, sindrome premenstrual,
trastorno disférico premenstrual, tinnitus y lesién gastrca,

el método que comprende administrar a un mamifero en necesidad de
tal tratamiento una cantidad terapéuticamente eficaz de un compuesto de
acuerdo con cualquiera de las reivindicaciones 1 a 8 o una sal
farmaceuticamente aceptable del mismo

11.  Un método para tratar un trastorno o afeccién en un mamifero,
incluyendo un ser humano, seleccionando el trastorno o afeccién entre

delino, demencia y trastornos amnésicos u otros trastornos cognitivos o
neurodegenerativos, incluyendo enfermedad de Parkinson, enfermedad de
Huntington, enfermedad de Alzheimer, demencia senil, demencia de tipo de la
enfermedad de Alzheimer, trastomo de memoria, demencia vascular y otras
demencias, incluyendo demencia debida a la enfermedad por VIH, traumatismo
craneal, enfermedad de Parkinson, enfermedad de Huntington, enfermedad de
Pick, enfermedad de Creutzfeldt- Jakob, o debido a maltiples etiologias,
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trastornos de movimiento tales como aquinesias, disquinesias,
incluyendo disquinesias paroxisticas familiares, espasticidades, sindrome de
Tourette, sindrome de Scout, paralisis y sindrome acinético rigido,

trastornos de movimiento extrapiramidales incluyendo trastornos de
movimiento inducidos por medicacidn, incluyendo Parkinsonismo, inducido por
neurolépticos, sindrome maligno neuroléptico, distonia aguda inducida por
neurolépticos, acatisia aguda inducida por neurolépticos, disquinesia tardia
iInducida por neurolépticos y temblor postural inducido por medicacion;
sindrome de Down,

enfermedades desmielinizantes incluyendo esclerosis multiple y
esclerosis lateral amiotréfica, neuropatia perférica, incluyendo neuropatia
diabética e inducida por quimioterapia o neuralgia postherpetica, neuralgia del
tngemino, neuralgia segmental o intercostal y otras neuralgias, y

trastornos cerebrales vasculares debidos a lesion cerebro vascular
aguda o crénica incluyendo infarto cerebral, hemorragia subaracnoidea o
edema cerebral,

el procedmiento comprende administrar a un mamifero en necesidad de
tal tratamiento una cantidad terapéuticamente eficaz de un compuesto acuerdo
con cualquiera de las reivindicaciones 1 a 8 o una sal farmaceuticamente
aceptable del mismo

12  Un procedimiento para tratar un trastorno o afeccién en un mamifero,
incluyendo un ser humano, seleccionando el trastorno o afeccion entre
trastornos del suefio, Insomnio, insomnio asociado a farmacos, trastornos del
suefio REM hipersomnia, narcolepsia, trastornos de un ciclo de suefio-vigilia,
sindromes de apnea del suefio, parasomnias, sindrome de las piernas
Inquietas, Jet lag, trastorno de movimiento penddico del miembro, arquitectura
del suefo alterada, o trastornos del suefio asociade con el tumo de trabajo y
horas de trabajo Irregulares, comprendiendo el procedimiento administrar a un
mamifero en necesidad de tal tratamiento una cantidad terapéuticamente eficaz
de un compuesto de acuerdo con cualquiera de las reivindicaciones 1 a 8 o una
sal farmaceuticamente aceptable del mismo
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13. Un procedimiento para tratar un trastomo o afeccidn en un mamifero,
incluyendo un ser humano, seleccionando el trastorno o afeccion entre

trastornos del estado emocional, incluyendo depresién o trastornos
depresivos, Incluyendo trastornos depresivos graves de un unico episodio 0
recurrentes, trastornos distimicos, neurosis depresiva y depresion neurética,
depresién melancolica, incluyendo anorexia, pérdida de peso, insomnio,
despertar vespertino y retardo psicomotor, depresion atipica o depresion
reactiva, incluyendo aumento del apetito, hipersomnia, agitacion psicomotora o
irmtabilidad, trastormno afectivo estacional y depresion pediatnca,

trastomnos bipolares o depresiéon maniaca, incluyendo trastorno bipolar |,
trastorno bipolar Il y trastorno ciclotimico,

trastorno de la conducta y trastorno perjudicial del comportamiento,

trastornos de ansiedad, incluyendo trastorno del panico con o sin
agorafobia, agorafobia sin historial de trastorno del panico, fobias especificas,
incluyendo fobias a animales especificos, ansiedad social, fobia social,
trastorno obsesivo-compulsivo, trastornos por estrés ncluyendo trastorno por
estrés post- traumético y trastorno por estrés agudo y trastomos de ansiedad
generalizados,

trastorno de personalidad frontenza;

esquizofrenia y otros trastornos psicéticos, incluyendo trastornos
esquizofreniformes, trastornos esquizoafectivos, trastornos de delino,
trastomos psicéticos breves, trastomos psicéticos compartidos, trastornos
psicéticos con delirios o alucinaciones, episodios psicoticos de ansiedad,
ansiedad asociada con psicosis, trastornos psicéticos del estado emocional
incluyendo trastorno depresivo grave,

trastornos del estado emocional asociados con trastornos psicoticos
incluyendo mania aguda y depresién asociada con trastorno bipolar, trastornos
del estado emocional asociados con esquizofrenia, y

trastornos del comportamientc asociados con un retraso mental,
trastorno autistico y trastornos de la conducta

el procedimiento comprende administrar a un mamifero en necesidad de
tal tratamiento una cantidad terapéuticamente eficaz de un compuesto de
acuerdo con cualquiera de las rewindicaciones 1 a 8 o una sal
farmaceuticamente aceptable del mismo
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O the claims, Nos.
D the drawings, sheetsfigs
0 the sequence listing (specify): .
O any table(s) related to sequence listing (specify): .

* If jtem ¢4 applies, gome or all of these sheets may be marked. "superseded.”
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Box No. il Non-establishment of opinion with regard,to novelty, inventive step and industrial
applicabllity .

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-
obvious), or o be industrially applicable have not been examined in respect of:

B the entire international application,
® claims Nos. 4-8, 9(part), 10-13(part) for industrial applicability

because:

¥ the said intemational application, or the said claims Nos. 10-13(part) relate to the following subject matter
which does not require an international preliminary examination (specify):

see separate sheet

O the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear
that no meaningful opinion could be formed (specify):

O the claims, or said claims Nos, are so inadequately supported by the description that no meaningful opinion
could be formed.

no international search report has bean established for the said claims Nos.

O

O the nucleotide andor amino acid sequence listing does not comply with the standard provided for in Annex
C of the Administrative Instructions in that:

the written form 0 has not been fumished
O does not comply with the standard

the computer readable foom  [J has not been furnished
O does not comply with the standard

O the tables related to the nucleotide andor amino acid sequence listing, if in computer readable form only, do
not comply with the technical requirements provided for in Annex C-bis of the Administrative Instructions.

O See separate sheet for further details

Form PCTAPEA/ 408 (January 2004)
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ON PATENTABILITY PCTAB2004/002985
Box No. IV Lack of unity of invention e

1. B In response to the invitation o restrict or pay additional fees, the applicant has:
O restricted the claims.
O paid additional fees.
O paid additional fees under protest.
B neither restricted nor paid additional fees.

