WO 2004/ 110983 PCT/ EP2004/ 006330 New benzam des as PPARy nodul ators The
present invention relates to new benzam des acting as PPARy and PPARy

/ PPARS nodul ators, as well as to processes and internedi ates useful for
their preparation, and to pharmaceutical conpositions i nj t hem
BACKGROUNDY ARP4ib¥P8i some proliferator aftivated recepggﬁgﬁ%thﬁg?)belong to
the superfamly of transcripti-on factors'known as nuclear .receptors. This
famly includes steroid, retinoid and thyroid hornone receptors. Three
sub-types of PPARs have been identified in humans, rodents and Xenopus.
They are PPR&a, beldiiBH 8 sandPRRARyodwelatiorencoded by a different gene and
showi ng different tissue distribution. The gene encoding for PPARy is
transcribed in humans in three different nRNA isoforms (PPARy1l, PPARy2 and
PPARy3) thredgh prdiskher evesliogl Neb1Ab I 0LEY WeAdamiBaba%®ingl .as J.
Biol. Chem 1997, 272, 18779-18789). The PPARyl isoformshows a "w de
tissul ar di BPARDbuaRGNPPART | APPRARyRoARMLB Ry 3aar weltorfsi el poocesdas n

ti ssues: PPARy2 is.expressed only.i di pose .tissue and, PPARy3_in adi pose
i ssue as velT ab T A GPhag S8t Mha) BT ot Iy Te | BERESLAFLOns gowd 43
55-60). D phareancest telledoathositibasueott siniptthem.as wel | -as in the
activation profile of the PPARy isoforns suggest they are involved in a
vari ety of physiological functions playing a central role in honmeostasis
and |ipid nghebekom (Afaecq et  al ., Lancet 1999, 354, 141-148). These -
functions include, for WO 2004/110983 PCT/ EP2004/ 006330 2 exanple, lipidic
transport in plasnma and catabolismof fatty acids, regulation of insulin

sensi tivitypapdiPLARd PG ator activated receptors (PPARs) belong to

the superfamily of transcription factors known as nuclear

receptors. This family includes steroid, retinoid and thyroid

hormone receptors. Three sub-types o¢f PPARgs have been
identified in humans, rodents and Xenopus. They are PPARq,

PPARB/8 and PPARy, each encoded by a different gene and

showing different tissue distribution.

The gene encoding for PPARy is transcribed in humans in three

different mRNA isoforms (PPARyl, PPARy2 and PPARy3) through

- different splicing and promoter usage (Fajas et al., J. Biol.
Chem. 1997, 272, 18779-18789). The PPARyl isoform shows a
wide tissular distribution, while PPARy2 and PPARy3 are
confined to certain tissues: PPARy2 is expressed only in

adipose tissue and PPARy3 in adipose tissue as well as in
macrophages (Fajas et al., FEBS Lett. 1998, 438, 55-60).

Differences detected in tissue distribution as well as in the
activation profile of the PPARy isoforms suggest they are
involved in a wvariety of physiological functions playing =a
ce@tral role in homeostasis and lipid metabolism (Vamecg et

al., Lancet 1999, 354, 141-148). These functions include, for



| evel s, differentiation of macrophages that form atherosclerotic plaques,

I nfl ammat ory response, carcinogenesis, hyperplasia, and adi pocyte
differentiation, the latter being the nost verified function of the PPARy
(Gimaldi, Prog. Lipid Res. 2001, 40, 269-281, Schiller et al., J. Biol
Chem 2001, Wo28M4/1109883- 14137). Thus, the discovery of tHELEPHHMES? i ption
factors has provided new pharnacol ogi cal 2targets for the devel opnent of
useful therapeutic agents for the prevention and treatnment of netabolic

di seases such as di abetes, obesity and dyslipidaem a. Non-insulin dependent

di abet es nel lekdatp1eN DEMEdOE t¥R€sportli @D REmMaS Gldaackeblies] by @Atkpsulin
resistance in  peripheral tissues, including nuscle, |iver, and adi pose
tissue. Git&FdfA6s, SIaties mEARDEYIM sterBifiotnds, ang eblapdgglunase

reduce insul ijRyegsl St anger RAGHEQWRE oR! 00¢, 0l uq&%oéj%%\égss. Gurrent | ¥ﬁb‘ﬁ’0

products belon%gng to this famly, rosiglitazone I oglitazone, have
been approve@therophderetbat nent pdhqugpe 2 di dblawmaporyinans. rAsgreae,

oTiort 125 Degd el Byt £°CByplealsel ), (ESHOIENC, 0L 0n DSk TRE 018, L 1

side effect pro ( _ azones, ’s reater arfini _
PPARy ||gand$:heanlhtﬁé!§rﬁé$ﬁ?t helel MO$ENG¥riNidy PEudcdishetsss. 18I Sragyi onal
desi gn has yielded_structurally, diverse cquounds that show great potency

and selectivﬂpFFmRﬁﬁhg RO i 4Hﬁiﬂﬁﬁﬁﬂrﬁf I #ighPYmi8tneSchiller et

2- al koxyphenyhpr opjsoni g1 4ype ki, Vabdyes JARgaghhiggais{dy) EPrQ49684)eand

tesaglitazar (2, EP WO 2004/110983 PCTI EP2004/006330 3 1084103). These

conpounds ar disgovenyl i ntheese transantption ofactons c dasdavedopisht new

reSpeCtyvelypharmacological targets for the development of useful
therapeutic agents for the prevention and treatment of
metabolic ™ diseases such asg diabetes, obesity and

dyslipidaemia.

Non-insulin dependent diabetes mellitus (NIDDM) or type 2
diabetes 1s characterized by an insulin resistance in
peripheral tissues, including muscle, liver, and adipose
tissue. Glitazones, selective PPARy agonist compounds, are
drugs that reduce insulin resistance and lower blood glucose
levels. Currently two products belonging to this family,
rosiglitazone and pioglitazone, have been approved for the

treatment of type 2 diabetes in humans.

A great effort has been made in recent years to design new
drugs that improve the side effect profile of the first
glitazones, show a greater affinity as a PPARy ligands, and
increase their potency in type 2 diabetes. This rational
design has yielded structurally diverse compounds that show
great potency and selectivity. Among them is interesting to
highlight the 2-alkoxyphenylpropionic type derivatives
ragaglitazar (1, EP 1043684) and tesaglitazar (2, EP



900H O OOH ;11 0 (1) (2) The use of conpounds totally or partially

bl ocki ng PPARy activity is useful for the inhibition of 'adi pocyte
differentiation, which constitutes an effective treatnment for obesity.
PPARy activation has been shown to lead to increased |evels of HDL

chol est er ol wonodh/i@iss m ce (Leibowitz et al, FEBS Lett. EROQER2004708633B833- 336) ,
and in di abetic-obese rhesus nonkeys, whBle lowering the | evels of LDL,
triglycerides, and insulin (Oiver et at, Proc Nat Acad Sci USA, 2001, 98,
5306-5311). The invol venent of PPARy in fatty acid oxidation in nuscles was
further substaisaeds)n PRARa %Bﬁggnﬂﬁﬂ 86 Ccut Ml &in 8bhasel  1BE Ohng PEM
2002, 277, 26089-26@97%. A nunber of PPARy conpounds hHave been reported to
be useful inoft gdinieal ndavebsrnsdor gleppentavelyperl i pi denmi a and

hyperchol esterolem a (e.g. WO 02/59098, WO 01/603, WO 01/25181, WO

02/ 14291, WO 01/79197, WD 99/4815, WO 97/28149, WD 98/27974, WO 97/28115,
WO 97/ 27857, WD 97/28137, WO 97/27847). Taken together, these observations
suggest that Ry activation is useful in the treatnment and prevention of
car di ovascul ' ] g i ons i ngl udis 2 HS,
hypertri gl ycer em EP2004/ 006330
4" (WD 01/ 006039 S he : dgi el
nodul ati on of P suggest that this kind of |igands nmay prove to be
efficacious drugs for decreasing cardiovascul ar di sease associated with
nmet abol i ¢ syndrone, a %gndition conprised of a cluster of risk factors that
al so ' - (@)

The use of compounds totally or partially blocking PPARy
activity 1s wuseful for the inhibition of “adipocyte
differentiation, which constitutes an e€ffective treatment for

obesity.

PPARS activation has been shown to lead to increased levels
of HDL cholesterol in db/db mice (Leibowitz et al, FEBS
Lett. 2000, 473, 333-336), and in diabetic-ochese rhesus
monkeys, while lowering the levels of LDL, triglycerides,
and insulin (Oliver et al, Proc Nat Acad Sci USA, 2001, 98,
5306-5311) . The involvement of PPARS in fatty acid oxidation

in muscles was further substained in PPARa knock-out mice
(Muoio et al., J. Biol. Chem. 2002, 277, 26089-26097). A
number of PPARO compounds have been reported to be useful in
the treatment of  hyperglycemia, hyperlipidemia and
hypercholesterolemia {(e.g. WO 02/59098, WO 01/603, WO
01/25181, WO 02/14291, WO 01/79197, WO 99/4815, WO 97/28149,
WO - 98/27974, WO 97/28115, WO 97/27857, WO 97/28137, WO
97/27847). Taken together, thése observations suggest that
PPARS activation is useful in the treatment and prevention

of cardiovascular diseases and conditions  including

atherosclerosis, hypertriglyceremia and mixed dyslipidemia



i ncludes insulin resistance, obesity and hypertension (Mikjerheer, Drug
News Perspect. 2002, 15, 261-267). Pro-differentiation and lipid
accurrul ati on effects have been reported in rodent and cul tured human
keratinocyte as well as protection against cell death upon PPARy
activation ("‘1%004’&09%31 , Genes Dev. 2001, 15, 3263-3277: PCEHRMOWOE30Al ., J.
| nvest. Dermatol. 2004, 122, 971-983). Mdul ators of these activities could
be useful for treating a variety of skin disorders. In addition, PPAR6 has
been inplicated as a direct target in colorectal carcinogenesis in mce.

Al l the evi ddwoes sufueEsi3) t hat BPARyiexpr essudiiesny jprvmdieratimaur glieow h
and, thus, may be also a potential target for the treatnent of col orectal
cancer (e.g. Pharmagplagicapr pednbatiemdoScPPRRA, suggest @@atzmszdsmd

Wi | e PPARY ¥ a4 g’rl%‘se%%d s Ocyt vB TBSher ef'if?g%{f‘ Q% 8k '9896 :E ygARB

may also play ar e ditferéntratron, as denDns
vitro and |nca@EAEyadeﬁlarediseawenﬂssoqmammdtwmghPﬁéEgbgbne aymdrmma;na

whi ch upon specific Li and acti.vati ronot es _adi.p huys
non- sel ect i v&OBPARY PR ﬁpgﬁbﬁth &o t&Fsgfarﬁﬁﬁhﬁhéﬁﬂr%keéﬁﬁcéh%%esity
(Shearer et dhclu@éér 1mllawerm~esmmelo oMeEi280) . arddi Shiypdireaheidhat

research for ds displ ayi.ng vari ous rees_of PPAl nd PPARy
modul at i on SHHH eF 587t oP Fﬁ% é%h%ﬁﬁﬁﬁ?F§ o?g@ﬁug%5¢ 4257 ‘gr eat
potential in the treatnent of diseases such as type-2 di abetes,
dyslipidem a, syndrone X, cardiovascul ar diseases (including

at her oscl er o§r§)'dlﬁﬁ9éﬁ@hw*élﬁiér@7ﬁ alipisl decpaméakionkphfedtsohaier sbeen

(i ncluding p}%@%%é) ﬁ”gaﬁgﬂﬂda&?aéﬁf&reﬁ"”huﬁfan Forac EXBEYLSP O JOET -

Targets, 200
as protection against cell death upon PPARS activation (Tan

et al., Genes Dev. 2001, 15, 3263-3277; Schmuth et al., J.
Invest. Dermatol. 2004, 122, 971-983). Modulators of these
activities could be useful for treating a wvariety of skin

disorders.

In addition, PPARS has been implicated as a direct target in
colorectal carcinogenesis in mice. All the evidences suggest
that PPARS expression may promote tumour growth and, thus,

‘may be also a potential target for the treatment of
colorectal cancer (e.g. Park et al., Proc Nat Acad Sci USA,
2001, 98, 2598-2603). While PPARy is acknowledged as a master
regulator of adipogenesis, PPARS may also play a role in
adipocyte differentiation, as demonstrated by in vitro and in
PPARS-deficient animals, promoting PPARY gene expression,
which upon specific ligand activation promotes adipogenesis.
Thus a non-selective PPARy/8 antagonist would be also a
potential drug for obesity (Shearer et al., Curr. Med. Chemn.
2003, 10, 267-280).

This indicate that research for compounds displaying various

degrees of PPARy and PPARS modulation sghould lead to the



di seases (Pei et al., J. din. Invest., 2004, 113, 805-806). Consequently,
it is of great interest to provide new therapeutic agents that selectively
nodul at e PPARy, and PPARy / PPARS. Kundu and col | aborators have descri bed
benzanm des (3), (4) and (5) as N-a-glucgsidase inhibitors (Comb. Chem

Hi gh. 2002, 5, 545-550). These conpounds are structurally close to those
of this invention, but were described for different uses. 0 O NOH HR
ojco R=H (3) R=OWe (4) R=Br (5) Kundu and col | aborators have descri bed
benzani desdigfovery afd B5HIgs N thay udsdidagreathi Beterrtixbnbinchthe

Hi gh. 200 - 520)3.+ 0 6, gdi .
i In'? er nedi a e%éF%léﬁlgo%goé%g\ség\ﬂ%%hag‘?% ?1’%.![ ?’ﬁ’g's_%et a%%#o 'ei((%ssg{%ﬁ%%%l)‘?gfs.
Finally, V&R4t6hd844 discl osecacdbpousdsliB) anddiS¢asesfact olihXluding

modul ators. These 6 O i -IWA OJD (() its stereoisoners and m xtures
t her eof , iaheBEPFRbEFRSAAN . nibdReREhelrsEeeFenbad t FOlemar RANGRY cal Blin

accept abl ey 5ol ¥ates ANLAUI Ay Ob {astd, Abhe wblED MUSAIY, Hon et
al., Expert Opin. Ther. Targets, 2004, 8, 39), and bone
diseases (Pei et al., J. Clin. Invest., 2004, 113, 805-806).

Consequently, it is of great interest to provide new
therapeutic agents that selectively modulate PPARy, and PPARy
/ PPARS.

Kundu and collaborators have described benzamides (3), (4)
and (5) as N-o-glucosidase inhibitors (Comb. Chem. High.
2002, 5, 545-550). These compounds are structurally close to
those of this invention, but were described for different

uses.

OH

IZ

R R=H (3)

R=OMe (4)

R=Br (5)
Kundu and collaborators have described benzamides (3), (4)
and (5) as N-o-glucosidase inhibitors (Comb. Chem. High.
2002, 5, 545-550). WO 02/096426 disclose compounds (6) and
(7) as intermediates for compounds which are matrix
metalloproteinase inhibitors. Finally, WO 04/014844 disclose

compounds (8) and {9) as factor IX modulators. These



central benzene ring may be substituted in neta- or Para- position and, -A
Is a radical selected fromthe group consisting of -ORl, -NR20R and
-NR2R3; wherein RI, R2 and R3 independently represent -H or -(Cl-C4)-al kyl;
VP- iS a biradical selected fromthe group: -NH CH (13) - and
-N(D)-CH2-CH2-; wherein His a radical of the -GI1-J-Ktype and Dis a
radical of the -GI1'- J-K type where: -G - is a bond or a -(CH2)1-4-
biradical; -1 - is a biradical of a cycle gelected fromthe follow ng
groups: a) cycl opropane, cycl obutane, cycl Opentane, cyclohexane and

cycl ohexene, all optionally substituted by one or several radicals

I ndependently selected from,-CH. oxo (=0, - CHO -SH, -N®, -CH -F, -d

~Br, (C1-C4)- al kanoyla( CIFA) Pl koxycar bonyl, (CL-C4)- al kanoyi oxy,
(Cl1- C4) - al kyl sul phi nf 1o
(Cl-C4)- al ky|cz~t8 /’

?kal sul phenyl, (Cl1-C4)-al kyl sul phonyl,
PCT/ EP2004/ 00633007 CENR2R3,

yl - SO20-, -NR2R3, WD 2004/110983
(Cl-C4)-al kyl optionally substituted by one
or several -OH or -F, and (Cl1-C4)- al koxyl optionally substituted by one or
several -OH or -F;, by a fiye- or six-nenbered aromatic heterocycle
containing fromone to thﬂée het eroatons selected fromO, S and N, this
het erocycle being optionally substituted by one or several

itd stereoisomers and mixtures thereof, its polymorphs and
mixtures thereof, and the pharmaceutically acceptable
gsolvates and addition salts of all of them, wherein the
central benzene ring may be substituted in meta- or para-
position and,

~R is a radical eelected from the group consisting of
-OR1, -NR20R1 and -NR2R3; wherein R1, R2 and R3
independently represent -H or - {C;-C4)-alkyl;

-W- is a biradical selected from the group: -NH-CH(E)-,
and -N(D)~CH,-CH,-; wherein E it a radical
of the -G-I-J-K type and D is a radical of the ~G-I’-
J-K type where:

-G - is a bond or a - {CH;)i-4+~ biradical;
-I - is a biradical of a cycle selected from the
following groups:

a) cyclopropane, cyclobutane, cyclopentane,
gyclohexane and cyclohexene, all optionally
substituted by one or several radicals-"
independently selected from -OH, oxo (=0}, -
CHO, -SH#, -NO;, -~CN, ~-F, -Cl, -Br, (C-C4)-
alkanoyl, {C:-C4) -alkoxycarbonyl, _ (Ci-Cy) -
alkanoyloxy, (C1-C4) —alkylsulphinyl, {C1-Cy) -
alkylsulphenyl, (Ci-Ci)-alkylsulphonyl, (Ci-Cq)-
alkyloxy-80;-, (C1-Cq)-alkyl-80.0-, -NR2R3, -~



radi cal s i ndependently selected from-OH, o0xo0

al kanoyl oxy, (Cl-C4) -al kyl sul phinyl, (CL-C4) -
(C1-A) - al kyl sul phonyl, (C1-C4)- al kyl oxy-502-,

-F; c) benzene or benzene substituted by one or

(=0), -CHO, -SH -N&2, -CN,
-F, -d, -Br, (Cl1- 4)-al kanoyl, (Cl-C4)-al koxycarbonyl, (Cl-C4)-

al kyl sul phenyl ,

(C1l-CA4) -al kyl - SO20-, - NR2R3,
- CONR2R3, w@2e0a4)098d kyl optionally substituted by one P&I/EPRN{08433C OH or
-F, and (Cl1-C4)- al koxyl ‘optionally substi7Ztuted by one or several -OCH or

several radicals

i ndependently selected from- OH, -CHO -SH, -NO2, -CN, -F, -d, -Br,

(Cl-C4) - al kanoyl, (Cl-C4)c@karay,car@ony)).-af e

(C1-4) - al kyl sul phinyl, (Cl1-C4)- alkyl sul phenyl

(Cl-C4) - al kyl oxy- SO2-, ( Q¥ CHReal Ry - SoRKal - NRHR3OT -

CAdpt BbkamBy | Gbstituted
, (%1- C4) -al kyl ssullprlilor?yl ,
GnreRd, (C

1-Ca) -

(C1-C4)-al kyl optionally syfglldiut egst Q¥ A0 (”sﬂﬁﬁﬁyﬁﬂteaOH}%L - Ene and,

(Cl-C4)- al koxyl optionally substituted by one or several

a bicyclic system consi sti#gvefala ¥8nhoeneFfused with a five- or

si x-nmenbered ring opti o%é}l %y_fi%%r.]t alni ngf—ﬁa%%

selected fromO, S and hi"s "bi cyCl i C7System

NS t grgﬂégg? h‘?{e reﬁ:?c%%ﬁe

bei'ng I ona

substituted by one or sevetattaimdigcal Sramdependend! y thekeact doktfaraamtond,

(=0} , CEO, -SRI -NGB, -CN

- al koxycar bonyl, (C, -C4) é%]r%tfﬁﬂc/:: 8§9§r &(1064)% k?ﬁlsllj&gﬁglnﬁe(tce(lr@%@f%ﬁ) -

being optionally substituted by one or several

radicals independently selected from -OH, OXO

(=0), ~CHO, -SH, -NOg,

Cy) -alkanoyl, (Cy-Cy) -

-CN, -F, -Cl, -Br, {(C;-
alkoxycarbonyl, (C1-Cy) -

alkanoyloxy, (C1-C,) ~alkylsulphinyl, (C1-Cy) -

alkylsulphenyl, (C;-C,)-alkylsulphonyl, (Ci1-C4)-

alkyloxy-80;~, (C1-C4)

~alkyl-80,0-, -NR2R3, -

CONR2R3, (C;-Cs)-alkyl optiomnally substituted

by one or several -OH or -F, and (C-C4)-~-

alkoxyl optionally substituted by one or

several -OH or -F;

¢) benzene or benzene

substituted by one or

several radicals independently selected from -
OH, ~CHO, -SH, -NO;, -CN, -F, -Cl, -Br, (Ci-C4)-

alkanovl, (C1-C,) ~alkoxycarbonyl, (Cy~-Cy) -

alkanoyloxy, (C,-C4) ~alkylsulphinyl, {(C1~Ca) -
alkylsulphenyl, (Ci-C,)-alkylsulphonyl, (C1-C4)-

alkyloxy-S0z-, (Cy-C4)

~alkyl-80,0-, -NR2R3, -

CONR2R3, (Cy-C;)-alkyl opticonally substituted

by one or several -OH or -F, and (Ci-C4)-

alkoxyl optionally substituted Dby one or

several -CH or -PF; and

d) a bicyclic system consisting of a benzene fused

with a five~ or six-membered ring optionally

containing from one

to three heterocatoms

selected from O, 8 and N, this bicyclic system

or -F; and d)

0XO0



al kyl sul phenyl, (Cl-C4)-al kyl sul phonyl, (Cl-C4)- al kyl oxy-SO2-,

(C1-A4)-al kyl -SCa0-, -NR2R3, - COM (Cl-C4)-al kyl optionally' substi.Euted
by one or several -CH or -F, and (Cl-C4)- al koxyl optionally substituted by
one or several -CHor -F, -J- is a bond or a biradical selected fromthe
foll ow ng groups: a)-(CHa)1l-4-alkylidene; b) -0-, and c) -0- (C1-C4) -
alkyl -Kis a radical selected fromthe followng groups: a) -E

b) (Cl-C4)-alkyl; <c)a radical froma cyclegselected fromthe follow ng: -
cycl opropane, cyel obutane, cycl opentane, gycl ohexane and cycl ohexene, all
WD 2004/ 110983 PCTI EP2004/ 006330 9 of them optionally substituted by one or

?ﬁ\c/)(za’ral_ Clr\ladl- I(;fil s i ’ndepgpdeng { sel e\%ed fromm%t%o&)((y fé’f t%'nﬁe’ver!a_i
(C1- C4) - al kanoyl oxy, (C1- mmt&;lsulpﬂep\gddentl.ﬁlasméetﬁéd(yfsuh phenyl pXO
(ﬁé%)ak&@%ph?gl 4) - aljtkg4 Opbﬁ%Lg%(#/SOé%ggF‘#nchFg;% 'se(?éral
-OHor -F, and (Cl-C4)-al kaxy+atysnoyial | (Coutidéallindarpongk, orCoekkr al
-CHor -F; alkanoyloxy,  (C1-Ci}-alkylsulphinyl, {Qy-cy) -
alkylsulphenyl, (C;-C¢)-alkylsulphonyl, (Cy-Cy)-
alkyloxy-80;3~, (Ci-C4)=-alkyl-S0,0-, ~NR2R3, -
CONR2R3, (C;-C4)-alkyl opticnally substitited
by one or several -OH or -~F, and (C;-C)~-
alkoxyl optionally s&ubstituted by one or
several -OH or -F;
-J-‘ is a bond or a biradical selected from the
" following groups:
a} - (CHz) 1-s-alkylidene;
b) -0-, and
¢) -O- (C1-Cy) - alkyl
-K is a vradical selected from the following
groups:
a) ~H;
b) {Cs-Cs) ~alkyl;
c)a radical from a coycle selected from the
following: - eyclopropane, ayclobutane, -
cyclopentane, cyclohexane and cyclohexene, all



d) a radical froma five- or six-nmenbered heterocycle containing fromone
to three heteroatons selected fromO, S and N, being this heterocycle
optionally substituted by one or several radicals independently sel ected
from -OH oxo (=0), -CHO, -SH, -N®, -CN, -F, -d, - h(l:) %'alkanoyl
(CL- C4) - al KEQUEHABWRY| | (CLl- C4) - al kanoyl oxy, (CL- C4)- aIW dPEPey

(C1- C4) - al kyl sul phenyl, (Cl-C4)-alkyl sul pfonyl, (Cl-C4)-alkyl oxy-S02-,
(Cl-A4) -al kyl -5020-, -NR2R3, -CONR2R3, (C1- C4) -al kyl optionally

substituted by one or several -OH or -F, and (Cl-C4)-al koxyl optionally
substituted by one or sevgralthdat prt:l'fma@ﬂlg' ekuBBeMyht84 Pbgnybnept benal I'y
substituted by one or several radicals independently selected from -OCH
-CHO, -SH, -NO2, -CN, -F, Sgyeralgs rad{.@l@)mﬁ'lppgﬁgyptly selected from
(C1- C4) - al koxycarbonyl, ((Ghy CA) qﬁ aI Kydgul pfu nygl
(C1- C4) - al kyl sul phenyl, (CI1-C4)- aI kyI suI phonyl "-al kyl oxy: 502
(Cl-C4)-al kyl -S020-, - NR2F&;, - C@‘iszEé&aJ(l@m). al(lqtdep{aldqmc?r%@ay '

2004/ 110983 PCT/ EP2004/ 006 ed by r F
and (Cl-C4)-al koxyl opti 0@1 Fy su%é%&ut%& by ong(r&%o%9 )seve %hlggfnp%

-1'- is a biradical of a cy&l €4)seiléqtm1bheny1he (mktgwaig:yg.rsmlphbng).,

cycl opropane, cycl obutane, ,cy t ycI ohexane and e al |
optionally & E' eﬂcY -5 (&8, ikYrEL 60,6+,

~-NR2R3, -CONR2R3, (C1-Cy) -alkyl  optionally

substituted by one or several -OH or -F, and

(C1-C,) —alkoxyl optiomnally substituted by one
or several -OH or -F;

d} a radical from a five- or six-membered
heterocycle containing from one to three
heteroatoms selected from 0, § and N, being
this heterocycle optionally substituted by one
or several radicals independently selected from
-OH, oxo (=0), -CHO, -8H, -NO,, -CN, -F, -Cl,
-Br, (C1-C4) ~alkanoyl, (C1-Cy) ~alkoxycarbonyl,

(C1-Cy) -alkanoyloxy, (C1-Cy) ~alkylsulphinyl,
{C1-C,) ~alkylsulphenyl, (C1-C4) ~alkylsulphonyl,
(Cy-Cy) ~alkyloxy-50,-, (C1-C4) -alkyl-S0,0-,
-NR2R3,  -CONR2R3, (C1-C4) -alkyl  optionally

substituted by one or several -OH or -F, and
(C1-Cy) -alkoxyl optionally substituted by one
or several -0H or -F; and

e) phenyl or phenyl optionally substituted by one
or several radicals independently selected from

-OH, -CHO, -S8H, -NO,, -CN, -F¥, -Cl, -Br,

{C1-C4) ~alkanoyl, (C1~C4) -alkoxycarbonyl,
(C3-C4) -alkanoyloxy, {C1-C4) ~alkylsulphinyl,
{¢1~0y) ~alkylsulphenyl, (C1~Cy) -alkylsulphonyl,
(C1-C4q) ~alkyloxy-80s-, : {C1-Cy) —alkyl-S50,0-,

~-NR2R3, ~-CONR2R3, (C1-C4) ~alkyl optionally



substituted by one or several radicals independently selected from-OH, oxo
(=0), -CHO -SH, -NX2, -CN, -F, -d, -Br, (Cl-C4)-alkanoyl,
(Cl-A4) - al koxycarbonyl, (Cl-C4)-al kanoyl oxy, (Cl-C4)-al kyl sul phinyl,
(Cl1-A4) - al kyl sul phenyl, (Cl-C4)-al kyl sul phonyl, (Cl-C4)-al kyl oxy-S02-,
(Cl1-C4) - al KyP298200983 - NR2R3, - CONR2R3, (Cl-C4)-al kyl oRdToEP2PI4xp06330
substituted by.one or several -OH or -F, 1and (Cl-C4)-al koxyl optionally
substituted by one or several -OHor -F, b) a five- or six-nenbered
aromatic heterocycle containing fromone . to three heteroatons selected
fromO, S and N, being thiggbghet@fQEYs{ e capt icanadd-deraubstog ubed -y qpgy or
several radical s i ndependentl selected from -OH oxo (=0), -CHO, - SH,
-NO2, -CN, -F, -d, -Br, {fc1 m?lap@howptle@lu) _shehafadedonyy, one
(Cl-A4) - al kanoyl oxy, (Cl1- )Se@égjr MYk, (CLl-C4)-al kyl sul phenyl,
(C1-A) - al kyl sul phonyl Cl-C4)-a k oxy 802 (C1-A) - al kyl - S020-,
-NR2R3, - CONR2R3, (€If€4)4ial keyl bmpadmm]l | g szubtszciltajt sdleyteme fopms entar al
-OHor -F, and. (Cl-4)- alE QEX{’ €£t|l9n éy substituted by one or several .
-OHor -F, 11 c) benzene’su t%ao Yy ‘one or several radicals

i ndependent |y sel ect ed &y epclébkopdit) - Sl-byclélﬁm‘.aneﬂ\l - FeyelbpentBme,

(C1-A4) - al kanoyl, (Cl-c4)-a kox car b%ﬁgp é&c& - al kanoﬂoxg

(Cl- C4) - al kyl sul phi nyl , (éYC XS | h 97‘1 ohexene, ptionally
: subst:l.tuted or several radicals

independently selected from ~0OH, oxo (=0),

~CHO, -58H, -NO3, -CN, ~-F, -Cl, -Br,
(C-Cy) -alkanoyl, {C1-C4) ~alkoxycarbonyl,
{C1~C4) ~alkanoyloxy, (Cy~Cy) —alkylsulphinyl,
{C1-C4) -alkylsulphenyl, {C1-C4) -alkylsulphonyl,
(C1-Cy) -alkyloxy-S0,-, - (C1-C4) -alkyl-S0.0-,
-NR2R3, -CONR2R3, (Cy-C4) -alkyl optionally

substituted by one or several -OH or -F, and
(C1-C4) ~alkoxyl optionally substituted by one
or several -OH or -F;