2. O This Authority found that the requirement of unity of invention 1s not complied with and chose, according to
Rule 6B.1, not fo invite the applicant to restrict or pay additional fees.

3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3

O complied with. .« p- : -
O not complied with for the following reasons:

4. Consequently, this report has been established in respect of the following parts of the international application:

O ail pars.
X the paris relating to claims Nos. 1-3, 9-13({part) .

Box No.V Reasoned statement under Article 35(2) with regard to novelty, Inventive step or industrial
applicabliity; citations and explanations supporting such statement

1. Statement
Navalty (N) Yes: Claims 1, 2, 9-13(part)
No: Claims 3
Inventive step (IS) Yes: Claims
No: Claims 1-3, 8-13(part)
Industrial applicability (I1A) Yes: Claims 1-3, 8(par)
No: Claims

2. Citations and explanations (Rule 70.7):
see separate sheet

Form PCTAPEA/ 409 (January 2004)
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Reference is made to the following documents:

D1 WO 98/40055 A

D2 BIOORG. MED. CHEM., vol. 11, no. 1, 2 January 2003, pages 113-122

D3 DATABASE BEILSTEIN, BEILSTEIN INSTITUT ZUR FORDERUNG DER
CHEMISCHEN WISSENSCHAFTEN, FRANKFURT AM MAIN, DE; Database
accession no, BRN 7914440

D13 WO 00/76958 A

D14 WO 98/17627 A

D15 WO 03/082807 A .

Il. Non-establishment of opinion with regard to novelty, inventive step and
industrial applicability

Claims 10-13 relate to subject-matter considered by this Authority to be covered by
the provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be formulated with
respect to the industrial applicability of the subject-matter of these claims (Article

34(4)(a)(1) PCT).

The present intemational application is not considered to comply with the requirement
of unity of invention, see item IV below. Following an invitation to restrict or pay
additional fees the applicant has not paid additional fees. He also filed amended
claims, which are not restricted. In reply to the aforementioned invitation submitted
together with the amended claims the applicant requested that the IPEA restricts the
application to compounds of formula (lil), their stereo compounds (formula (1V)), and
compounds of claim 3 as well as the corresponding claims to pharmaceutical
compositions and methods of treatment comprising these compounds, which aiso
corresponds to the first subject-matter mentioned in the invitation to pay additional
fees. The IPEA is not in a position to restrict an application, but will examine the first
mentioned subject-matter if the applicant has not restricted the claims or paid
additional fees.

Consequently, this report is limited to compounds of formulae (Ill), (IV), and to
compounds of claim 3, pharmaceutical compositions comprising them and their use,

Form PCT/Separaie Shee{/409 (Shest 1) (EPO-January 2004)
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i.e. the subject-matter of claims 1-3 and 9-13(part).

IV. Lack of unity of invention

The amended set of claims submitted by the applicant on 04.11.05 lacks unity of
invention. Independent claims 1, 4 and 7 are not considered to be linked by a single
inventive concept. The reasons are essentially the same as set out in the Written
Opinion of the Intemational Searching Authority and are mentioned below.

LT

The Intemational Preliminary Examining Authority tonsiders that there are three
inventions covered by the claims indicated as follows:

A: Claims 1-3, 9-13 (partially) directed to compounds of formula (Ill), (IV) and
explicitly named compounds, pharmaceutical compositions comprising them
and their use in the treatment of the diseases/disorders mentioned in claims 10-

13,

B: Claims 4-6 and 9-13 {partially) directed to compounds of formuila V,
phamaceutical compositions comprising them and their use in the treatment of
the diseases/disorders mentioned in claims 10-13.

C: Claims 7-8 and 9-13 (partlally) directed to compounds of formula (VI),
phamacseutical compositions comprising them and their use in the treatment of
the diseases/disorders mentioned in claims 10-13.

The reasons for which the inventions are not so linked as to form a single general
inventive concept, as required by Rule 13.1 PCT, are as follows:

The problem underlying the present invention is the provision of compounds, which
are suitable in the treatment of a variety of disorders, like epilepsy psychiatric
disorders, pain etc,

Form PCT/Separate Shast/408 (Sheet 2} (EPO-January 2004)
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The proposed solution fo this problem is the provision of beta-alanine derivatives
according to formulae (ll1), (IV), (V) and (Vi), which have the following structural unit
in common: NH2-CH-CH-COOH. Compounds with this structural unit have already
been disclosed In the document WO-A-9840055 for the same use (i.e. epilepsy), see
for example table 3, or claims 16-21. The common structural feature is thus not

novel.

The underlying problem of the invention can therefore be redefined as providing
further beta-alanine derivatives suitable for the treatment of epilepsy, psychiatric

disorders, pain, etc.

The inventions A - C mentioned above are considered to be different solutions to this
prablem, i.e. further developments in different directions, which do not share a
common novel featura.

Taking into account that compounds having the same common structural feature for
the same use are known and that no other technical feature can be regarded as
special technical teature in the sense of Rule 13.2 PCT, the IPEA is of the opinion
that there is no single inventive concept underlying the three inventions claimed in the
present application. The application therefore lacks unity (Rule 13.1 PCT)

It is acknowledged that a certain overlap exists between the compounds (VI) and (V).
The overlapping area is considered as belonging to the second invention. .

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or
industrial applicability

Novelty

Claim 1 of the present application refers to compounds of formula (lil) and claim 3
refers to a number of explicitly mentioned compounds. These compounds are useful
in the treatment of various disorders like pain, epilepsy, psychiatric disorders, etc.

Form PCT/Separale Sheav403 (Sheet 3) (EPO-January 2004)
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Document D3 discloses the compound 3-amino-4-methyl-heptanoic acid, which falls
within the scope of claim 3, see present application, claim 3, page 114, lines 11-12.
Claim 3 is therefore not considered o meet the requirement of Art, 33(2) PCT.

None of the available prior art documents refers to compounds falling within the

scope of claim 1. Claim 1 as well as the dependent claim 2 (formula (IV)) and claims
9-13 refemring to pharmaceutical compositions and methods of treatment comprising
compounds of claim 1 and 3 are therefore considered to mest the requirement of Art. .
33(2) PCT.

Inventive step

- The present application does not meet the requirement of Art. 33(3) PCT for the
following reasons:

.To be considered inventive, the technical problem, which is the provision of further
compounds for the treatment of pain, epilepsy, psychiatnc disorders etc, has to be
solved over basically the whole breadth of the claims.

The present claim 1 has been lirf!'lited to compounds of formula (lll}, their stereo
compounds of formula (IV) and specific compounds according to claim 3 which are all
substituted in position 4. Howevér, the application does not contain any biological
data, which show that the proble\‘n has been solved by this type of compounds and
over basically the whole breadth!of the claims. Only for three compounds data for the -
affinity to the a23 protein are present in the application (see page 87, lines 2-7) and
none of them corresponds to a 3'-aminocarboxylic acid with a substituent in position
4, let alone in posltion 4 and 5.