- b)a five- or six-membered aromatic heterocycle
containing from one . to three hetercatoms
selected from O, S and N, being this
heterocycle optionally substituted by one or
several radicals independently selected from
-0H, oxo (=0), -CHO, -SH, -NO,, -CN, -F, -C1,
-Br, (C1-C4) ~alkanoyl, (cl—c.,,) ~alkoxycarbonyl,

(C,~Cy) -alkanoyloxy, (C1-C4) —alkylsulphinyl,
{€1-C,) ~alkylsulphenyl, (C1-C4) -alkylsulphonyl,
(C1-C4) ~alkyloxy~-S0s-, {C-C4) ~alkyl-80,0-,
-NR2R3, -CONR2R3, (C1-Cy) -alkyl optionally

substituted by one or several -OH or -F, and
(C1-Cy) -alkoxyl opticnally substituted by one

or several -0OH or -F;



(C1-4) - al kyl sul phonyl, (C1-C4)-al kyl oxy-S02-,

(Cl- C4) - al kyl - 8020-, - NR2R3,

-CONR2I'j 3, (C1l-C4)-al kyI optional ly substltut ed by one or several -OH or
-F, and (Cl-C4)-al koxyl optionally substitut'ed by one or several -OH or
-F; and d) a bicyclic systemconsisting of a benzene fused wth a five- or
si x-menbered ring optionally containing fromone to three heterdatons

selected froth O, S and N, being this bicyclic

system optional |y

substituted by one or several radicals irldependently selected from-OR oxo
(=0), -CHO, -SH, -N®2, -CN, -F, -d, -Sr, (Cl-C4)-alkanoyl,

(C1-A)-al kczcycarbonyl, (G - C4) aI kano~ | oxy,
(C1-A4) - al kyl sul phenyl (:O:Jbe@:)&u&l Ieyﬂbahliphbe@l

(C1-A4) -al kyI sul phi nyl ,
by 6fid- G#) mbkyhbxya&i:ﬁals

oAb S o b (A B S
substituted by one or seve-mwa, OelCcNy, - FF,-Z-03,a Fm;cal(cwﬁcaeuanéybmthe
follow ng groups: a)- QI- I,n sablradl I = ( 1-3=: -1
i s as defined above; -J- (%}s%e'far%ﬂ‘é’aq%abgn Yihd Wo gg@ﬁﬁ“ff%j oyloxy,

PCT/ EP2004/ 006330 12 -T | s{@ -0 dylsnileni 8¢ | r onick be, ) -llk§lealphehPu ps:

(Cy-C,) ~alkylsulphonyl,

{C1-Cy) ~alkyl-80,0-,

(C1"C4) -alleox.Y-SOg— ¢
-NR2R3, -CONR2R3,

(C1-C) -allkyl optionally substituted by one or

several -0H or

-F, and (C2-C4) ~alkoxyl

optionally substituted by one or several -CH or

-F; and

d) a bicyclic system consisting of a benzene fused

with a five- or six-membered ring optiomally

containing .from one

to three hetercatcoms

seléctéd from O, S and N, being this bicyclic
system optiocnally substituted by one or several

radicals independently selected from -~OH, oxo
{=0) ] -CHO, "'_SHJ -NOz, -CN; -F, -CJ., -Br,

(C1~Ce) -alkanoyl,
(03-C4) ~alkanoyloxy,

(C1-Cy4) ~alkyleulphenyl,

(C,;-C.,) -a.lkyloxy =80,-,
-NR2R3, -CONR2R3,

(Cy-Cy) ~alkoxycarbonyl,
(C1~C4) ~alkylsulphinyl,
(C1-C4) ~alkylsulphonyl,

(C1~Cs) ~alkyl-80,0-,

(C1-C4) -alkyl optionally

substituted by one or several -OH or -F, and
(C,-Cy) ~alkoxyl optionally substituted by one

or several -OH ox -F,

-% is a radical selected - from the following

groups:
a) -Q-I-J-T wherein -

-0- is a biradical ~{CHz)i1-z-;
-I- is as defined above;

-J- is as defined above; and



a. a) -H a.b) (Cl-C4) -alkyl; a.c)a radical froma cycle selected fromthe
foll ow ng: cycl opropane, cycl obutane, cyclopentane, cycl ohexane and

cycl ohexene, all of themoptionally substituted by one or several radicals
I ndependently selected from-0OH, oxo (=0), -CHO, -SH, -NOQ2, -CN, -F, -d,
-Br, (Cl-CAyoatkangsd , (Cl- C4)-al koxycar bonyl, (C1-C4) PATERRUNO0LREI0

(C1-A) - al kyl sul phinyl, (Cl-C4)-al kyl sul ptgenyl, (Cl-C4)-al kyl sul phonyl ,
(Cl-A4) - al kyl oxy-SQ2-, (Cl-C4)-al kyl -5020-, -NR2R3, -CONR2R3, (Cl-C4)-al kyl
optionally substituted by one or several -OHor -F, and (Cl-C4)-al koxyl

optionally substituted byone gk sevauabal ObePbctéd Bréh 8héadbiabwingm a
five- or six-nmenbered heterocycle containing fromone to three heteroatons

selected fromO0, S and N, 99" =:het erocycl e being optionally substituted by
one or several radicals indegengently selected from-0OH oxo (=0, -CHQ
-SH, -N®, -CN, -F, -d, -Br, (C1-C4)-alkanoyl, (Cl-C4)-alkoxycarbonyl,
(C1- C4) - al kanoyl oxy, (Cl-aCA)-(&hxk§d)sallpfiinyl, (Cl-C4) -al kyl sul phenyl,

(CL i) alleyl sulphony| - (Chyehaldod 0 5025 o GOl 0R% - chERRS
following: cyclopropane, cyclobutane,
cyclopentane, cyclchexane and c¢yclohexene,
all of them optionally substituted by one
or several radicals independently selected
from -OH, oxo (=0), -CHO, -SH, -NO;, -CN,
-F, -C1, -Br, (C1-C4) —alkanoyl,
(C1-C,) -alkoxycarbonyl, (Ci-C;)-alkanoyloxy,
(C1-Cy¢) -alkylsulphinyl,

(C1-C4) -alkylsulphenyl,

(C1-Cy4) ~alkylsulphonyl,

(C1-C4) -~alkyloxy-80;-, (C1-C4) ~alkyl-S0,0-,
-NR2R3, -CONR2R3, (C;-C.)-alkyl optionally
substituted by one or several -OH or -F,
and (C;-C,)-alkoxyl optionally substituted
by one or several -OH or -~F;

a.d) a radical from a five- or six-membered
heterocycle containing from one to three
heteroatoms selected from O, 8 and N, this
heterocycle being optionally substituted by
one or several radicals independently
selected from -OH, oxo (;O), -CHO, -8H,
-NO,, -CN, -F, =Cl, -Br, (C1-C4)-~-alkanoyl,
(C1-Cy) -alkoxycarbonyl, (C;-C4)-alkanoyloxy,
(C1-C4) -alkylsulphinyl,

(C1~Cq) -alkylsulphenyl,
(C;3-C4) ~alkylsulphonyl,
(C1-C4) -alkyloxy-S0;-, (C;-Cy) -alkyl-80,0-,
-NR2R3, ~-CONR2R3, (C;-Cy)-alkyl optiocnally



WO 2004/ 110983 PCT/ EP2004/ 006330 13 substituted by one or several -OH or

-F, and (Cl-C4)-al koxyl optionally substituted by one or several -OH or

-F; a.e) phenyl or phenyl optionally substituted by one or several radi cal s
i ndependently selected from-0OH, -CHO -SH, -NO2, -CN, -F, - Br,

( Cl- C4) -al kKee4/110988] - C4) - al koxycar bonyl, (C1- CA) -aIk%ﬁB?T%%VW“”O

(C1-A4) - al kyl sul phi nyl, (Cl-C4)-aIkyIsquﬁenyI (C1-A4) - al kyl sul phonyl,
(C1-A) - al kyl oxy-S2-, (Cl-C4)-al kyl-5020-, -NR2R3, - CONR2R3, (Cl1-C4)-al kyl
optionally substituted by one or several -OH or -F, and (Cl-C4)-al koxyl
optionally substituted by oneunrsti¢ueedl byOrbror oF, smwveralf )-GH radi eal, from

a bicyclic system consisting of a ne. fus

si x- menbered ring optionally ¢ (ﬁ}gé? }%ﬁ$§ﬂ OP% Pﬂﬁigyhé?gﬁggﬁgﬁﬁd
selected from 0, S and N, bemqgcmblarbseyéfar-8u§&ﬂﬂ1qutlonally
substituted by one or several radlcals |ndependently selected from - CH,
oxo (=0), -CHO, -SH, -NC2,2:9N\Phenyl @r phepyl ppyieasliy @ksfituted by
(C1-C4) - al koxycarbonyl, (CL- C4ypeal keﬁoyls%éral( Cladeaalky | ARt 1y

(Cl1l-A4) - al kyl sul phenyl, (Cl1-C4)-al kyl sul phonyl ,

selected from —OH -CHO, -8H, -NO;, -CN,
-F, -C1, -Br, (C1-C4) -alkanoyl,
(C1-C4) -~alkoxycarbonyl, (C,-C4)-alkanoyloxy,
(C1-C4) ~alkylsulphinyl,
(C1-C) -alkylsulphenyl,
(C1-C4) -alkylsulphonyl,
(Cy-C4) -alkyloxy-S0,-, {C1~Cy) ~alkyl-80;0~,
-NR2R3, -~CONR2R3, (Cy-C4)-alkyl optionally
substituted by cone or several -OH or -F,
and (C;-Cs)~alkoxyl optionally substituted
by one or several -OH or -F; and

a.f} a radical £from a Dbicyclic system
consisting of a benzene fused with a five-
or six-membered ring optionally containing
from one to three hetercatoms selected from
0, 8 and N, being this bicyclic system
optionally substituted by one or several
radicals independently selected from -OH,
oxo (=0), -CHO, =-8H, -NO,, -CN, -F, -C1,
-Br, (C,~Cy) —alkanoyl,
(C1-C4) ~alkoxycarbonyl, (C;-C,)-alkanoyloxy,
(C1-C,) ~alkylsulphinyl,
(C1-C4) ~alkylsulphenyl,
(C1-C4) ~alkylsulphonyl,
(C1-Cyq) -alkyloxy-soz-— . (C1-C4) ~alkyl~-S0,0-,
-NR2R3, -CONR2R3, (C1-Cy)-alkyl optionally

substituted by one or several -OH or -F,



(C1-A4) - al kyl oxy-SQ2-, (Cl-C4)-al kyl -SO20-, -NR2R3, -CONR2R3, (Cl-C4)-al kyl
optionally substituted by one or several -OH or -F, WD 2004/110983

PCT/ EP2004/ 006330 14 and (C1-C4)-al koxyl optionally substltut ed by one or
several -OHor -F Db) -(CH2)s-X-P-1-J-T wherein s is 2 or 3

sel ected frompHE1P8bup consisting of -0-, -5-, -SO, W‘izﬁ‘?’f@%:’NM-
being R4 a radical selected fromthe grolM): b.a) -H b.b) (Ci1-d o) -aI kyl ;
b.c) cycloal kyl, cycloal kyl -CO, cycloal kyl- (Cl1-C3) -al kyl and

cycl oal kyl - (C1- C3) - al kanoyl, wherein the cycloalkyl is a five- or
six-menbered ring optional | Yaﬁ'!&)St(CI-ld&dabﬂo:@ﬁE %tlﬁﬁﬁﬁﬂé?l é@phtcladuﬁed
selected from-0OH, oxo (=0,

(Cl- C4) - al kanoyl, (C1- C4) al k(%&y@&'teb@ﬁyﬁeve{@l ‘@H e k'é'rioyl oxy,

(C1-A4) - al kyl sul phi nyl , | kyl 1- C4) - al kyl sul phonyl ,
(Cl- C4) - al kyl oxy- S02-, (Cl- &fﬂéﬁ |})-{s‘%ﬁﬁo{%’hE"‘I-W’heR?(Lg CONR2R3, ~ (Cl- C4) - al kyl
optionally substituted by 8ne igr 2sewxeBal -OH or -F, and - (Cl-C4) -al koxyl

optionally substituted by. 9Re Q% Ssee\ﬁ.%rc%ed from the group consisting of

-0-, =~8-, -80-, -80;- and -NR4-, being R4 a

radical selected from the group:

b.a) -H; ‘

b.b) {Ci-Cye) -alkyl;

b.c) c¢ycloalkyl, cycloalkyl ~CO-,
cycloalkyl- (Cy-C3) —alkyl and

cycloalkyl- (C;-C;) ~alkanoyl, wherein the
cycloalkyl is a five- or six-membered
ring optionally substituted by one or
several radicals selected from -OH, oxo
(=0), -CHO, -S8H, -NO,, -CN, -F, -Cl, -Br,
(C1-C4) -alkanoyl, {C1-C,) ~alkoxycarbonyl,
{Ci-C4) —élkanoyloxy,

(C1-Cy) ~alkylsulphinyl,

(C1-C4) -~alkylsulphenyl,

(Cy~Cy) ~alkylsulphonyl,

(C1-Cy) —alkyloxy-S0,-, (C3-C,) -alkyl-80.0-,
-NR2R3, -CONR2R3, (¢y-C,) —alkyl
optionally substit;.uted by one or several
-0OH or ~-F, and -{Cy-C4) ~alkoxyl
optionally substituted by one or several
OH or F;

b.d) phenyl, phenyl-CO-, phenyl- (C;-C;)-alkyl
and phenyl-(C,-C3)-alkanoyl, being this
aromatic ring optionally substituted by
one or several radicals selected from
-OH, -CHO, -SH, -NO,, -CN, -F, -Cl, -Br,
(C1~C4) -alkanoyl, (C1~Cy) ~a1ko§cycarbony1 .



OH or F; b.d) phenyl, phenyl-CO, phenyl-(Cl-C3)-al kyl and

phenyl - (C1l- C3) - al kanoyl, being this aromatic ring optionally substituted by
one or several radicals selected from -OH -CHO -SH, -NO2, -CN, -F, -d,
-Br, (Cl-C4)-al kanoyl, (Cil-C4)-al koxycarbonyl, WO 2004111
PCTI Epzoombée@sfema (Cl-C4) -al kanoyl oxy, (cl-C4)-al L?W&?’?‘z“ﬁﬂo%‘?f“,
(C1-A4) - al kyl sui phenyl, (C1l-C4)-al kyl sul'honyl, (Cl-C4)-al kyl oxy-S02-,
(Cl1-C4)-al kyl -SQ20-, -NR2R3, -CONR2R3, (Cl-C4)-alkyl optionally substituted
by one or several -OH or-F, and (Cl-(4)-al koxyl optionally substituted by
one or several -OH or -F;, and bim)ca hakenegieke, heterocycl e- CO

het erocycl e- (Cl-C3) -al kyl and |, heterocgycle-_ (Cl-C3) -al kanoyl, wherein the
heterocycle is a five- or six- ne%épsdaclﬁﬁy&&u&gm%%i ng fromone to three
het eroatons sel ected fromO, S amd-¥,)-NHGuiphényief erocycle optionally
substituted by one or several radicals selected from-OH oxo (=0), -CHQ
-SH, -N®, -CON, -F, -d, -Br, (Ci-€e)~=dikvdsyyprhonyli- C4) - al koxycarbonyl ,

(Cl- 4) - al kanoyl oxy, (C1-C4) ~alkyloxy-80,-, {C1~Cs)-alkyl-sS0.0-,
~NR2R3, -CONR2R3, (C1~Cq) ~alkyl
optionally substituted b}} one or several
-OH or -F, and (Cll—c4_)-alkoxy1 optionally

substituted by one or several -OH or -F;

and
b.e} a heterocycle, heterocycle-CO,
heterocycle- (C1-C3) -alkyl and

heterocycle- (C;-C;) ~alkanoyl, wherein the
heterocycle is a five- or six-membered
ring containing from one to three
heteroatoms selected from ©, & and N,
being this heterocycle optionally
substituted by one or se{reral J;adicals
selected from -OH, oxo (=0}, -CHO, -SH,
-NO;, -CN, -F, -Cl, -Br, (C1-C4} —alka_;loyl,
(C -0y} - alkoxycarboﬁyl .
(C1-C4) -alkanoyloxy,
{C1-C,;) -~alkylsulphinyl,
(C1-C4) —alkylsulphenyl,
{C1-Cy) -alkylsulphonyl,
(C1~Cy) ~alkyloxy-80,-, (C3-C4)-alkyl-80,0-,
~NR2R3, ~CONR2R3, (C1-C4) -alkyl
optiofxally gsubgtituted by one or several
-OH or -F, and {(C;-C,) ~alkoxyl optionally
substituted by one or geveral -CH or -F;
-P- is a bond or a -{CH:)i4~ biradical;
-I- ig as defined above;

-J- ig as defined above; and



(C1-C4) - al kyl sul phinyl, (C1-C4)-alkyl sul phenyl, (Cl-C4)-al kyl sul phonyl,
(Cl1-A4) - al kyl oxy-sS@2-, (Cl-C4)-al kyl-SQ20-, -NR2R3, -CONR2R3, (Ci1-C4)-al kyl
optionally substituted by one or several -OHor -F, and (Cl-C4)-al koxyl
optionally substituted by one or several -OHor -F, -P- is a bond or a
-(CH2) 1_4- WRRM&IWASS: - |- is as defined above; -J- is ZSTXEFIHEW ¥hove; and
WO 2004/ 110983 PCT/ EP2004/ 006330 16 -T i1 a radi cal as defined above; «¢)
-(CH2) u-CO NR5-P-2-J-T wherein uis 1 or 2; -R5 is a radical selected from
the group: <c.a) -H c¢.b) (Cl-do)-alkyl; c.c) cycloal kyl and cycl oal kyl -
(c1-C3) -alkyl, whereinrtlie ayehanbkylad sleFifiedeaboire;si X- menbered ring
optionally substituted % ne or several radi cal s- sel ected from -OH, oxo
(=0), -CHO, -SH, - = CO-NR§ -P-IgJ-T( ¥EEERIRal kanoy! ,

(Cl1l-4) - al koxycar bonyl yu( Gl @brahkanoyl oxy, (C1-A) - al kyl suI phi nyl ,

(C1-A4) - al kyl sul phenyl, §C1 C4) - al kyl sul phony!l, (Cl-C4)-al kyl oxy- SOZ-
( Cl- C4) - al kyl - SO20-, -R5 is a rad::.cal selected from the group:

c.a}) -H;

c.b)  (C1-Cy) -alkyl;

c.c) cycloalkyl and cycloalkyl-(C;-Cs)-alkyl,
wherein - the cycloalkyl is a £five- or
six-membered ring optionally substituted
by one or several radicals- selected from
-OH, oxo (=0), -CHO, -SH, -NO,, -CN, -F,
-C1, -Br, (Ci—C‘;) -alkancyl,
(C1-C4) —alkoxycarbonyl,

(C1-C4) -alkanoyloxy,

(C1-C4) ~alkylsulphinyl,

(C1-Cy) ~alkylsulphenyl,

(C;-C4) -alkylsulphonyl,

(C1-C4) ~alkyloxy-80;~-, (Cy-Cs)-alkyl-80,0-,
~NR2R3, -CONR2R3, (C1-C,) -alkyl
optionally substituted by one or severai_f.
-OH or -F, and (C;-C,)-alkoxyl optionally
substituted by one or several -OH or -F;

c.d} phenyl and phenyl-(C;-C;)-alkyl, being
this aromatic ring optiona;lly substituted
by one or several radicals selected from
-OH, -CHO, -S8H, -NO,, -CN, -F, -Cl, -Br,
(C1-C4) -alkanoyl, (C31-Cy) —~alkoxycarbonyl,
{Cy-C4) -~alkanoyloxy,

(C1-C4) -~alkylsulphinyl,
(C1-C4) -alkylsulphenyl,
(C1-Cq) ~alkylsulphonyl,
(C1-C4) ~alkyloxy-80;~, (C1-C4)-alkyl-S0,0-,
~-NR2R3, -CONR2R3, (C1-C4) ~alkyl



-NR2R3, -CONR2R3, (Cl-C4)-alkyl optionally substituted by one or several
-Hor -F, and (C1-C4)-al koxyl optionally substituted by one or several -OH
or -F; c.d) phenyl and phenyl-(Cl-C3)-al kyl, being this aromatic ring
optionally substituted by one or several radicals selected from -OH -CHQ
-SH, -N&, -CN, -F, -d, -Br, (Cl1-C4)-alkanoyl, (Cl-C4)-alkoxycarbonyl,
(C1-4) -al kanoyl oxy, (Cl-C4)-al kyl sul phinyl, (Cl-C4)-al kyl sul phenyl,
(C1-A) - al kyl sul phonyl, (Cl-C4)-al kyl oxy-SQ2-, (Cl-C4)-al kyl-SQ20-, -NR2R3,
- CONR2R3, (Cl1-C4)-al kyI 17 opti onaII substltut ed by one or several -H or
-F, and (Cl-C4)-al koxyl G&REHAYYY S E§tltPGF@dey°6ﬁe°6rS%%’?/’é"f‘]al -OH or -F;

and c.e) a heterocycle andg i enocyele-(Cle GRialdkyh. opgbRlnLtne
het erocycle is a five- or six-nmenbered ring containing fromone to three

het er oat oms sel ect ed fromubsts tariedNPY lgdengrt RE¥ehaler@dyero-bptional |y
substituted by one or sevaq{%l radicals selected from-0OH, oxo (=0), -CHO
-SH, -NO2, -CN, -F, (C1-A4) - al kanoyl, (Cl-C4) -al koxycarbonyl,
(C1-4) _al kanoyl oxy,c.e) a heterocycle and

heterocycle-{C:~Ci}-alkyl, wherein the
heterocycle is a five- or six-membered
ring containing from cne to three
hetercatoms selected from ©, S and N,
being this heterocyclo optionally
substituted by one cor several radicals
selected from -OH, oxo (=0), -CHO, -SH,
-NO,, -CN, -F, -Cl, -Br, {C;-C4)-alkanoyl,
(Ci—-C4) -—alkoxycarbonyl,

{C1-C4) —alkanoyloxy,

{C1-C4) —alkylsulphinyl,

(C1-C4) -alkylsuiphenyl,

(C1-C4}) —alkylsulphonyl,

{C1-C4) —alkyloxy-8SCz-, (C1-C4) -alkyl-50,0-,

-NRZR3, -CONR2R3, {C1~Cy) =-alkyl
optionally substituted by one or
severalseveral -0H or -F, and

(C1-Cy4) -alkoxyl opticnally substituted by
one or several -0H cor -F;

-P- is as defined above;

-1- is as defined above;

-J- is as defined above; and

-T is as defined above;

d) - {CH;)s-NR6R7, wherein s is as defined above,

and R6é and R7 together with the N are joined



(C1-c4) -al kyl sul phinyl, (C1-C4) -alkyl suiphenyl, (Cl-C4)

- al kyl sul phonyl ,

(C1-C4) -al kyl oxy-S02-, (Cl-C4) -al kyl-S020-, -NR2R3, -CONR2R3, (Cl-C4)
-alkyl optionally substituted by one or several several -OH or -F, and

(C1-4) -al koxyl optionally substituted by one or several -
as defined above; -I1- is as defined abg§ﬁ; -J- is as define
is as defined above; d) - (CH2)s-NR6R7, erein s is as defi
R6 and R7 together with the N are joined 18 N, and that may
substituted by one or  two five- or six-nenbered cycles opti
contai ni ng one or seVer alMhetd? bafdNsPeef ©ERRAOT f FORFEhEU RS

0, Sand N all the gycles;heing.eptionallinpaystitafed by
radi cal s i ndependently selected from -OH, oxo (=0), -CHO -

-F, -d, -Br, (Cl-Cfpntalikangyl ong¢ClolCs)sewddedxy d@tieampglitons

OHor -F, -P- is

d above; and -T
ned above, and
be fused or

onal | y
upY coiposed of

: ver al
SEE ORI

selected

(Cl-A) - al kanoyl oxy, [(C1- -al kyl sui phi_nyl., Cl1- -al kyl sul phen
(C1-C4) -al kyl sui ph0r1f§}:lo,m C?%i %ﬁ?-x& l%?ﬁ‘é’?ffv“'goﬁf,( %Cf@mﬁngamyl : 2%;!3’?
-NR2R3, - CONR2R3, (CLy@)es- abkyhgopbtponahiyly suhsistitaddy bgnecae sever al

-OHor -F, and (Cl-C4)-al koxyl optionally substituted by on

e or several

-H or -F; and several radicals i1fndependently elected from
-OH, oxo (=0), =-CHO, -SH, -NO,, -CN, -F, -Cl,
-Br, (C1-C4) —alkanoyl, (C1—-C4) -alkoxycarbonyl,
{Ci-Cs}-alkanoyloxy, {C1-C4) =-alkylsuiphinyl,
(C1~C4) —alkylsulphenyl, (C1-C4) —-alkylsuiphonyl,
(C1-Cy4) ~alkyloxy-S0.—, (C1-C4) -alkyl-S0,0-,
-NR2R3, -CONRZR3, (C1-C4) =-alkyl optionally
substituted by one or several -0H or -F, and

{C1—Cy)—alkoxyl opticnally substituted by one

or several -CH or -F; and
e) -~ {CH3),—CO-NR&R7 wherein u 1is as

above, and R6 and R7 are as defined abov

with the proviso that compound of formula (I} is ne
2-(4-benzyloxybenzoylamino)-3-phenylpropionic aci
2-[4-(4-methoxybenzyloxy)benzoylamino] -3-phenylprop

acid,

defined

ey

ither
d, nor
ionic

nor

2-[4-{4d-bromobenzyloxy)benzoylamino] -3~phenylpropionic acid.

In a particular embodiment of this aspect of the invention,
in the compounds of formula (I}, -W- 1is -NH-CH(E)-. 1In
another particular embodiment -W- is -NH-CH(E)-, and -Z is a
radical of the -Q-I-J-T type. In another ©particular
embodiment -W- 1is -NH-CH(E)-, and -2 is a radical of the -
(CH;) g=X-P=-I-J-T type. In another particular embodiment -W
is =-NH-CH(E)-, and -Z is a radical of the - (CH;}s-0-P-I-J-T
type. In another particular embodiment -W- is -NH-CH(E)-, and
-7 1s a radical of, the -{CH,},-NR4-P-I-J-T type. In another



e) - (CH2) -CO NR6R7 wherein u is as defined above, and R6 and R7 are as
defi ned above; with the proviso that conpound of formula (1) is neither

2- (4- benzyl oxybenzoyl ami no) - 3- phenyl propi oni ¢ acid, nor

2- [ 4- (4- met hoxybenzyl oxy) benzoyl am no] - 3- phenyl propionic acid

2- [ 4- (4- br OKBBEHA9Xy) benzoy! ani no] - 3- pheny! pr opi oni ¢ é’&TEFm"I‘”HOGQSO
particul ar enbodi nent of this aspect of t#8e invention, in the conpounds of
formula (1), -W is -NHCH(E)-. In another particular enbodinent -W is
-NH-CH(E)-, and -Zis a radical of the -QI-J-T type. In another particular

enbodi ment - V4 rk§ cullle CHatifddtmerdNd w2 | 3§62 LAdEfabupfed,he - 1n another
(CH2)s-X-P-1-J-T ty I n_anot her partlcular enbodi nrent -W is -NHCH (E) -,

and -Z is a P%Fé§PE6¥ teﬁ@adlfl‘eﬂﬂ) HO ps| - fﬁ) CHeeCHin afBfherZ padstiaul ar

enbodi nment - NH-.GH( ar S

_( CH2) 2- NR4- P—Il-lgall‘ tf?; 12 ano? her \Xlo 2 110 3 é’%T#E%EOOH?SB%%%baEQ
particul ar espbddiment- YW-i §$s- WEE)%CH%, amd andthera padiczllaf the
enbodi nent - 2-.CH2-, and -Z f t type.
I n anot her par(tChs)Lﬁ 21('@ odi %ﬁ? aéloltﬁl‘(aﬁ)p gie#é 4 gﬁggdlz‘%%t &adlygal

of the -(CHaks- X-R{E)JeH,t¥pe, | namhot heg parstl cul ar radiﬁadnrrenbf Wthé
-N(E) - CH2- CH2-,, nd learadlcal of the, - é P-1-J- t%g
anot her part i dGHaks-Gibodi ffeht EYRe-i I8 Rrefh EFIZPEFI 2cU e’Zngl 1i”éldl?!al of

the (CH2) 2- N4~ P- LNQET typem,Ln anghder partiigll ag erﬂaadlleramt -bf i StRe
radi cal -of the -ORl type. Preferred conpounds of the present_invention

i ncl ude: (2S)<C§2)(?4ménfyﬁoiy"5h6ma @[@QW%tﬂ%@Hﬁ%ﬁWﬁ@h%wan%
nol propi oni ¢ jaci,d AR BY] &8t€fe -Or1 type.