Attentlon is also drawn to the fac't that with regard to the teaching of D1 or D2
(already small changes lead to inactive compounds, see D1, table 3 on page 62, last
four compounds; D2, table 2, cofnpon.inds 5 and 6), it appears to be highly doubitful
that all the compounds now claimed solve the underlying problem. ‘
Without sufficlent data demonstrating that the problem is solved by the type of
compounds according to claims {1-3 and basically over the whole breadth of these

|

!
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claims, an inventive step cannot|be acknowledged.

I

!
Industrial applicability i
For the assessment of the prese!nt claims 10-13 on the question whether they are
industrially applicable, no unlﬁeq' criteria exist in the PCT Contracting States. The
patentability can also be dependent upon the formulation of the claims. The EPO, for
example, does not recognize as }industn'ally applicable the subject-matter of claims to
the use of a compound in medical treatment, but may allow, however, claims to a
known compound for first use in;medical treatment and the use of such a compound
for the manufacture of a medicament for a new medical treatment.

There are no objections against claims 1-3 and 9 as far as industrial application is
concemed,

Further remarks:

Although the document D15 is not coi'lsidered to be part of the prior art in the sense of
Rule 64.1 for the purpose of Art. 33(2) and (3) PCT, this document anticipates subject-
matter of claims 1 and 2, see D15, e 10, line 4, page 11, fine 13, page 13, line 1.

The claims are not supported by the c{escn‘ption as required by Article 6 PCT, as their
scope is broader than justified by the Ide:acn’piion and drawings. The reasons therefor are
the following: The claims encompass still a large amount of compounds, while only a small
part is supported by explicitly prepareh compounds (see examples). Merely mentioning
compounds by name, which theoretically tall within the scope of a formula is not
considered as sufficient support. Furti?e'rrpore. no biological data are available to support

the claimed activity.

Independent claim 3 refers to specific compounds, which in part describe compounds
according to formutae (1) and/or {IV)! These compounds should have been part of a

Form PCT/Separate Shaet/408 (Sheet 5) (EPO-January 2004)
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dependent claim (Rule 6.4 PCT).

Claim 3 apparently mentions some compounds twice, see page 113, lines 5 and 6 or page
114, lines 11 and 12. '

I
Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art disclosed
in the documents D1, D2, D13 and D14 is not mentioned in the description, are these
documenits identified therein.

Form PCT/Separate Shee/400 (Sheet &) (EPO-January 2004y
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" optical isomers, of the compounds of formula |, i, 1ll, IV, V or VI. Samples of

the compounds may exist as racemic mixtures, es individual enantiomers and
diasterecisomers, and as mbdures thereof. The invention also includes all
pharmmacseutical compositions and methods of treatment defined above that
contain or emplog'f stereoisomers of the compounds of fosmula d, I, 1IL IV, V or
V1.

Compounds with one stereogenic center may exist as a racemic
{equimolar) mixture, as a non-equimolar mixture of isomers, and as pure
enantiomers having S- or A-stereoconfiguration. Compounds with two
stersogsnic centers may exist a8 & racemic mixture, as a non-egquimolar
mixture of isomers, and as pure fnantiomars having S8, i'-'IFI, SR or RS
stereccopfiguration. Compounds with three stereogenic conters may exist as
& racemic mixture, as a non-equlmola_r mixture of isomers, and as pure
enantiomsrs having ARA, SSS, SRR, RSS, RSR, SRS, ARS or SSR
stereoconfiguration. Indjvidual isomers may bs obtained by known methods,
such as optical resolution, optically sslsctive reaction, or chromatographie
separation in the preparation of the final product or its intermediate, Individual
enantiomers of the 'compounds of this invention may have advantages, as

" compared wilh racemic mixtures of these compounds, in the treatment of

various disorders or conditions.

The present invention also includes isolopically labsled compounds,
which are identical to those recited In formula 1, I, 1ll, IV, V, or VI but for the
fact that ons or more atoms are replaced by an atom having an atomic mass
or mess number different from the atomic mass or mass number usually
found in nature. Examples of isotopes that can be incorporated into
compounds of the present invention Include Isctopes of hydrogen, carbon,
nitrogen, oxygen, flucrine and chiorine, such as ®H, *H, *C, V', “C. *N, "0,
10, "°F, and *C), respectively. Compounds of the present invention,
prodrugs therecf, and pharmacsutically acceptable salts of said compounds

* or of said prodrugs which contain the aforementioned isotopes and/or other

Isotopes of other atoms are within the scope of this Invention, Certain
isotopically labeled compounds of the present

4%
P My ., (R
AMENDED SHEET 129092008
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3-methyibut-1-yl, 3-methylbut-2-yi, 2-methyibut-2-yl, 2,2,2-trimsthyleth-1-y1, n-
hexyl, 3-sthyibutyl, and the like. :

" Thetemn “cycloalkyl” refers to saturated monocydiic and bicyclic
hydrocarbon rings, gensrally having a specified number of carbon atoms that

comprise the ring:; i.e., (Cs-Cs)cycloalkyl refers to a cycloalkyl group having 3,
4, 5, or 6 carbon atoms as ring members. The cycioalkyl may be attached to
a parent group or to a substrate at any ring atom, unless such attachment
would violata valence requiremeants.

. Examples of monocyclic cycloalkyl groups include, without limitation,
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, and the itke. Examples of
bicyclic cycioalkyl groups include, without limitation, bicyclo[1.1.0jbutyl,

. blcyciof1.1.1]pentyl, bicycia[2.1.0lpantyl, bicycio[2.1.1Jhexyl,

bicycio[3.1.0}hexyl, bicyelof2.2.1Jheplyl, bicyciof3.2.0jheptyl,
bicyclof3.1.1heptyl, bicyciofd. 1.0jheptyl, bicyciof2.2.2locty,

bicyclof3.2. 1]octyl, bicycio4.1.1Joctyl. blcyclo[3.3.0}octyl, bicycio[4.2.0jocty,
bicyciaf3.8.1]nonyl, bloyclofa.2. 1jnomyl, bicyclo(4.3.0]nony),
bicycio[3.3.2)decyl, blcyclo]d.2.Zjdecyl, bicyclo[4.3. 1]decyi,
bicyclo{4.4.0)decyl, bicyclof3,3.3]undscyl, bicyclof4.2.ZJundecyl,
blcyelof4.3.3]dodecyl, and the Iike.

The term "alkoxy” refers to alkyl-O-, where alky! is dsfined above,
Examplas of alkoxy groups include, without imitation, methoxy, ethoxy, n-
propoxy, -propoxy, n-butoxy, s-butoxy, t-butoxy, n-pentoxy, s-pentoxy, and
the Iike. ' -

The term 'u:aating' refers to reversing, alleviating, inhibiting the
progress of, or preventing the disorder or condition to which such tenm
applies, or preventing cne or more symptoms of such condition or disorder.
The term “treatment,” as used herein, refers to the act of treating, as "“treating”

Is defined immediately above.

| —fl—
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The phrase “opposite enantiomer” refers to a molecule that is a non-
superimposable miror image of a reference molscule, which may be obtained
by inveriling all of the stereocgenic centers of the reference molecule. For
sxample, if the reference molscule has S absolute stereochemical
configuration, then the opposite enantiomer has R absolute stereochemical
configuration, Likewiss, if the reference molecule has S,S absoiute
sterecchemical configuration, then the opposite enantiomer has R,R
sterecchemical configuration, and so on.

The phrase “pharmaceutically acceptable salts® refers 1o acid or base
addition saits and 2witterionic forms, where possible, which are within the
scopé of sound medical judgment, suitabls for use In contact with the tissues
of patients without unduse toxicity, irritation, altergic response, and the like,
commensurate with a reasonable bensfitrisk ratio, and sffective for thelr
intended uss. .

Because amino acids are amphoteric, pharmacologically compatible
salts can be salts.of appropriate inorganic or organic acids, for example,
hydrochioric, sulfuric, phosphoric, acetic, oxalle, laclic, citric, malic, salicylle,
malonic, maleic, succinic, and ascorbic, Starting from corresponding
hydraxides or carbonates, salts with alkali metals or alkaline earth metals, for
example, sodium, potassium, magnesium, or calcium are formed. Salts with
quatemasy ammonium jon3a can also be prepared with, for example, the
tetramathyl-ammonium lon. -

The effectiveness of an orally administered drug is dependent upon the ‘
drug’s efficient transport across the mucosal epithellum and its stabillty in
entero-hepatic circulation. Drugs that are effective after parenteral
administration but less effective orally, or whose plasma halt-life Is considered
too short, may be chemically modified into a prodrug form.

A prodrug is a drug that has been chemically modified and may be
biclogically inactive at Its site of action, but which may be degradsd or

- modified by one or more enzymatic or other in vivo processes to the parert

bioactive form.

— ™A
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~ This chemically modified drug, or prodrug, should have a different
pha.un'anoldneﬂc profils than the parent drug, enabling easler absorption
across the mucosal epithelium, better salt formulation, Improved solubility,
enhanced systemic stabllity (for an increase in plasma hali-He, for example),
5 and the like. These chemical modifications nclude, but are not limite to (1)
' ester or amide derivatives which may be cleaved by, for axample, esterases
or lipasas; (2) peptides, which may be recognized by specific or nonspecific
proteinases; (3) daerivatives that accumulate at a sito of action through
membrane selection of & prodrug form or modified prodrug form; and (4) any
10 combination of {1) 10 (3). The ester or amides prodrugs may be derived from
the carboxylic acid molsty of the parent drug moleculs or from the carboxylic
acld moiety or the amine moiely of the parent drug moleculs, respectively, by
known means. In addition, the peptide prodrug may be coupled io the parent
drug molecule via amide bond formation with the amine or carboxyllc acld
15 moiety of the parent drug molecuis using known techniques.

Cumrent research in animal expoeriments has shown that the oral
absorption of cenain drugs may be increassd by the preparation of *soft”
quatemary salts. The quatermnary salt is termad a “soft” quatemary sslt since,
unike normal quatemary salts, 6.9, R-N*{CHy)s, it can release the active drug

- 20 upon hydrolysis.

Soft quaternary salts have useful physical properties compared with
the basic drug or its salts. Water solubility may be increased compared with
other salts, such as the hydmochloride, but more important there may be an

. increased absorption of the dnig from the intestine. increassd absorption is

25 probably due o the fact that the soft quaternary sait has surfactant properties
and is capabls of farming micellas and unionized fon pairs with bile acids, stc.,
which are able 1o penetrate the Infestinal spithelium more effactively. The
prodrug, after absorption, Is rapidly hydrolyzed with releass of the active
parent drup.

30 For a discugsion of prodrugs and soft quatemary salts, see
E. Palomino, Drugs of the Future 15(4):351-68 (1990). See also,

. —84—
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with sat, aq. ammonium chioride solution. The crude reaction mixture was
extracted with diethyi ethar. The sther was removed under reduced pressure,
and the cruds residue was purified by column chromatography (9:1 héxanaes/
EtOAC eluent) which gave 1.67 g (46%) of 2-tert-bulyl-5{2-(2,4~difluoro-
banzyl)-butyl)-3-methyl-4-oxo-tetrahydro-pyrimidine-1-carboxylic acid methy!
estar az a whita solid.

(2R,4R)-2-Aminomethyl-4-(2, 4-difluoro-benzyf}-hexanoic acid

A flask was charged with 0.5 g (1.2 mmol) of 2-tert-butyl-6-[2-(2,4-
difiuoro-benzyl)-bulyl}-3-methyl-4-oxo-totrahydro-pyrimidine-1-carboxylic acid
methyl ester, 20 mL dioxans, and 20 mL of conc. HCI solution. The mixture
was stirrad and heated at 116°C for 4 days. The solvents were removed
under reduced pressura. The residus was taken up in 20'mL water and 4
drops of conc. HCI solution. The aqueous layer was washed with
dichloromethane. The aquoous layer was collected and the water was
removed under reduced preéssure. The residus was treated with 2 mL of
triethylamine, and the excess tricthylamine was removed under reducsd
pressure. The remaining solld was purified by column chromatography
(1:8:27 NH;OH, MeOH, dichloromethane eluent). The resulting whiie solld
was washed with acetonitrile and drisd under vacuum. This gave 80 mg

 (24%) of (2R, 4R)-2-aminomethyl-4-{2,4-dHfiuoro-benzyl)-hexancic acid as a

‘white solid.

It should be noted that, as used in this specification and the appended
claims, singular articles such as ‘a,” “an,” and “ihe,” may refar fo a single
object or fo a plurality of objects uniess the context clearly Indicates '
otherwise. Thus, for example, reference fo a composition containing "a
compound” may include a single compound or two or mare compounds.

It is to be undersicod that the above description Is intendsd to be
fBustrative and not rostriclive. Many embodiments will be apparent to those of

. skill in the art upon reading the above description. The scope of the invention

should, therefors, be determined not with reference to the above description,
but should insiead be determined with reference to the appended claims,

r—=] 10—
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CLAIMS
1. A compound having a structure representad by formuia Il
. ' CHy
, HzN Rs
. R,

HO;
1l

. or a pharmaceutically acceptable sait thereof, wherein

Ry is a (C4-Cs)alky! optionally substituted with from one to five flucrine
atoms; and - ) |

Ry s (C1-Cs)alkyl, (C+-Cs)cycloalkyl, (Cs-Ce)cycioalkyl-(C+-Cy)alkyl,
phenyl, phenyl-(Cy-Cs)alkyl, pyridyl, or pyridyk{CCs)alkyl, wherein the alkyl
and cycloalkyl moleties or substituents are optionally substituted with from
one to five fluorine stoms, and the pheny! and pyridyl substituents and the
phenyl and pyridyl moleties of the phenyl-{C,-Cs)alkyl and the pyridyl-(C1-
Ca)alkyl substituents are optionally substituted with from one to five
substituents independsntly selscted from chioro, fiuoro, amine, nitro, cyano,
hydroxy, (C1~-Cs)alkylamino, (Cy-Cs)alkyl optionally substitutad with from one
to thres fluorine atoms, and (C,-C;)alkoxy optionally substituted with from one
to three fluorine stoms. - -

2 A compound as In Claim 1 having a structure mpréaented by

formula IV
) Hy

Hz:‘j\r&
: CH
HO, 3

.V

sl .

or a pharmaceutically acceptable salt thereof, whereln R; Is defined as in
Claim 1.