Préferred compounds of the present invention include:

(28) -3- (4-benzyloxyphenyl) -2- [4- (4-butoxybenzyloxy) benzoylami
nolpropionic acid methyl ester;

{28) -3- {(4-benzyloxyphenyl) -2~ [4- (3-bromobenzyloxy) benzoylamln
olpropionic acid methyl ester;
(28)—3—(4—benzyloxyphenyl)-2—[4—(2—chlorobenzyloxy)benzoylami
no]lpropionic acid methyl ester;
(28)—3—k4-benzyloxyphenyl)—2-[4-{z-fluorobenzyloxy)benzoylami
nolpropionic acid methyl ester;
(25)—3-(4—benzylokyphenyl)—2-[4—(3—methylbenzyloxy)benzoylami
nolpropionic acid methyl ester;

(28) -3- {4-benzyloxyphenyl) -2- [4-(3-
trifluoromethylbenzyloxy)benzoylamino] propionic acid methyl
egter;

(28) ~3~ (4-benzyloxyphenyl) -2~ [4- (2-

methoxybenzyloxy) benzoylamino] propionic acid methyl ester;
(28) -3- (4-benzyloxyphenyl) ~2- [4- (2-methylbenzyloxy) benzoylami
nolpropionic acid methyl ester;

(28) -3- (4-benzyloxyphenyl) -2-[4- (2~
trifluoxomethylbenzyloxy)benzoylamino]propionic acid methyl

ester;



(2S) - 3- (4- benzyl oxyphenyl ) - 2-[ 4- ( 3- bronobenzyl oxy) benzoyl am n 0) propi oni c
acid nethyl ester;

(2S) - 3- (4- benzyl oxyphenyl ) - 2-[ 4- (2- chl or obenzyl oxy) benzoyl am  nol propi on
acid nethyl ester;

(2S)-3-(4- b@ﬂ%%?ﬂ%@ﬁﬁenyl) 2-[4-(2- fIuorobenzyloxy)benzo??ﬁﬁ?ﬂmﬂ%%§$oplon
acid nethyl ester; 20

(2S) - 3-(4- benzyloxyphenyl)-2-[4-(3-nethy|benzyloxy)benzoylan1 nol pr opi oni
acid nethyl ester; (2S)-3-(4-benzyl oxyphenyl)-2-[4-(3-

trifl uoronet HgBbedz Y elxgn ehzoydtemydld | dpt O e- aci d nethyl ester;

(25)-3- (- beqzyl oxyphenyl); 2] 2 el hoxy benzy PO g quka nol propi on

(2S)-3-(4- beﬂngoxypmengﬁayzbiy@ﬂ@&yqaLbyqbenzy(puy)benzoylan1 nol propi on
acid nethyl ester; ﬁZS 3- (4-benz xyphenyl) [4-(2-
trlfluoronetﬁyPB@ﬁEP %&9%Y%9ERRH%¥#Q%EFBV%%WEP@LP%RB%PQ%Q:hyPC1§stewEtth
2004/110983 BEILEP2004/ 006330 20 (29S)-3-(4-benzyl oxyphenyl)-2-[4-(2- 0-
tonIethoxy)benzoyIan1no]proplonlc acid nethyl ester;

g25) 3|(4 beﬁ@ﬁboiybﬁeh?¢3Y1D¥¥PhED¥@4 2piépbkyphenoxy) pr opoxy]
enzoyl am no
(25) - % (4- beﬁ§§ @f?ﬁgfqgﬂ%é¥la%ibﬁi§r H%§ oxy d%ﬁ?%y %nFﬁofpfoplon

aci d net hyl éQB@F3 (4 benzyloxyphenyl) -2-[4-(2-ethoxybenzyloxy)benzoylami

ggfé ﬁegﬁyPenziloxggggfglgcgé éﬁ%le%ggx¥?enzyloxy)benzoylani noj pr opi oni

(2S) - 3- (4- berizyg) o3y phebyh 3y LodybHehyl ot g hentylvayylrazeiloxy) Benabplapinni
aci d nthyI o?%ggplonlc acid methyl ester;

(28) -2~ [4- (4-butylbenzyloxy)benzoylamino] ~3-cyclohexylpropion
ic acid methyl ester;

(28) -2-{4- [2- (3-methylquinoxalin-2yloxy) ethoxyl benzoylamino} -
3-phenylpropionic acid methyl ester;

(28) ~3- (4~benzyloxyphenyl) -2- [4- (2-pyridin-2-ylethoxy) benzoyl
amino]l propionic acid methyl ester;
(ZS)—3—(4—benzyloxyphenyl)—2-{4-[2-(3-methy1quinoxalin-2—
vloxy) ethoxy] benzoylamino}propionic acid methyl ester;

(28) -3- (4-benzyloxyphenyl) -2-{4-[2- (pyridin-2-
yloxy)ethoxylbenzoylamino}propionic acid methyl ester;

(28) -3~ (4-benzyloxyphenyl) -2-{4-[2- (quinolin-8-

yloxy) ethoxy] benzoylamino}propionic acid methyl ester;

(28) -3- (4-benzyloxyphenyl) ~2-{4- [2- (quinolin-7-

yloxy)ethoxy] benzoylamino }propionic acid methyl ester;

(28) -3~ {4-benzyloxyphenyl) -2-{4- [2- (quinolin-2-
'yloxy)ethoxy]benzoylamino}propionic acid methyl ester;

(28) -3- (4-benzyloxyphenyl) -2-{4-[3- (3-methylquinoxalin-2-
yloxy) propoxy] benzoylamino}propionic acid methyl ester;

(28) -3- (4-bromophenyl) -2~ {4- [2- (3-methylquinoxalin-2-

yloxy) ethoxylbenzoylamino}propionic acid methyl ester;

(28) -3- (4-fluorophenyl) -2- {4~ [2- (3-methylquinoxalin-2-

yloxy) ethoxy]benzoylamino}propionic acid methyl ester;



(2S)-2-[4-(4-Dbutyl benzyl oxy) benzoyl am no] - 3- cycl ohexyl propion is acid

nmet hyl ester; (2S)-2-{4-[2-(3-nethyl quui noxal i n-2yl oxy) et hoxy] benzoyl am no} -

3- phenyl propionic acid nethyl ester;

2S) - 3- (4- benzyl oxyphenyl ) -2-[4-(2-pyridi n-2-yl et hoxy) benzoyl am no
éro%ionfc aﬁpdéﬁﬁﬂﬁgi egtér; L4 (2 by d V) PCT/EP2004/006330
(25) - 3- (4- benzyl oxyphenyl ) - 2-{4-[ 2- ( 3- metfiyl qui noxal i n- 2-
yl oxy) et hoxy] benzoyl am no} propi oni ¢ acid net hyl ester;
(25) - 3- (4-benzyl oxyphenyl )-2-{4-[2-(pyridin-2-
yl oxy) et hoxykbspzey| ambdrodlicapipdenglace d{ st (3 ekl quinoxalin-2 -
(25) - 3-(4-benzyl oxyphenyl)-2-{4-[2-(quinolin-8-
yIoxy)ethoxyYB@%Yg%?Qﬁﬁ?ﬁﬁﬁﬂ%ﬂ&L@Wﬁ@ogEFﬂP%Rﬂ#ﬁﬂaQ%Qt@FPYl ester;

(25) - 3- (4- benzyl oXy phatil dvidudypileast §iUb DPA L [’*z-753 ~methylquinoxalin-2-
yl oxy) et hoxy] benzoyl am no} propioni C acid nethyl ester;

(25) - 3- ( 4- beH29¥kVk§PHeryl Henzaylapdnodprepl oni@ acid isopropyl ester;

Lo T Ay 1550 [ oyt i
o0t coocr s Sinamfieysiivs ok omliy sl g sater
yIoxy)ethoxyﬁggﬂi%?r%ﬁﬁ?ﬁ%ﬁi%ﬁ%ﬁ%%ﬁgygé¥ﬁg%iég%ja7§§H§¥l°x¥§§f9§;kﬁf?pion
| uor ophenyl ) ig- §4i@2- ( 3- net hyl qui noxal i n- 2-

| oxy) et hoxy] benzoyl am no} propi onic acid nethyl ester; WD 2004/110983
%CT/%£2004/%gé§éozyﬁﬁf 3~ é%z%ioxybenzyloxy)beﬁgoylamino]~3—(4—

(29)-3-(4- beBéME9M%M%1‘)%‘x%‘ibﬁi(:3aE§a hy! qui noxal i n- 2-
yl oxy) et hoxyl benzoyl am no} propionic acid ethyl ester;
(2S) - 3- (4- beRzYl®x Fybenzyl) >-1¢3{&et hyl qui noxal i n- 2-

1L o BB BILOR ) 8 ) G ST A ) St

yl oxy) et hoxyBbéh2 olp¢mzy ey yiremzivani-d 3adR d ( proghhy lepticoxalin-2-

(28) - 2- (4- bepzyl Ox¥PEOZOM BTNy i1 68 BESF LY R, ) propi on
3-{ (3-benzyloxybenzyl) - [4- (3-benzyloxybenzyloxy)benzoyl] amino
}propionic acid;
24[4w(4~benzyloxybenzyloxy)benzoylamino]—3—(4-benzyloxyphenyi
)propionic acia;
(28) -2- [3- (4-benzyloxybenzyloxy) benzoylamino] ~3~(4-
benzyloxyphenyl)propionic acid; _
3- (4-benzyloxyphenyl) -2- [3- (biphenyl-4-ylmethoxy) benzoylamino
lpropionic acid; _
2—[4—(S-benzyloxybenzyloxy)benzoylamino]—3—(4—bromophenyl)pro
pionic acid;
3-(4-benzyloxypheny1)—2-[4—(4-butylbenzyloxy)benzoylamino]pro
pionic acid; o ‘
2~ [4- (4-butylbenzyloxy)benzoylamineo] -3-cyclchexylpropionic
acid;‘
{(3—benzyloxybenzy1)—[4-(4-butylbenzyloxy)benzoyl]amino}aceti
¢ acid; |
r3-{(Brbenzylox.ybenzyl)—[4-(4-buty1benzyloxy)benzoyl}amino}pro

pionic acid;



is acid; (29)-2-[4-(3-benzyl oxybenzyl oxy)benzoyl am no] - 3- ( 4-
benzyloxyphenyl) propionic acid; 3-{(3-benzyl oxybenzyl)-[4-(2-
d|benzylan1noethoxy)benzoylIan1no}prop|on|c aci d;

3-((3- benzylox benz %-{3 [ 2- ( 3- et hyl qui noxal i n- 2-

yl oxy) et hoxyl B %&6?% $4ni no) propi oni ¢ aci d; PCT/EP2004/006330
3-{(3-benzyl oxybenzyl)-[ 4-( 3- benzyloxybedﬁyloxy)benzoylIanino } pr opi oni ¢
aci d; .2-[4-(4-benzyl oxybenzyl oxy) benzoyl am no] - 3- (4- benzyl oxyphenyl

)propi onic acid; (2S)-2-[3-(4-benzyl oxybenzyl oxy)benzoyl am nol - 3- (4-
benzyloxypheByKﬂpbeﬂzymmxypﬂhnyl) 2- [4- (2-bromobenzyloxy) benzoylaminol pro
3-(4- benzylox phenyl% [ 3- (bi phenyl - 4-yl met hoxy) benzoyl ami no ] propi oni c
acid; 2-[4-(BIBBAZy? k%benzyloxy)benzoylan1noI 3- (4- bronophenyl ) pro picnic
aci d; 3- (4- benzylpxyRpesmpndid--4- [laut(zwﬁﬂ&yéwﬂ@ﬁwﬂea%wkmpﬁappl cnic
acid;, 2-[4-(4-butyl benz é]oxy)benzoylan1no] 3-cycl ohexyi'propi onic acid

{.(3- benzylo@?@@ﬁé?l?cf (4-butyl benzyl oxy) benzoyl ] am no}aceti ¢ aC|d
3-1(3-benzyl gxyhe s hutyyl-hanzylo ﬁvﬁggﬁg %g5n I i eni cid;
WO 2004/1109 3¥2C§%M%%I$éyéﬁﬁégﬁg zggﬁ Xb e Ql %%B28y18hﬁﬂéfgﬁ

3- (4- benzyl oxpphahgl dcid| 4- (2- br onobenzyl oxy) benzoyl ani no] pro picnic acid;

3-(4-benzy|ogyQQ§B¥£%?f%i§bﬁéﬁ§¥y3§nggquIoxy)benzoylaninojpr opi oni ¢ aci d;
trifluorcomethylbenzyloxy)benzoylaminol propionic acid; and
3- (4-benzyloxyphenyl) -2-[4-(2-

trifluoromethylbenzyloxy)}benzoylamino]lpropionic acid.

Throughout — the description and claims, the terms
(C1-C4) ~alkyl, (C1-Cyo) ~alkyl, - (C1-Cy) ~alkoxyl,
(C,-C4) ~alkanoyl, (C1-Cy) ~alkoxycarbonyl and

(Cr{h)-alkanoyloxy gshall be construed as straight or

branched.

Some of the compounds of formula (I) of the present invention
may have one or several chiral centres. The present invention
includes each one of the possible stereoisomers and mixtures
thereof, particularly racemic mixtures thereof. A single
enantiomer may be prepared by any of the commonly used
processges, for example, by chromatographic separation of the
racemic mixture on a stationary chiral phase, by resolution
of the racemic mixture by fractional crystallisation
techniques of the diastereomeric salts thereof, by chiral

synthesis, by enzymatic resolution or by biotransformation.

Pharmaceutically acceptable salts include, among others,
addition salts of inorganic acids such as hydrochloric,
hydrobromic, nitrie, sulphuric and phosphoric, as well as
addition salts of organic acids such as acetic,

benzenesulphonic, benzoic, camphorsulphonic, mandelic,



3- (4-benzyl oxyphenyl ) -2-[4-(2- et hyl benzyl oxy) benzoyl am no] pr opi oni ¢ aci d;
3-(4-benzyl oxyphenyl)-2-[4-(3-
trifluoromethyl benzyl oxy) benzoyl am no] propi oni ¢ aci d; and

3-(4-benzylo heny -2-14-(2-

triquorOneNHi‘BﬂHf 3oxy)benzoylamno]proplonlc acid. TREDEGHOH0G3Ihe
description and clains, the terns (CL-C&3 -alkyl, (Cl-Co) -alkyl, (CL-C4)
-al koxyl , (Cl-CA)-aIkanoyI, (Cl-CA)-aIkoxycarbonyI and  (Cl-4)-al kanoyl oxy
shal |l be construed as straight or branched. Sone of the conpounds of

formula (1) eletbh@ephBSROALIE)VORRLOR, BEcRAYE, OFRIRITiTEVetabt£hid Al and
centres. The present _invention i ncl udes each one of the possi bl e

st er eoi somer &3dfdcni kikewtse, i ald paptrRuiAr | SPTRAMAL af oxmedat K&} eof .

Asingle engdlioger SsditdleRPaLgd BY lba1dficl NeofoMma) y 1ePT 0ggSSses,
for exanple, by chromatographic separation of the racemic mxtdre on a

stationary cliitkall ipRaseetal rixvnl utamonalsaline-eardni gnetiadt udenbyofr asti onal
crystal Il sat .9 oG ies OF L dhasteleathobeasahic ¢ har plgadit chiral

synt hesis, by enzymatic re€so utlo ans orrati o
Phar maceut i cdlnlboygantept ddse .sal A8 I@@OBQEabHHDn@I@Eh&ES bageli t ionladéss of

i norgani ¢ acids _such as hydrogchloric,_ _.hydr oni ¢ ri g, sul hur c_and
bhoshor i o SesayTAnde [0 ER SEhtan i RR ACSp AL, fontiRlf brad
benzenesul phdicgudbenzZignind AP Ney&Etdpide)i ceal@inge! hodr¥i@904pbta883um
PCT/ EP20041006330 ,23 net hanesul phoni c, oxalic,_ ,succinic, fumaric, tartaric,

and nal eic. hydgewide, ﬁﬁdéﬁmdcﬁFBQQRFQW1Qﬂﬁnﬁﬂﬂﬁﬂ¥ Svdreritea @FFrenﬁ?Ybe
substituted By ¥Rt dHanC dn@N.caftQlon %2 MRh8on@Bepending on the number of

functions with charge and on the valendy of cations and

anions.

Some of the compounds of formula (I} of the present invention
may exist in unsolvated as well as solvated forms such as,
for example, hydrates. The present invention encompasses all
such above-mentioned forms which are pharmaceutically active.
Some of the compounds of general formula (I} may exhibit
polymorphism, encompassing the present dinvention all the

possible polymorphic forms, and mixtures thereof.