11— .
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A compound selected from the following compounds and their

pharmaceutically acceptable salts:

3-Amino-4,5-dimethyl-heptanoic acid;
3-Amino-4,5-dimethyl-octanoic acid;
3-Amino-4,5-dimsthyl-nonancic acid;
3-Amino-4,5-dimethyl-decanolc acid:
3-Amino-4-ethyk-5-methyk-heptanoic acid;
3-Amino-4-ethyl-5-methyl-octanoic acid;
3-Amino-4-sthyi-5-methyl-nonanole acid;
3-Aminc-4-athyl-5,6-dimethyt-heptanoic acid;
3-Amino-4-ethyl-5,7-dimethyl-octanocic acid;
3-Amino-4-sthyl-5,8-dimethyl-nonanoic acid;
3-Amino-5-ethyl-4-methyl-octancic acid;
3-Amino-5-ethyl-4-methyl-nonanoic acid;

" 3-Amino-4,5-diethyl-heptanoic acid;

3-Amino-4,5-dlethyl-octancic acid;
3-Amino-4,5-diethyl-nonanopic acid;
3-Amino-5-ethyl-4,7-dimethyl-octanoic acid;
3-Amino-5-ethyl-4,8-dimethyl-nonanoic acld;
3-Amino-4,5-diethyl-8-methyl-heptancic acid:
3-#mlno-4.5—diaﬂ1yl—7—meﬂ1yl—octanolc acid;
3-Amino-4.5-dleﬂiy|-8-meﬂ\yl-nonanoic acid:
3-Amino-4,5,6-timsthyl-heptancic acid;
3-Amino-4,5,7-timsthyl-octanolc acid;
3-Amino-4,5,8-trimethyl-nonanolc acid;
3-Amino-5-ethyl-4-methyl-octanoic acid:
3-Amino-5-ethyl-4-methyl-heptanoic acid;
3-Amino-4-methyl-5-propyl-octanoic acid;
3-Amino-4-methyl-6-athyloctanoic acid;
3-Amino-4-methyl-6-ethyl-nonanoic acid;
3-Amino-4,6-diethyl-octanoic acid;
3.Amino-4,6-dlethyl-nonanoic acid;
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3-Amino-7-cyclopentyl-4,5-dimethyl-heptanoic acid;
3-Amino-5-ethyl-4,6-dimethyl-heptanoic acid;
3-Amino-5-ethyl-4,7-dimethyl-octanoic acid;
3-Amino-5-ethyl-4,8-dimethyl-nonanoic acld;

b 3.Amino-8-cyciohexyl-4,5-dimethyl-octanolc acid;
3-Aminc-8-cyclohexyl-4,5-dimethyl-octanolc acid;
3-Amino-4,6-dimethyl-octanoic acld;
3-Amino-4,6-dimethyl-nananoic acld;

' 3-Amino-4,6-dimethyl-decanoic acid;

10 : 3-Amino-4,6,7-trimethyl-octanoic acld;
3-Amino-4,6,8-trimethyl-nonanoic acid;
3-Amino-4,6,9-trimethyl-decanoic acid;

"3-Amino-6-cyclopropyl-4-methyl-heptanoic acid:
. 3-Amino-6-cyciobutyl-4-methyl-heptanolc acid:

15 3-Amino-8-cyclopentyl-4-methyi-heptanoic acid;
3—_A|nlno-:8-cyclohaxyl-4-mau1y1-haptanolc acid;

" 3-Amino-7-cyclopropyl-4,6-dimethy-heptancic acid;
3-Amino-7-cyclobutyl-4.6-dimethyl-heptanoic acid;
3-Amino-7T-cyclopentyl-4,6-dimethyl-heptanoic acid;

20 3-Amino-7-cyclohexyl-4,6-dimethy--heptanoic acid;
3-Amino-B-cyclopropyl-4,8-dimethyl-octanaic acid:;
3-Amino-8-cyciobutyl-4,6-dimethyl-octanoic acid;
3-Amino-8-cyclopentyl-4,6-dimethyl-octanolc acid;

. 3-Amino-8-cyclohexyl-4.6-dimethyl-octanoic acid;

25 3-Amino-4-sthyl-6-methyl-octanoic acid;
3-Amino-4-ethyl-6-methyl-nonanoic acid;
3-Amino-4-ethyl-8-methyl-decanoic acid;
3-Amino-4-athyl-6, 7-dimethyl-octanoic acid:
3-Amino-4-ethyl-6 8-dimethyl-nonanoic acid;

30 3-Amino-4-ethyl-6,9-dimethyl-decanolc acid;
3-Amino-8-cyclopropyl-4-ethyl-heptanoic acld;

3-Amino-6-cyciobutyl-4-ethyl-heptanoic acid;
—-t13—
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3-Amino-6-cyclopentyl-4-ethyl-heptanoic acid;
3-Amino-6-cyclohexyl-4-ethyl-heptanoic acid;
3-Amino-7-cydlopropyl-4-sthyl-6-methyl-heptanoic acid;
3-Amino-7-cyclobutyl-4-ethyl-8-methyk-heptanoic acid;
&Amlrnd—?-cyulopentyiA-_ethyl-B-mstl?yi-haplanoic acid;
3-Amino-7-cyclohexyl-4-ethyl-8-methyl-heptanoic acid;
3-Amino-8-cyciopropyl-4-ethyl-6-mathyl-octanoic acid;
3-Amino-8-cydlobutyl-4-sthyl-6-methyl-octanolc acid:
3-Amino-8-cyclopentyl-4-ethyl-6-methyl-octanoic acid;
3-Amino-8-cyclohexyl-4-ethyl-8-methyl-octanoic acid;
3-Amino-4-methyl-heptanolic acld;
3-Amino-4-methyl-heptanoic acid;
3-Amino-7-cyciopropyl-4-ethyl-haptanolc acid;
3-Amino-7-cyciobutyl-4-ethyl-heptanocic acid;
3-Amino-6-cyclopentyl-4-ethyl-hexanoic acid;

- 3-Amino-7-cyciopentyl-4-ethyl-heptanoic acid;

3-Amino-7-cyclohexyl-4-ethyl-heptanoic acid:
3-Amino-4,4,5-timethyl-heptanoic ack;
3-Amino-4 .4,5-trimethyl-octanolc scid;
3.-Arnlno-4.5.5-trhne'thyl-haptanoic acid;

3 Amino-4,5,5-trimethyl-octanoic acid; and
(3R,4R,5R)-3-Aminc-4,5-dimethyl-heptancic acid;
(3S.4R,5R)-3-Amino-4,5-dimethyl-heptanolc acid;
(3R,45,5R)-2-Amino-4,5-dimethyl-heptancic acid;
(3R.4R,55})3-Amino-4,5-dimethyl-heptanoic acid;
(3R, 4R ,5R)-3-Amino-4,5-dimethyl-octancic acid;
(38,4R ,5R)-3-Amino-4,5-dimethyt-octanoic acid;
(3R,48,5R)-3-Amino-4,5-dimethyl-octancic acid;
(3R.4R,558)-3-Amino-4,5-dimethyl-octanolc acid;
(3R,4R,5R)-3-Amino-4,5-dimethyl-nonanoic acid;
(38.4R,5R)-3-Amino-4,5-dimethyl-nonanolic acld;

(3R .4S,5R)-3-Amlno-4,5-dimethyl-nonanoic acid;
—T 1
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(3R,4R,58)-3-Amino-4,5-dimethyl-nonanoic acid;
(3R._4R.5R)—3Amlno-4,5-dimﬂ1yl—damnnlc acld;
(35,4R 5R)-3-Amino-4,5-dimethyl-decanoic acid;
(3R4S.53}3—Amino4,5—dimeﬂ1yl-&eunoic acid;

5 (3R 4R,55)-3-Amino-4,5-dimethyl-decancic acid;
and opposite enantiomers thareof.

4. A compound having a structure represented by formula V

Hoge RS o
Ry “Re
HgN”~
"4

10 or a pharmaceutically accoptabls salt thereof, wherein
Ry, Rz, R4, and Rs are each independently a hydrogen atom or {Cs-
Cs)alkyl optionally substituted with from one to five fluorine atoms, with the
proviso that Ry, Rz, R and Rs are not simultaneously hydrogen atoms; and
Rs Is a phenyl or benzyl, sach optionally substituted with from one to
15 . five substituents Independently selectad from chioro, fluoro, amine, nitro,
tyano, hydroxy, (Cy-Cy)alkylamino, (C1-Cs)alkyl optionaily substituted with
from one to three fluorine atoms, and (C4-Ca)alkoxy optionally substituted with
from one to three flucrine atoms, '

5.  Acompound as in Claim 4, wherein Ry and Rs are both hytdrogen .

, atoms.

6. A compound as in Claim 4 selected from the following compounds and
their pharmaceutically acceptable sats: '
2-Aminomethyl-4-(4-methoxy-2-methyl-benzyl)-hexanoic acid;
2-Aminomethyl-5-(4-methoxy-2-methyl-phenyt}-4-methyl-pentanoic
25 acid; i '
2-Aminomethyl-4-{4-methoxy-3-methyl-benzyl}-hexanoic acid;

—115—
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2-Aminomethyl-5-(4-methoxy-3-methyl-phenyl)-4-methyl-pentanocic
acid; -
2-Aminomethyl-5-(4-methoxy-phenyl}-3-methyl-pentanoic acid; -
2-Aminomethyl-4-(2-methaxy-phenyt)}-3-methyl-butyric acid;
2-Aminomethyl-<4-(4-methoxy-phenyl)-3-methyl-butyric acid;
2-Aminomethyl-3-methyl-4-phenyi-butyric acid;
2-Aminomethyl-3-methyl-5-phenyi-pentanoic acid;

- 2-Aminomethyl-3-methyl-4-(3-trifluoromethyl-phenyl)-butyric acid;

2-Aminomethyl-3-methyl-4-p-tolyl-butyric acid;
2-Aminomethyl-4-{4-flucro-phenyl)-3-methyl-butyric acid;
(2R,4R)-2-Aminomsthyi-4-(2,4-difiuoro-benzyl)-hexanolc acid;
(28,4R)-2-Aminomethyl-4-(2,4-diflucro-benzyl)-hexanolc acld;
{2R.48)-2-Aminomethyl-4-(2 4-diflucro-banzyt}-hexanolc acid;
(25,48)-2-Aminomethyl-4-(2,4-dflucro-benzyl}-hexanolc acld;
(28,45S)-2-Aminomethyl-4-{3,5-difluoro-benzyl)-hexanoic acid;
(28,48 )-2-Aminomethyl-4-(2-flucro-benzyi}-hexanoic acid;
(25.48)-2-Aminomethyl-5-(2.4-difluoro-phenyt)-4-methyi-pentanoic.
acid; . -
(28)-2-Aminomethyl-5-(2,4-diflucro-phenyl}-pentanoic acid;
(25,4 S}-2-Aminomethyl-4~(2,8-difluoro-benzyl}-hexancic acid;
(2S5,45)-2-Aminomethyl-4-(4-fluoro-benzyl)-hexanocic acid;
{25.48)-2-Aminomethyl-4-(2,5~dfluoro-benzyl)-hexanoic acid;

- (28.4S)—Z-Arninumeﬂ;yl-ﬂ—(h—ﬂuom—benzyl)—haxanuic acid;

(25,45)-2-Aminomethyl-4-pentafiucrophanylmethyl-hexancic acid; and
(25.45)-2-Aminomethyl-d-{4-trifiucromsthyl-benzyl-hexancic acid.

A compound having a structure represented by formula Vi
HzN )

R3

R4Rs

HO,

—116—

AMENDED SHEET

- s S e ———

IB04029

F-552

R



04-11-2005 1Bo40298g, >

- Nov-04~2008 O04:4lpm  From-  PATENT PRIZER ANN ARBOR M Tadizazazd ) T-414 P.00B/D12 F-532

. ! '

or a pharmaceutically acceptable salt thereof, wherein
- Rals a phenyl or benzyl, each optionally substituted with from one to

five substituents Independently selected from chioro, fluoro, amino, nitro,
Gyano, hydroxy, (C1-Ca)alkylamino, (C;-Cs)alkyl optionally substituted with

§  from one to three fluorine atoms, and (C1-Cs)ealkoxy optionally substituted with.

' from one {o three fluorine atoms; and
Ryand Rs am'aach independently a hydrogen atom or (C4-Cs)alkyl

optionally substituted with from one to five fluorine atoms, with the provlso that
R4 and Rs are not simuitaneously hydrogen atoms.

10 8.  Acompound as in Claim 7 selemd from the follomng compounds and
thelr pharmaceutically acceptable salts:
Z-Amlqomemyl-s-phen)d-hmnolc acid;
2-Aminomethyl-5~(3-chioro-phenyl)-hexanoic acld;
2-Aminomethyl-5-(3-trifluoromethyl-phenyi}-hexanoic acid;

15 2-Aminomethyh5-(4-trifiuoromethyl-phenyl)-hexanoic acid;
2-An1|norne'ﬂ1yl-5-(3-chloro—phenyl)—lwptanolc acid;
2-Amlnornetl1yl-5—(3-tﬁﬂuoromeﬂ1yl—phenyl)—heptanmc acid;
2-Aminomethyl-5-(4-tﬂﬂuoromeﬂ\yl-phenyl)-heptanolc acld;
2-Aminomethyl-5-methyl-6-phenyl-hexanvic acid;

20 2-Aminomethyl-8-{3-chloro-phenyl)-5-methyl-hexanoic acid;
2-Aminomethyl-5-methyl-6-(3-triflusromsthyl-phenyl)-hexanoi¢ acid;

' 2-Aminomethyl-5-methyl-6-(4-trifilucromethyl-phenyl)-hexanolc acid;
2-Aminomethyl-5-benzyl-heptanoic acld;
2-Aminomethyl-5-(3-chloro-benzyl)-heptanoic acid;

25 2-Aminomethyl-5-(3-triflucromethy-benzyl)-heptanoic acid; and

. 2-Aminomsthyt-5-(4-triflucromethyl-benzyl)-heptanoic acid.