Compounds 6f general structure (I) may be prepared following
various processes perfectly known by any skill person in the
field of organic synthesis. Compounds of the present
invention may be synthesized using the methods described
below, as well as other processes known in the £ield of
organic synthesis. Preferred methods include, but are not
limited to, the general processes shown in the attached

schemes.



al kaline nmetal ion, an alkaline-earth netal ion or an alum niumion; or may
be coordinated with an organic or inorganic base. An acceptabl e organic
base includes diethylamne and triethylam ne. An acceptabl e i norgani c base
i ncl udes al um ni um hydr oxi de, cal ci um hydroxi de, potassi um.__hydroxjde,
sodi um car BR8] sodi um hydroxi de. There may be nﬁF@m?Héﬂmgﬁ cation
or ani on dependi ng on the nunber of fund@4 ons with charge and on the

val ency of cations. and anions. Sonme of the conpounds of fornmula (1) of the
present invention nmay exist in unsolvated as well as solvated forns such
as, for exampk@sghydrates. The present invention enconpasses all such
above-nenti onéd forns which are pharnmaceutically active. Sone of the
conpounds of general forrmula (1) may exhibit pol ynorphi sm _enconpassi ng the
present inventi il | the possigmMgagaebymor phic forps, wnd i xtures thereof.
Compounds of g€ {._ st pHct ur 80CLAertiamyadae pr epar | i vari ous
processes p%%;‘ klomn by—any skitt—person in field o@Rorganic

synt hesi' s. npounds gf the presentQ inventioROTay™~be synthesi zed using the
met hods descri befl) bel ow, as mell‘éb‘other processes kﬂgrn inthe field of
organi ¢ synthesis. Preferred meHiods ORjcl ude, but are no limted to, the
general processes shown in the att@ghed schenes. WO 2004/ 110983

PCTI EP2004/ 006330 24 Method A Coupling agent or 0 O L8OCk-RHt ertiary

base / Il ORI HO O O HO//\\\
| P
~0

(la)

According to a first method (Method A), the phenolic acid
(IT) is treated with the amine derivative {III) in the
presence of. a suitable coupling agent, for example the
combination of 1-(3-dimethylaminopropyl)-3-ethylcarbodiimide
(EDC) and 1-hydroxybenzotriazole (HOBT), or with thionyl
chloride in the presence of a tertiary base such as
triethylamine (Elmdre, Amino Acids Pep. Proteins 2001, 32,
107-162). Final compounds {Ia} are obtained by Williamson
etherification by displacement of a leaving group (LG} bonded
to a type -%Z radical with the phenol (IV) (using for example
NaH, K00, or Cs3;C0; as a bagse in a solvent such as DMF or
acetone; (Bal-Tembe et al., Bioorg. Med. Chem. 1997, 5,
1381-1388; Cantello et al., J. Med. Chem. 1994, 37,
3977-3985, Solar et al., J .Org. Chem. 1966, 31, 1996-1997;
EP .875510), or by Mitsunobu reaction between (IV) and a Z-OH
type alcochol in the presence of, for example, diethyl
azodicarboxylate (DEAD) and triphenylphosphine in
tetrahydrofurane as a solvent (Mitsunobu, Synthesis 1981, 1;
Hughes, Org. React. 1992, 42, 335).



(rr)y HWORS (I1V) (I1l1) Z-LGor Z-OH 00 WORS 2\0 (la) According to a
first method (Method A), the phenolic acid (lIl) is treated with the am ne
derivative (I11) in the presence of. a suitable coupling agent, for exanple
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An alternative strategy (Method B) involves prior alkylation
of the _phenolic esters (V). After basic hydrolysis of the
resulting ester, the final compounds (I) are synthesized by
reaction with the amine derivative (III). Alternatively, and
only in the specific case of para substitution of the
aromatic ring, the phenolic ether (VI) may be formed by
aromatic nucleophilic  substitution starting from the

fluorinated compound (VII}.

When -2 is a radical of the - (CH;)z~X-P-I-J-T type where X is
0 or 8, for the alkylation of the phenol another altermative

procedure may be followed (Method C).
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with the desired alcohol

the compounds (Iaa), and

depending on the initial

phenol. The hydrolysis of: the esters (Xa) and {(XIa) and their

subsequent reaction with the amine derivative

leads to the compounds (Iaa) and

(ITI) also

(fab). The derivatives of
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the sulphoxide (Iac) and sulphone (Iad) types are obtained by

oxidation of the corresponding thicether (Iab) in the

presence of oxidizing agents such as, for example, hydrogen

peroxide or m-chloroperbenzoic acid.
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amines (Iae) may be obtained starting from the phenols (IV)
or (V) following two alternative alkylation routes in every
case (Method D). In the case of phenol (IV), the reaction
with a doubly functionalised alkylidene derivative and, then,
the nuéleophilic substitution with the desired amines; or the
etherification with the protected amine compound (XII) (as a
trifluorocacetamide derivative, for example), and subsequent
functionalisation of the amine <released after its
deprotection (in a bagic medium, or with NaBH; (Harland and
Hodge Synthesis 1984, 941-943)) yields the desired compounds.
The tertiary amines of the (Iaeb) and (Iaec) types are
obtained by the treatement of the compound (Iaea) with
alkylating agents or by reductive alkylation, respectively.
The amides (Iaed) are synthesized by acylation of the
compound (Iaea) with the corresponding acid derivative in the
presence of a tértiary amine, or by treating the secondary
amine with an acid in the presence of é coupling agent such
as, for example the combination of EDC and HOBT (Elmore,
Amino Acids Pep. Proteing 2001, 32, 107-162). In the case of
the phenoll(v), the amines (Iae) are obtained by reaction of
their precursor acids (XVIb), (XVIIb) and (XVIIIb) with the
amine derivatives (III) following the methods outlined above.
These acids, in turn, are obtained from the phenol (V)
following an analogous process to that used in the case of
the phenol (IV).

The 2Z-OH or Z-LG type compounds- are products that have
already been described. Some of them are commercially
available or may be prepared following methods analogous to
thoze used to synthesize others that are already known, such
as those that are explained in detail in the following
documents: EP 03062228; WO 97/31907; WO 01/00603; Daoud et

-L&
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Some of the compounds (III) are commercially available
products, particularly when they are o-amino acids. Others
have already been described or may be synthesized following
various routes, most of which have been described (March,
Advanced Organic Chemistry, 19891, Ed. John Wiley & Sons;
Juaristi, Enantioselective Synthesis of p-Amino Acids, 1997,
Ed. Wiley-VDH) .

An approach for the preparation of the o-amino acids (W is
-NH-CH(E)-) is the Sorensen synthesis (Mori, Tetrahedron
1985, 2369-2377; Scheme 2), wherein dialkyl



as those that are explained in detail in the follow ng docunents: EP
03062228; WO 97/31907; WD 01/00603; Daoud et WD 2004/ 110983
PCT/ EP2004/ 006330 30 al., J. Indian Chem Soc. 1989, 66, 316-318 and
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preparation of the a-amno acids (Wis -NHCH(E)-) is the Sorensen
synthesis (Mri, Tetrahedron 1985, 2369-2377; Schene 2), wherein dialkyl
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0~ "OR ~ 3) Hydrolisis/decarboxilation
X% (llia)

N-Substituted glycines and f-alanines (W is -N(E)-CH,- or
~-N(D)}-CH;-CH,~-) may be synthesized by the methods shown
bellow, either by reductive amination of the corresponding
glycine or alanine with the suitable aldehyde (Scheme 3}
using reducing agents such as NaBH,, NaBH;CN or NaBH (ACO);:,,‘ or
by_.nucleophilic substitution of the esters (XX) or (XXI) with

the suitable amine (Scheme 4).
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WD 2004/ 110983 PCTI EP2004/ 006330 31 acyl-am de-nmal onate is al kylated in a
basi ¢ nmedi um and, after subsequent hydrolysis and decarboxyl ati on, the
desired a-amno acids (ilia) are obtained. Scheme 2 Y0 to O HN OR 1) Base
Hz N The LG 0 OR 3) Hydrolisis/decarboxilation XIX), (Ilia)
N- Substi t ut 294@?95%5 and (3-al ani nes (%\/I s -N(E) -CH2 PC&EPZR?(“ %0
-CH2-CH2-) may be synthesized by the net dds shown bel | ow, elther by
reductive am nation of the corresponding glycine or alanine with the

sui t abl e al de P\]/de (Schenme 3) using reducing agents such as NaBH4, NaBH3CN
or NaBH( AcO) 2cheme 4y nucl eophilic substitution of the esters (XX) or (XXI)
wth the suitable amne (Schene 4). Schene 3 OQ 2 1) E-CHOIl HN OR 2)
Reduction E/ ~~/~OR (111b) (flic) O1l) D-CHOJ V  H NOR 2) Reduction p
~\HOR z (I lid) (file) WD 2004/110983 PCT/ EP2004/ 006330 32
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An alternative process for the synthesis of B-alanines (III)-

would be the addition of the corresponding amine to the

o, B-unsaturated ester of interest (Scheme 5)

Scheme 5
' D-NH, Et,N 7
-NHy, 3_,.= D /\)L
\/U\OR EtOH or CHCl, \ﬁ -~ SOR
(XX (llig)

Conversion of a compound of formula {(I) into a different one
involves transforming the -CO-A group into a different group.
The modifications considered are: the hydrolysis of the
-COOR1 substituent, wherein -R1 represents a -(C,;-Cq)-alkyl
moiety, to vyield the corresponding carboxylic acid; the
esterification of the carboxylic acids (Ib) with the R1O0H
‘alcohols; and, lastly, the amination of the -COOR1 group to
obtain the corresponding amides. The hydrolysis methods used

are the usual ones, for example, using an alkaline hydroxide
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transformng the -CO- A group into a different group. The nodifications
considered are: the hydrolysis of the -COORl substituent, wherein -Rl
represents aln (aqwgusl kpethamdlet y, The yirinhatiion cc&u@sp@aﬂm:mgfm‘dnmlyl ic

d; th h th the RLOH
Zflcohol s? a%%&féagsé’te%ayr%ﬂgﬂé%gng?i&g‘?l@%%?g ?(%éé‘fggr U\;I)M to ogt ain the

correspondi ng am des. The hydrolysis nmethods used are the usual ones, for

exanpl e, usi kal i ne hydroxi de WO 2004/ 110983 PCT/ EP2004/ 006330 33 in
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The compounds of the present invention are ligands of the

PPARy and PPAR§. Therefore, they are expectedly useful for
the prophylactic and/or curative treatment of a condition
mediated by PPARy or PPARy / PPARS in an animal including a
human. Thus, an aspect of the present invention relates to
the use of these compounds for the preparation of a
nedicament for the prophylactic and/or curative treatment of
a condition associated with metabolic diseases, particularly
non-insulin-dependent diabetes mellitus, obesity,
hypercholesterolaemia, and other lipid-mediated pathologies,
cardiovascular diseases associated with metabolic syndrome,
inflammation and inflammatory processes in general, such as
rheumatoid arthritis, étherosclerosis, psoriasis, and
intestinal inflammatory disease, bone diseases, particularly

osteoporosis, cancer, gkin wound healing, and cutaneous
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Another aspect of the invention relates to pharmaceutical
compositions comprising a therapeutically effective amount of
the compound (I), as the active ingredient, together with
appropiate amounts of pharmaceutically acceptable excipients.
Preferably, the compound is administered orally, parenterally

or topically.

Throughout the description and claims the word "comprise" and
variations of the word, such as "comprising", is not intended
to exclude other additives, components, elements or steps.
The disclosures in the abstract accompanying this application
and in the application from which priority is claimed, are

incorporated herein as reference.

RAdditional objects, advantages and mnovel features of the
invention will be set forth in part in the description, and
in part will become apparent to those skilled in the art upon
examination of the desgcription or may be learned by practice
of the invention. The present invention will be further
illustrated by the following examples. The examples are given
by way of illustration only and are not to be construed as

limiting.
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' H- NMR spect cargbrbhe conpounds have fieahd ereded Wcdgedt YARLADMd on
GEM NI - 200 M4z and a VARI AN UNI TY-300 MHz equi pment and chemnical shifts are

expressed as thgm ESFEVREM t RETONGH er ARt IRStaCendomPmElabtss) spEeona hhve
been obtaine@eWhbfein rnstitute, which uses the IUPAC systematic

nomenclature.

INTERMEDIATES (IV)

METHOD A

To a solution of 1 eq of the aminic derivative (III), 1 eqg of
the acid (II), 1.3 eq of HOBT, and 1.3 eqg of EDC in
tetrahydrofurane, the solution being 0.2 M in the aminic
derivative, 2 eg of triethylamine were added. The reaction
mixture was stirred at room temperature for 18h, and then
water and dichloromethane were added. The organic layer was
separated, and the agueous layer was extracted once with
dichloromethane. The organic layers were combined, dried over
anhydrous sodium sulfate, and filtered. The solvent was
distilled off under reduced pressure and the obtained residue

was purified by column chromatography.

METHOD B:

To a solution 0.1 M of 1 eq of the aminic derivative (III) in
anhydrous dichloromethane, 2 eq of triethylamine, and 1.2 eq
of the corresponding acid chloride, were added. The reaction
mixture was either refluxed with stirring (secondary amines)

or 'stirred at room temperature (primary amines) for 18h, then



an Agilent 1100 VL nmass spectroneter. The nonmencl ature of the different
conpounds used in the present docunent is based on the software AUTONOM
(Automatic Nomenclature) fromthe Beilstein Institute, which uses the | UPAC
systemati ¢ nonmencl ature. | NTERVEDI ATES (IV) METHOD A: To a solution of 1
eq of the aMfht¥¥HePvative (111), 1 eq of the acid (1| PCTEPBOEH6T HOBT,
and 1.3 eq of EDC in tetrahydrofurane, t3% solution being 0.2 Min the
amnic derivative, 2 eq of triethylam ne were added. The reaction mxture
was stirred at roomtenperature for 18h, and. then water and

di chl or onet haneavene agderd. wdthe: or ganice | ayeh Wosa1 &€PYdRbondRE thRY,
aqueous | ayer was _extracted once with dichloronethane. The organi c Iayers

were conbi nedinglil¥d wiEh aaKidiousThsodrivent fake, dbsklitled cpEl. umder
sol vent was I I n C u esi,due
was purlfledI%§§%%P %%'chrg%agggragﬁ§.Sﬁ&%%ﬁ%?B?%%%agesgﬁ':%ﬁE{¥¥Liﬂﬁ* 1 eq

of the am ni codembvahiemagddtaphn anhydrous di chl oronet hane, 2 eq of
triethylamne, and 1.2 eq of the corresponding acid chloride, were added.
The reaction mxture was either refluxed with stirring (secondary am nes)
or stirred awvBraom cenperature (primary am nes) for 18h, then WO 2004/110983

PCT/ EP2004/ 006330 6 treated with tmﬁce ith sodi um bicarbonate and,
finally, witC EHEtithe on@ﬁt4%:§%&i§FFFF8d §EFVRhYER (Féaﬁceﬂn réssure

and the obt aigded afiddumasppriihgedchd cBobdide CihOBRLOUN apBYardFTERD C
solution being 0.05 M in the aminic derivative, Amberlyst 21
(200 mg/mmol acid chloride) was added. The reaction mixture
was either refluxed with stirring (secondary amines) or
stirred at room temperature (primary amines). Then, the
resin was filtered, and the solvent was distilled off under
reduced pressure. The cbtained reéidue was purified by column

chromatography.