9. A phemaceutical eomp'osition comprising:
a therapeutically effective amount of a compound aceording to any one
ol' Claims 1 to 8 or a pharmaceutically acceptable salt thereof: and

30 a phamaceutically acceptable canier,
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10. A method of treating a disorder or condition in a mammali, including a
human, the disorder or condition selected from: )

epllepsy, faintness attacks, ﬁbromyalgaa. hypokinesla, cranial
disorders; hot flashes, and essential tremor;

chemical dependencies and addictions to alcohol, amphetamines or
amphstaminedike substances, caffeine, cannabls, cocaine, heroln,
hallucinogens, tobacco, inhalants and aerosol propsllants, nicotine, oploids,
phenyiglycidine derlvatives, sedatives, hypnotics, beﬁzodiazepinas and other

anxjolylics; .
withdrawal symptoms associated with the dependenctes addlctrons or

" addictive behaviors, including gambling; snd

migraine, spasticity, muscle spasticity, hypotonia with paralysis,
arthritis, initable bowel syndrome, chronic pain, acuts paln, neuropathlc pain,
post herpetic neuralgla, lowsr back paln, surgical paln, vascular headachs,
sinus headachse, chronic headachs, inflammatory disorders, rheumatoid
arthritls, osteoarthritis, psoriasis, disease modification of osteoarthritis
diseass, dluresis, premenstrual syndrome, premenstrual dysphoric disorder,
tinnitus, and gastric damage;

the method comprising administering to @ mammal in need of such
treatment a therapeutically effective amount of a compound according to any
one of Claims 1 to 8 or a pharmacsutically acceptable salt thereof.

11. A method of treating a disorder or condition in a mammal including a
human, the disorder or condition selected from: ]

delfrium, dementia, and amnestic or other cognitive or
naurodegenerative disorders; including Parkinson's disease, Hunfington's
disease, Alzhsimer's disease, senile dementia, dementia of the Alzheimer's
type, memory disorder, vasculer dementia, and other dementias, including
dementia due to HIV disease, head trauma, Parkinson's dissase, Huntington's
disease, Pick's disease, Creutzfeidt-Jakob diseass, or due to multipie

astiologles;
= 18—
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movement disorders including aicinesias. dyskinesias, including fén;ilial
paroxysmal dyskinesias, spasticities, Tourette’s syndrome, Scott syndrome,
PALSYS and akinetic-rigid syndroms;

exira-pyramidal movement disorders including medication-induced

5  movement disorders, including neuroleptic-induced Parkinsonism, neuroleptic

malignant syndrome, neuroleptic-induced acute dystonia, neurcleptic-induced
acute akathisia, neuroleptic-induced tardive dyskinesia and medication-
induced postural tremour;

Down's syndrome; ,

10 demyelinating diseases incuding multipie sclerosis and amylolateral
sclerosis, peripheral neuropathy, including diabetic and chemotherapy-
induced-neuropathy, or postherpefic neuralgia, tigeminal neuralgia,
segmenta) or intercosisl neuralgia and other neuralgias; and

cerebral vascular disorders due 1o acute or chronlc cerebrovascular

18 damage Including cerebral infarction, subarachnoid haemorrhagse or cerebral

oedema;

the method comprising administering to the mammal in need of such
treatment a therapeutically effective amount of a compound according to any
onaof Claims 1to 8 ora phérmaceuﬁcally acceptable salt thereof.

20 12. A method of treating a disorder or condltion in a mammal, including a
human, tha disorder or condition selected from sleep disorders, insomnia,

' drug-associated sleeplessness, REM sleep disorders, hypersomnia,
narcolepsy, sleep-wake cycis disorders, sleep apnea syndromes,
parasomnigs, restless leg syndrome, Jet lag, pesiodic limb movement disordar,

25 altered sleep architecture, or sleep disorders associated with shift work and
irregular work hours, the method comprising administering to the mammal In
nead of such treatment a therapsutically effective amount of a compound
according to any one of Claims 1 to 8 or a pharmaceutically acceptable sakt

thereof.
30 13. A methed of treating a disorder or condition in a mammal, including a

hurman, the disorder or condition selected from:
: —119—
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mood disorders, including depression or depressive disorders,

. including single episodic or recurrent major depressive disorders, dysthymic

disorders, depressive neurosis and neurctic depression, melancholic
depression, including anorexia, weight loss, insomnia, early moming waking
and psychomotor retardation, atypical depression or reactive depression,
including increased appetite, hypersomnia. psychomotor agitation or
initability, seasonal affective disorder and pediatric depression;

bipolar disorders or manic depression, including blpolar | disorder,
bipolar Ii disorder and cyclothymic disorder;

conduct disorder and disruptive behavior disorder;

anxiety disorders, Including panic disorder with or without agoraphobia,
agoraphobia without history of panic disorder, specific phobias, including
specific animal phobias, social anxety, soclal phobia, cbsessive-compulsive
disorder, stress dlsordars.'induding post-traumatic stress disorder and acute
stress disorder, and generalized arvdety disorders;

borderfine personality disorder;

schizophrenia and other psychotic disorders, including
schizophreniform disorders, schizoaffective disordarss, delusional disorders,
brief psychotic disorders, shared psychotic disorders, psychotic disorders with
delusions or hallucinations, psychotic episodes of anxiety, énxlety assoclated
with psychosls, psychotic mood disorders incdluding severe major depressive
disorder;

mood disorders associated with psychotic disorders including acute
mania and depression associated with bipolar disorder, mood disorders

associated with schizophrenia; and .
behavioral disturbances associated with mental retardation, autistic

disorder, and conduct disorder;

the method comprising administering to the mammal in need of such
treatment a therapeutically effective amount of a compound according to
Claims 1 to 8 or a pharmaceutically acceptable salt thereof.
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XP002070480

scheme 1, compounds 19-22

DATABASE BEILSTEIN .

BEILSTEIN INSTITUT ZUR FORDERUNG DER
CHEMISCHEN WISSENSCHAFTEN, FRANKFURT AM
MAIN, DE;

XP002317984

Database accession no. BRN 1722065
abstract

& ALEKSEEWA, WAWER: CHIMIJA CHIM.
TECHNOL., 1958, page 545,

J. MITTENDORF ET AL.:

BIOROG. MED. CHEM. LETT.,

vol. 13, no. 3,

10 February 2003 (2003-02-10), pages
433-436, XP002317979

table 1, compound 12

S. GEDEY ET AL.: "Preparation of highly
enantiopure .beta.-amino esters by Candida
antarctica lipase A"

TETRAHEDRON ASYMMETRY,

vol. 12, no. 1, 2001, pages 105-110,
XP002317980

table 1, compounds 1c-le

MORICONI, EMIL J. ET AL: "Olefinic
intermediates in the reaction of
1,1-dimethyi-1,1,2-trimethyl and
1,1,2,2-tetramethyicyclopropanes with
chlorosulfonyl isocyanate”™

JOURNAL OF ORGANIC CHEMISTRY,

vol. 33, no. 9, 1968, ~ 1968 pages
3448-52, XP002317981

page 3452, left-hand column, 1ine 18 -
1ine 23

DATABASE BEILSTEIN .

BEILSTEIN INSTITUT ZUR FORDERUNG DER
CHEMISCHEN WISSENSCHAFTEN, FRANKFURT AM
MAIN, DE;

XP002317985

Database accession no. BRN 1755430,
1755636

abstract

& PHILIPPI ET AL.: MONATSHEFTE, 69, 1936,
page 279,
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1,2

1,2
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WO 00/76958 A (WARNER-LAMBERT COMPANY;
BELLIOTTI, THOMAS, RICHARD; BRYANS,
JUSTIN, ST) 21 December 2000 (2000-12-21)
page 12, line 1 - page 19, 1ine 5; claims;
examples

WO 98/17627 A (WARNER-LAMBERT COMPANY;
BRYANS, JUSTIN, STEPHEN; HORWELL, DAVID,
CHRIS) 30 April 1998 (1998-04-30)

page 27, line 20 - page 30, line 3;
claims; examples

WO 03/082807 A (WARNER-LAMBERT COMPANY
LLC; BARTA, NRANCY, SUE; SCHWARZ, JACOB,
BRADLEY) 9 October 2003 (2003-10-09)

the whole document

JUARISTI E ET AL: "Enantfoselective
Synthesis of beta-Amino Acids. 7.
Preparation of Enantiopure
alpha-Substituted beta-Amino Acids from
1-Benzoy1-2(S)-tert-butyl-3-methylperhydro
pyrimidin-4-one"

TETRAHEDRON: ASYMMETRY, ELSEVIER SCIENCE
PUBLISHERS, AMSTERDAM, NL,

vol. 7, no. 8, August 1996 (1996-08),
pages 2233-2246, XP004048279

ISSN: 0957-4166

page 2243, l1ines 4-12, 21-28

E JUARISTI ET AL.: "Asymmetric Synthesis
of .beta.-Amino Acids. 1. Hoghly
Diastereoselective Addition of a Racemic
.beta.-Alanine Enolate Derivative to
Electrophiles®

JOURNAL OF ORGANIC CHEMISTRY,

vol. 56, no. 7, 1991, pages 2553-2557,
XP002327935

page 2557, left-hand column, line 22 -
right-hand column, line 6

DATABASE BEILSTEIN _

BEILSTEIN INSTITUT ZUR FORDERUNG DER
CHEMISCHEN WISSENSCHAFTEN, FRANKFURY AM
MAIN, DE;

XP002327936

Database accession no. BRN 2324477
abstract

& J. J. GORDON ET AL.: J. CHEM. SOC.
PERKIN TRANS. 1, 1975, pages 819-825,

- i

1-15

1-15

1-15

5,6

5,6

5,6
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DATABASE CAPLUS ‘Online!

CHEMICAL ABSTRACTS SERVICE, COLUMBUS,
OHIO, US,

SCHREIBER, JURG V. ET AL: "Sequencing of
.beta.-peptides by mass spectrometry"
XP002327937

retrieved from STN

Database accession no. 1999:819713
abstract

& CHIMIA,

vol. B3, no. 12, 1999, pages 621-26,
DATABASE CAPLUS 'Online!

CHEMICAL ABSTRACTS SERVICE, COLUMBUS,
OHIO, US;

HUCK, JACQUES ET AL: “"Synthesis of
structurally diversified
.alpha.-substituted .beta.-amino acids and
derivatives via conjugate radical
additions and Heck reactions”

XP002327938

retrieved from STN

Database accession no. 2001:675328
abstract

& SYNLETT, no. 9, 2001, pages 1467-69,

US 5 968 942 A (VAZQUES, MICHAEL L. ET AL)
19 October 1999 (1999-10-19)

table 2 in example 9, entry 2, 3, 10, 13
WO 2004/016259 A (PFIZER LIMITED; FIELD,
MARK, JOHN; WILLIAMS, RICHARD, GRIFFITH;
PFIZER) 26 February 2004 (2004-02-26)

page 7, line 1 - 1ine 15; claims; examples
1-15

US 2004/157847 A1 (FIELD, MARK JOHN ET AL)
12 August 2004 (2004-08-12)

cotumn 3, paragraph 9-17; claims; examples
W0 2005/027975 A (PFIZER LIMITED)

31 March 2005 (2005~-03-31)

examples

page 35, 1ine 5 - line 8

W0 2005/018622 Al (PFIZER INC., USA)

3 March 2005 (2005-03-03)

claims
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REQUISITOS NECESARIOS PARA PRESENTACION Y AGILIZACION DEL

TRAMITE

PATENTE DE INVENCION (

-Indicacton de que se solicita la conceslon de una patente.

-Datos de identificacidn dal solicitante o de la persona que se
presanta la solicltud.

-Descripcion de la invencion.
«Dibujos de ser estos partinentes.

-Comprobante de Pago de |as tasas establecidas.
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COMPLETA  ( INCOMPLETA ( )

DISENO INDUSTRIAL  ( )

-Indicacién de que se sollcita el reglstro de Disefio Industrial.

-Datos de Identificacién del solicitante o de la persona que se
presenta ia solicltud,

MODELO DE UTILIDAD { )

—

-Representacién gréfica y fotografica del Disefio Industrial o muestra

del Matarial que Incorpora el disafio,
-Comprabante de Pago de las tasas establecidas.

COMPLETA () INCOMPLETA { )

ESQUEMA DE TRAZADO { )

-Indicacién de que se solicita el registro de Disefio industrial.
-Datos de Identificacion del scllcltants o de la persona que sa
presenta'la solleitud.
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REPUBLICA DE COLOMBIA
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

Folio 437
2020
Bogota D.C.,

Doctor{a)

OLARTE GARCIA CARLOS REINALDO
Apoderado(a) y/o Representante de
WARNER LAMBERT COMPANY

REFERENCIA Radicacién No. 06 28475
Solicitud internacional IB2004/002985
Fecha inicio faee nacional 25/04/2006

Tr&mite 11
Evento 379
Actuacién 416
Oficio No. 900
Folios 1

Teniendo en cuenta que la solicitud de privilegio de patente que se tramita bajo el
expediente indicado en la referencia,; refine los requisitos de forma establecidos en
la Decisién 486 de la Comisién de la Comunidad Andina, el Tratado de Cooperacién en
Materia de Patentes {(PCT), el Reglamento y la Circular Unica de la Superintendencia
de Industria y Comercio, se envia el extracto de la solicitud a la Oficina de
Comunicaciones para efecto de su publicacifén en la Gaceta de Propiedad Industrial.

Climplase
Dado en Bogota DC,

Jefe de la/divisién de Nuevas Creaciones
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