TABLE 1

INTERM

Iv.1 (28)-3-(4—Benzylokypheny1)-2-(4—hydroxybenzoylami
no)propionic acid methyl ester; 'H-NMR: 7.52 (d,
2H), 7.31-7.20 {m, SH), 6.97 (4, 2H), 6.81 (4,
2H), 6.74 (d, 2H), 4.9 (s,2H), 4.86 (m, 1H},
3.66 {8, 3H), 3.06 {m, 2H)

Iv.2 {28) -3- (4-Benzyloxyphenyl) -2- (3-hydroxybenzoylami
no) propionic acid methyl ester; MS: 406

Iv.3 (28) -3-Cyclohexyl-2- (4-hydroxybenzoylamino) propio

nic acid methyl estexr; MS: 306




To a solution of 1 eq of the amnic derivative (Il11), and 1 eq of the
corresponding acid chloride in ethyl acetate, the solution being 0.05 Min
the ami nic derivative, Anmberlyst 21 (200 ng/ nmmol acid chloride) was added.
The reaction mxture was either refluxed with stirring (secondary am nes)
or stirreWO0/HBMWSt enperature (primary amines). Then, P¢HEP200EYEHIwas
filtered, and the solvent was distilled33ff under reduced pressure. The
obt ai ned residue was purified by colum chronmatography. TABLE 1 | NTERM
V.1 (2S)-3-(4-Benzyl oxyphenyl ) -2-(4-hydroxybenzoyl am no)propionic acid
met hyl est exnTERMBMATES S&7x:d, 2H), 7.31-7.20 (m 5H), 6.97 (d, 2H), 6.81
(d, 2H), 6.747(d, 2H, 4.94 (s,2H), 4.86 (m 1H), 3.66 (s, 3H), 3.06 (m
2H) 1V.2 (2S)-3-(4-Benzyl oxyphenyl)-2-(3-hydroxybenzoyl am no) propionic
aci d met hyl M@Qf{gﬁ,nl\/s 406 IV.3

(2S) - 3- Cycl ohexyl - 2- (4- hydr oxybenzoyl am no) propi o nic acid nethyl ester;
MB: 306 WO A00asPdTEIPCILEFR0GY 00633hend)t (WTERBEDEATES (¥hbydd&ET#OD D

A suspensio ( of aph 0 ass! m car bonat e,
and 1.3 eq ng{aﬁeI%ﬂngaePlﬁgg%fv\eé)nldnal'é hyq 3€e¥g‘9 LEtIﬁ;O é c?n B2i ng
aproxi mat el gtlyd Métatde thphensipehd)onwasine fdpmad rave1380. sThem tihe
suspensi on IIo d to cool, do nd the ite solid was filtered. The
sol vent V\/QSV%FE‘?? of”]asurﬁféJTlul"@\é{]cng pr8%s s MR ranie hBUSRARHE e W3 2si due
was Purlfleﬁlmﬁw§@|ﬁﬁ“c@@&o@ﬁhﬂgﬁﬁﬂhYEhe white solid was filtered. The
solvent was distilled off under reduced pressure, and the

cbtained residue was purified by column chromatography.

METHOD E:

A suspension of 1 eq of phenol (V), 3 eq of cesium carbonate,
1.3 eq of the Z-LG derivative, and a catalythic amount of
potassium iodide in anhydrous dimethylformamide (DMF), the
suspension being 0.1 M in the phenol (V), was heatet at 80°C
for 18h. Then, the suspension was allowed to cool down at
room temperature, and then water and ethyl acetate were
added. The organic-layer was washed three times with brine,
then dried over anhydrous sodium sulfate and filtered. The
solvent was distilled off under reduced pressure, and the

cbtained residue was purified by column chromatography.

METHOD F:

To a solution 0.1 M of 1 eq of phenol (V) in anhYdrous DMF,
containing a catalythic amount of potassium iodide, 1.1 eq of
60% sodium hydride in paraffin were added. The suspension was
stirred at room temperature for 10 minutes and then 1.1 eg of
the Z-LG derivative were added. The resulting scolution was
stirred at 80°C for 18h, and then allowed to cool down to
room temperature. After treating with water and ethyl
acetate, the organic layer was washed three times with brine,

then dried over anhydrous sodium sulfate and filtered. The



METHOD E: A suspension of | eq of phenol (V), 3 eq of cesiumcarbonate, 1.3
eq of the Z-LG derivative, and a catal ythic anmount of potassiumiodide in
anhydr ous, dinethylformam de (DMF), the suspension being o.1 Min the
phenol (V), was heatet at 80C for 18h. Then, the suspension was allowed to
cool down aWoO XoBHotsénperature, and then water and et hyl parePmbELI06ESD €

added. The organic |layer was washed thre# tinmes with brine, then dried over
anhydrous sodiumsulfate and filtered. The solvent was distilled off under
reduced pressure, and the obtained residue was purified by col um

chr omat ogr a%)lveNETlv@% Faid@iPi&D! gtfOdnfe Meadlicbdehr@fsgfi@)olatd) cha
anhydrous DMF, containing a catalythic amount of potassiumiodide, 1.1 eq

of ~ 60% sodidprRrAPasi 88siAUR Vs MUFifded RYJEd U ChUPRAPETeR s  stirred
at roomtenperature for 10 mnutes and then 1.1 eq of the Z-LG derivative
wer e added. The resulting solution was stirred at 800C for 18h, and then
al l oned to EFEIHCBOWM to roomterrperature. After treating with water and

et hyl acet t r gani ye d ree S. W , ~,t hen
dried over gft%ydr%cgls&s% u%nfsg né}%f%%t ﬁ T%éEEV\quO%’glgé 230}1

PCT/ EP2004/ G26338:188, sol weat was 2d| steigl | edfof f ﬂﬁi@ﬁlénﬁz&ﬂh@@ﬂhmﬂessuﬁ.ﬁ, and
the obtained resi due_was gurl fied hy ¢ol um ,chromat ogra, phy METHOD. G To a

sol ution of tftéahéﬁirﬁﬁ’éﬁﬂl (VfFheo splutigp fsdng @42 gl ikt Fhe, PRgHO3, 2 eq

of triphenylxnhosghi ner i 'bEPIJf"t kaRydr oddEAn@ndebe $REBE oertnhf%p?&r@sz ¥hen the
phenol, 2.2 eq of DEAD were added under inert atnpsphere reaction

m xt ure was r&ackies Aixtygm t‘éﬁ‘ﬁJeﬁ'é%W@iféF Bpm temperature for 1is8h.
Then, the solvent was distilled off under reduced pressure,

and the obtained residue was purified by columm

chromatography.

METHOD H: |

To a solution 0.01 M of 1 eg of the Z-OH derivative in
anﬁydrous DMF, 1.1 eq of 60% sodium hydride in paraffine were
added slowly with stirring until bubbling was finished. Then,
1.2 eqg of 4-fluorobenzoic acid methyl ester were added, and
the mixture was heated at 80°C for 20h. The resulting
solution was carefully poured over watér/ ice, and the mixture
formed was extracted four times with ethyl acetate. The
organic extracts were washed five times with brine, then
dried over anhydrous magnesium sulfate and filtered. The
solvent was distilled off under reduced pressure, and the

obtained residue was purified by column chromatography.



Then, the solvent was distilled off under reduced pressure, and the

obt ai ned residue was purified by colum chromatography. METHOD H To a
solution 0.01 Mof 1 eq of the Z-COH derivative in anhydrous DMF, 1.1 eq of
60% sodi um hydride in paraffine were added slowy with stirring until

bubbl i ng wa¥&i0td/gpEd. Then, 1.2 eq of 4-fluorobenzoi c BCi/EPARLdIYI30 €St er
were added, and the m xture was heated &9 80C for 20h. The resulting

sol utjion was carefully poured over water/ice, and the m xture formed was
extracted four times with ethyl acetate. The organic extracts were washed
five tinmes wphBrRrene, then dried over anhydrous magnesium sul fate and
filtered. The solvent was distilled off under reduced pressure, and the
obt ai ned resi due was purl fied by col um chrorrat ography. WD 2004/110983
PCT/EP2004/C¥"““éw S—TFABEE—2—-+HNFERN—W-a—%

4-1 2- (D benzyT am no) et hoxy] benzoi c nethyl ester; 1HNVR 8.00 (d, 2H),

7.45-7.20 (nwrdlt), |6 8- (lﬁiberﬂdsbLanﬂn85eﬂﬁoxﬂ|'$enz%1%0 xﬁéthﬁ") esBerp] (S,
4H), 2.91 (f, 2H V]|a.2 4- (2- Pherzlél oxazol - I-5 met h et hoxyl

benzoi ¢ aci|d net hy He%“ﬂ‘@r Eii—@cf\ll\/lféd 7249, 77855('f7r1 ﬁH)(m: 71CH)Y 7 888%m 3H),

6.88 (d, 2H), 4.23 hﬁ% 385 (g, 3, 239%(%, 2§6,gsgs H Via. 3
3-(2-Di benzyl am no) =t hox enzoi ¢ aci'd nethyl ~ester; 00 (m

14H), 4.09 (t, 2H), 413),922(%1 BH) 2H3. 74 (s, 4H), 293(t 2H) Vla.4 ,
3- (4- Butyl beggyt XYy pe o e A TR £} T 5 methy1) ethoxy] benzoic
acid methyl ester; *H-NMR: 7.99-7.85 (m, A4H),
7.44-7.38 (m, 3H), 6.88 (4, 2H), 4.23 (t, 2H),

3.85 (s, 3H), 2.98 (t, 2H), 2.36 (&, 3H)}

VIa.3 3~ [2-Dibenzylamino)ethoxyl benzoic acid methyl
ester; 'H-NMR:7.65-7.00 (m, 14H), 4.09 (t, 2H),
3.92 (s, 3H), 3.74 (s, 4H), 2.93 (t, 2H)

Via.4 3-(4—Butylbenzyloxy)benzoié acid methyl ester;
MS: 2599

VIa.5 4-(2-Pyridin-2-ylethoxy}benzoic acid methyl
ester; MS: 258

Via.6 4- {2-Naphthalen-2-ylethoxy)benzoic acid methyl
| ester; MS: 307

Via.7 4- (4-Butylbenzyloxy)benzoic¢ acid methyl ester;
MS: 299

| VIa.8 3- (4-Benzyloxybenzyloxy) benzoic acid methyl
ester; MS: 349

VIa.9 4- (3-Benzyloxybenzyloxy)benzoic acid methyl
ester; MS: 349

VIa.l0 |3-(3-Benzyloxybenzyloxy)benzoic acid methyl

ester; MS: 349




M5: 299 Vla.5 4-(2-Pyridin-2-yl ethoxy)benzoic acid nethyl ester; M5 258
Vl a. 6 4-(2-Napht hal en-2-yl et hoxy) benzoi c acid nethyl ester; M. 307 Vla.7
4- (4-Butyl benzyl oxy) benzoi ¢ acid nethyl ester; Ms 299 Vlia.8
3- (4- Benzyl oxybenzyl oxy) benzoic acid nmethyl ester; Ms: 349 Vlia.9
4- (3- Benzyl 3BaHNExy) benzoi ¢ acid nethyl ester; NMS: BGDERIS4/HG330
3- (3-Benzyl oxybenzyl oxy) benzoic acid netlapl ester; MS: 349 WO 2004/ 110983
PCT/ EP2004/ 006330 40 | NTERVEDI ATES (VI b) METHOD J: To a solution 0.1 M of
1 eq of internediate (Via) in a mxture of 3:1 tetrahydrofurane: net hanol,
between 1.5 aRgrdWepelr®d (vl um hydroxide 1 Min water were added. The
resulting mxXture wWas stiTTed at roomtenperature for 18h, then treated
with HO 1 Nuntil pH=5-6, and extracted twice wth ethyl acetate. The
organic IayeﬁgTﬁ@Se dried over anhydrous sodiumsulfate and filtered. The
sol vent was S |I‘F'ed of f under reduced pressure, and the obtained residue
was purifi edTby ecokobuttduiomatiogr aplily.1 MfHAR Kind@rmedicitd i onzd) 03nM of 1
eq of internediate (V%a nmet hapol, 5 eq of potassjium hydroxide 1.

t it

in 4 M
were added. THELUFRsH %’nb et rrivr i anei rrERanel  obRFvemet ot (ARATH? 18h,
then treatedey tde HElthilinUiydrRGiqd pH, mngnexid@st ed Yetd added. The

resulting mixture was stirred at room temperature for 18h,
then treated with HCl 1 N until pH=5-6, and extracted twice
with ethyl acetate. The organic layers were dried over
anhydrous sodium sulfate and filtered. The solvent was
distilled off under reduced pressure, and the obtained

residue was purified by column chromatography.

METHOD K:

To a solution 0.05 M of 1 eg of intermediate (VIa) 1in
methanol, 5 eq of potassium hydroxide 1.4 M were added. The
resulting solution was stirred at room temperature for 18h,
then treated with HC1 1 N until acid pH, and extracted with
ethyl acetate twice. The organic extracts were dried over
anhydrous sodium sulfate and filtered. The solvent was
distilled off wunder reduced pressure, and the obtained

residue was purified by column chromatography.

TABLE 3

INTERM
Vib.1 |[4-[2- (Dibenzylaminb) ethoxy]benzoic acid; 'H-NMR:
7.98 (d, 2H), 7.47-7.27 (m, 10H), 6.91 (4, 2H),
4.14 (t, 2H), 3.78 (s, 4H), 2.95 (t, 2H)




ethyl acetate twice. The organic extracts were dried over anhydrous sodium
sulfate and filtered. The solvent was distilled off under reduced pressure,
and the obtained residue was purified by colum chromat ography. TABLE 3

| NTERM VIb.1 4- 2-%0 benzyl am no) et hoxy] benzoic acid; "H-NVR 7.98 (d, 2H)
7.47-7.27 (WO PAYO98 o1 (d, 2H), 4.14 (t, 2H), 3.78 (SPCHER200400850(t, 2H)
WD 2004/ 110983 PCT/ EP2004/ 006330 41 VI b42

4-[ 2- (2- Phenyl oxazol - 4-yl - 5- net hyl ) et hoxy] benzoic acid; 'HNVR 7.95-7.83
(m 4H), 7.50-7.46 (m 3H), 7.01 (d, 2H), 4.28 (t, 2H), 2.95 (t, 2H), 2.35
(s, 3H) VibJ918:%2- [D Ny mERabekRexVd nzsmnfét_ Ve FoRS F7.00 (m
14H), 4.40 (t, 2H),|4.31 (s, i TR erhyL ) etiox}bendo

4- ( 3- Benzyl oxybenzy %S&F}Fbeﬁhm@ ac?d951\7883335mr Vl4li)5 7.50-7.46 (m,
3- (3-Benzyl oxybenzy V) ben I ggac

4-(2-Pyridin-2- ertﬁ%@V&bgngglcdac?ga RE'2§4it VF%)? 2.95 (&, 2H),
3-(4-Buty|benzy|oxy %éﬁioﬁb adid; M 285 V'b 8

4- ( 2- Napht hatep=2=y enZO'e act

4-(4-Buty|b£g;§f%xy %e% §@F¥ aWéPOE§§uVﬁHTT§Z°1C Soid; THOER:
3- (4-Benzyl oxybenzy 'D)Q@-bEI‘DZ‘DI (Gn LAcigh) Ha\MR (t7. 6a)(bra s31 28, mp3r7.22 (m
8H), 7.10 (dd, 1H 94 (d, 5.02 (s, 2H), 4.97 (s, 2H) | NTERMEDI ATES
(Vi) METHDD L: To %f%%sﬁéngl n of 1 eq of phenol (1V), and 2 eq of cesium

carbonat e i nyephydr JS(FMen NS xFHERETEOR BRI 7T L%l T Hst 835
Vib.5 3~ (3-Benzyloxybenzyloxy)benzoic acid; MS: 335
VIb.

4- (2-Pyridin-2-ylethoxylbenzoic acid; MS: 244

VIb. 3~ {4-Butylbenzyloxy)benzoic acid; MS: 285

6
7

VIb.8 4- (2-Naphthalen-2-ylethoxy)benzoic acid; Ms: 293
9

VIib. 4- (4-Butylbenzyloxy)benzoic acid; MS: 285

Vib.10 3—(4—Benzyloxybeﬁzyloxy)benzoic acid; “H-NMR:
7.60 (br &, 2H), 7.43-7.22 {m, 8H), 7.10 (44,
1H}), 6.94 (d, 2H}, 5.02 {s, 2H), 4.97 (s, 2H)

INTERMEDIATES (VIII)

METHOD I.:

To a suspension of 1 eq of phenol (IV), and 2 eq of cesium
carbonate in anhydrous DMF, the suspension being 0.4 M in the
phenol, 100 eq of LG;-(CHz)e-LG; were added"' The reaction
mixture was heated at 90°C for 18h, and then treated with
water and 1,2-dichloroethane. The organic layer was washed
three times with brine, then dried over anhydrous sodium
gulfate and filtered. The solvent was distilled off under
reduced pressure, and the obtained residue was purified by

column chromatography.



phenol, 100 eq of LGL-(CH2)e-L& were added. The reaction m xture was
heated at 90C for 18h, and then treated with water and 1, 2-dichl oroet hane.
The organic | ayer was washed three tinmes with brine, then dried over
anhydrous sodium sulfate and filtered. The solvent was distilled off under
reduced pre¥30e4/118%%d t he obt ai ned residue was purified BYI/ERWDANIGI30

chr omat ogr aphy. WO 2004/ 110983 PCT/ EP2004£006330 42 TABLE 4 INTERN VIII.1
(2S) - 3- (4- Benzyl oxyphenyl ) - 2-[ 3- (2-chl oroet hoxy)b enzoyl am no] propi oni c
acid nethyl ester; 1HNW 7.71 (d, 2H), 7.50-7.33 (m 5H), 7.06 (d, 2H)
6.93-6.89 (nagth.46.58 (d, 1H), 5.07-5.01 (m 3H), 4.25 (t, 2H), 3.82 (t,
2H), 3.76 (s, 3H), 3.20 (m 2H) VII1.2

(2S) - 3- (4- Benzyl oxyphenyl ) - 2-[ 3- (2-chl oroet hoxy)b enzoyl am no] propi oni c

acid net hyl H-NVR—— 756~ F-25—m—8H)—7F—18—7—00—m—3H-—6, 91 (d,
2H), 6.57 (d }'E%M 5.10-5.00 (m 3H), 4.27 (t, 2H), 3.83 (t, 2H), B.78 (s,

3H), 3.24 ((drTiH), (23) 16 -((dd Behbl 1 b FERYERABE [BXa R~ chX¥tad tiatdy)dl a) The
foll owi ng conpounds| were _synth sized‘apcordigg_to any of nethods D, E or F,
starting fr)n1inperﬁﬁﬁfﬁ@@éuPpiP?o?%ﬁﬁkF5ac+ _EF&F?&a??ter? H-NMR:
4-12-(3-Met hyl qui nopal7in-2ayl ery) eyhesyybenzene aahd retihyl (estedy, LH NWR
8.02 (d, 2H), 7.95(d, 1H), 7.88 (d, 1H), 7.65-7.48 (m 2H), 7.00 (d,
6.93-6.89 (m, 4H), 6.58 (4, 1H), 5.07-5.01 (m,
3H), 4.25 ({t, 2H), 3.82 {(t, 2H), 3.76 (s, 3H),
3.20 (m, 2H)

VIII.2 |{25)-3~-(4-Benzyloxyphenyl)-2-[3-(2-chloroethoxy)b

enzoylamino] propionic acid methyl ester; lH-NMR:
7.50-7.25 (m, 8H), 7.10-7.00 {(m, 3H), 6.91 (4,
2H), 6.57 ({(d, 1H), 5.10-5.00 {(m, 3H), 4.27 (t,
2H), 3.83 (t, 2H), 3.78 (s, 3H), 3.24 (dd4, 1H),
3.16 (dd, 1H)

INTERMEDIATE (Xa), (XVIa) and (XIa)

The following compounds were synthesized according to any of

methods D, E or F, starting from intermediates (IX).

TABLE 5

INTERM

Xa.l 4-[2~ (3-Methylguinoxalin-2-yloxy)ethoxylbenzoic
acid methyl ester; H-NMR: 8.02 (d, 2H), 7.95 (d,
i4), 7.88 (d, 1H), 7.65-7.48 (m, 2H}, 7.00 (d,
2H), 4.87 (t, 2H), 4.48 /t, 2H}, 3.89 (s,3H),
2.64 (s, 3H)

Xa.2 3—[2—(3—Methquuinoxalin—é—yloxy)ethoxy]benzoic
acid methyl ester; MS: 339




FD, 4.87 (t, 2H), 4.48 It, 2H), 3.89 (s,3H), 2.64 (s, 3H Xa.2
3-[2-(3- Met hyl qui noxal i n- 2-yl oxy) et hoxy] benzoic acid nethyl ester;
WO 2004/ 110983 PCT/ EP2004/ 006330 43 XVla.1
3-[2-(3-Met hyl - 2- oxo- 2H qui noxal i n-1-yl ) et hoxy] be nzoic acid nethy

MS: 339 XVIVEO 2004170983 3- Met hyl

nmet hyl

starting fr
4-[2-(3- Met
3-[2-(3- Met
3-[2-(3- Met
XVIb.2 4-[2
325 XIb.1 3t
2004/ 110983

ester;
acid nethyl
fol |l ow ng conpounds were synthesized according to any of

ester;

MS: 295 | NTERVEDI ATE ( Xb),

Gfriantier
hyl qui ng
hquU|nc

[ 2- (Th|

POT/ ERg

Aedbal §Smb eyl -1 4AR buihdkadlin

I?éthdﬂ BH@
xal i n-2-yl oxy) et hoxy] benzoi c aci d;

325

J@&Pp-ﬁ ch«do&@tﬂe’ﬂh@s}t]e@en% 6334ci d: I\/B 325 xwt.

y y
ophén- aey&sm&thymﬂaszehquﬁbemzmlc aC|d

M5: 28]
064/-008

XIaI Ill_l L

TbuYﬁﬁlophen 2 yisul%anyf)etﬁoxyiben201c acid

e g

M5: 339

| ester;

- 2- ox0- 2H qui noxal i n- 1- y| ) @CRERYIOKB0633z0i c aci d
M5: 339 -Xl-a.l1l 3-[2-(Thi ophen-2-yl sul fanyl) et hoxy] benzoi c
(XVIb) and (Xl b) The
met hods J or

K,
Xb. 1

1
325
VB:
WO

methyl ester; MS: 295

INTERMEDIATE (Xb),

(XVIb) and (XIb)

The following compounds were synthesizéd according to any of

methods J or X, starting from intermediates (Xa), (XVIa}
(XIa).

TABLE 6

INTERM .
Xb.1 4-[2-(3-Methylgquinoxalin-2-yloxy) ethoxylbenzoic

acid; MS: 325

Xb.2 3-[2-(3-Methylquinoxalin-2-yloxy) ethoxylbenzoic
| acid; MS: 325
XVIb.1 |3-[2-(3-Methyl-2-0ox0-2H-gquinoxalin-1-yl)ethoxylbe
nzoic acid; MS: 325
XVIb.2 14-[2-(3-Methyl-2-oxo-2H-quinoxalin-1-yl)ethoxylbe
nzoic acid; MsS: 325 _
XIb.1 [3-[2-(Thiophen-2-ylsulfanyl)ethoxylbenzoic acid;

M3: 281

orx




The foll ow ng conmpounds were synt hesized according to any of

nethods D to

G starting from phenol (V) and amnes (Xlla) or (Xllb). TABLE 7 | NTERN
XIV.1 3-{2-[Benzyl-(2,2,2-trifluoroacetyl)am no]ethoxy} benzoic acid nethyl
ester; MS: 382 XIV.2 4-{2-[Benzyl-(2,2,2-trifluoroacetyl)am no] et hoxy}
benzoi c aciVMOAMAIN8kster; MS: 382 | NTERVEDI ATE ( XV) Th@CT@EPR@WIOMG3Conpounds
were synthesized either according to an44of nmethods Dto F, starting e
frominternediate (1X), and the correspondi ng am nes, or according to

nmet hod M

frominternediate (XIV). METHOD M To a solution 0.1 Mof 1

i nt er medi at erNDARMEDIREE= (xtv) f | uoroacetyl) in a mxture of
t et rahydr of urane: nethanol™ (3:1), 5 eq of lithiumhydroxide 1 Min wate

were added. The solution was stirred until conplete dissolution, then

G 0 W e 80k HBLESLE Il SRS AN ARG it 0

with HCl 1 N. The organfc

er was ydrous dira

i ther
eq of
;

pH=5
e and

filtered. Thretiodeebt twas, désartimy fifdn phedel (edumed qmiessurirandothe
obt ai ned resg&&géwas disolved in nmethanol 0.1 Mand treated with 3.2 e
i

t hi onyl

chl oF

The solution was refluxed for 18h, and then all owed

cool down to roomtenperature. The solvent was distilled WD 2004/110983
PCT/ EP2004/ 006330_ 45 off under reduced pressure and the residual solid
broken up w ftEhéxane. TABLE 8

INTERM

X1v.1 3—{2-[Benzyl—(2,2,2-trif1uoroacetyl)amino]ethoxy}

benzoic acid methyl ester; MS: 382

XIV.2 |4-{2-[Benzyl-(2,2,2-trifluoroacetyl)amino] ethoxy}

benzoic acid methyl ester; MS: 382

INTERMEDIATE (XV)

The following compounds were synthesized either according to
any of methods D to F, starting either from intermediate
(IX) , and the corresponding amines, or according to method M,

Erom intermediate (XIV).

METHOD M:
To a solutiom 0.1 M of 1 eq of intermediate (XIV) (PG

i

trifluorcacetyl) in a mixture of tetrahydrofurane:methanocl
(3:1), 5 eq of lithium hydroxide 1 M in water were added. The
golution was stirred until complete dissolution, then diluted
with a mixture of water/ethyl acetate, and then acidified to
PH=5 with HCl 1 N. The organic layer was dried over anhydrous
sodium sulfate and filtered. The solvent was distilled off
under reduced pressure, and the obtained residue was disolved
in methanol 0.1 M and treated with 3.2 eq of thionyl
chloride. The solution was refluxed for 18h, and then allowed

to cocl down to room temperature. The solvent was distilled

g of
to

was



| NTERN XV.1 4-(2-Benzyl am noet hoxy) bei nzoic acid nethyl ester; 1HNVR 7.96
(d, 2H), 7.34-7.21 (m 5H), 6.89 (d, 2H), 4.12 (t, 2H), 3.87 (s, 2H), 3.85
(s, 3H), 3.10 (t, 2H); Ms: 286 XV.2 3-(2-Benzyl am noet hoxy) benzoi c acid

met hyl ester; MS: 286 | NTERMVEDI ATE (XVIIla) The foll ow ng conpounds were
synt hesi zedVQeWH W ¥y to any of methods A to C, starti R§TEPHOBEY medi at e
(XV) and the corresponding acids. TABLEB® |INTERN XVilla. 1.

4-[2- (N-Benzyl - N-benzoyl am no) et hoxy].benzoic acid nethyl ester; 1HNVR 7.99
(d, 2H), 7.43-6.77 (m 12H), 4.91-4.70 (m 2H), 4.35-3.65 (m 4H), 3.90
(s, 3H). XVIIdff. Zndet2xplinBeazpke by radt ncher WARANY lsharinghet broken

hoxy} benzoic aci,d nethyl ester; 1HNVR 8.80-6.85 (m 13H), 4.91-4.69 (m
2H) , 4.36-§PBH1FH]h%¥3993.86 (s, 3H WD 2004/110983 PCTI EP2004/ 006330 46

| NTERVEDI ATE (XVII11b) The foll ow ng conpounds were synthesized according to
methods J or K starting frominternmediate (XVila). TABLE 10 INTER M

XVI 11 4-[2- ((RBBENByI - N- benzoyl am no) et hoxy] benzoic; b.i 'HNVR 8.06 (d,

2H), 7.41-6.81 (m 12H)

INTERM

Xv.1 4- (2-Benzylaminoethoxy) benzoic acid methyl ester;
'H-NMR: 7.96 (d, 2H), 7.34-7.21 (m, 5H), 6.89 (d,
2H), 4.12 (t, 2H), 3.87 (s, 2H), 3.85 (s, 3H),
3.10 (t, 2H); MS: 286

Xv.2 3- (2-Benzylaminoethoxy)benzoic acid methyl ester;

MS: 286

INTERMEDIATE (XVIIIa)

The following compounds were synthesized according to any of
methods A to C, starting from intermediate (XV) and the

corresponding acids.

TABLE 9

INTERM

XVIIIa.l |4-[2~ (N-Benzyl-N~benzoylamino)ethoxy]benzoic
acid methyl ester; H-NMR: 7.99 (d, 2H),
7.43-6.77 (m, 12H), 4.91-4.70 (m, 2H) ,
4.35-3.65 (m, 4H), 3.90 (s, 3H)

XVIIIa.2 |4-{2- [N-Benzyl-N-(pyridin-3-ylcarbonyl)amino]et
o hoxy }benzoic acid methyl ester; 'H-NMR:
8.80-6.85 (m, 13H), 4.91-4.69 {m, 2H}) ,
4.36-3.60 (m, 4H), 3.86 (s, 3H)




4.94-4.71 (m 2H), 4.37-3.67 (m 4H) XVII|

4-{2-[ N-Benzyl - N- (pyridi n- 3-yl car bonyl )am no] ethox b.2 y}benzoic acid;
"HNVR 8.75-6.85 (m 13H), 4.91-4.72 (m 2H), 4.36-3.60 (m 4H) EXAMPLE
(la): The conpounds of formula (la) shown in Table 11 were synthesized
accordi ng P #8Y118983net hods Dto G starting from intePEEEPHIEEIN): WO
2004/ 110983 PCT/ EP2004/ 006330 47 TABLE611 Ex. 1 (2S9) -3-

(4- Benzyl oxyphenyl) -2- [4- (3-phenylallyloxy )benzoylam no]propionic acid
nmethyl ester; 1HNWR 7.73 (d, 2H), 7.43-7.25 (m 10H), 7.07 (d, 2H), 6.98
(d, 214), 61%2ekdep2ie GxvEr®yd, 1H), 6.57 (d, 1H), 6.42 (dt, 1H),
5.10-5.00 (m 3H), 4,75 (dd, 2H), 3.77 (s, 3H), 3.28-3.16 (m 2H) 2

(2S) - 3- (4- Benzyl oxyphenyl ) - 2-[ 4- (4- phenoxybenzyl o xy) benzoyl am no] pr opi oni ¢
gCIOC; gegzyl( nmﬁ%%%&llo&fh#'\%mﬂmﬂdé %er%%ynt?hé&&cﬁ%c(d&d%%@) £o 6néfrodd 1H),
C4- Benzyl oxypRend )st@rt:ng mﬂphéﬁwmﬂdwwreﬁﬁ&@)&)enzoyl am no] pr opi oni ¢
acid nethyl ester; "HHNWR 7.72 (d, 2H), 7.65-7.26 (m 14H), 7.07-7.00
(m4H), 6.90 (d, ZFD, 6.48 (d, 1H), 5.16 (s, 2H), 5.10-5.00 (m 3H), 3.77
(s, 3H, 3T2BLB.10 (m 2H) 4 (2S)-3-(4-Benzyl oxyphenyl)-2-[4-(3-

INTER
M

XVIIT |4-[2-(N-Benzyl-N-benzoylamino)ethoxy]benzoic;
b.1 H-NMR : 8.06 (4, 2H}, 7.41-6.81 (m, 12H),
4.94-4.71 (m, 2H), 4.37-3.67 {m, 4H)

XVIII |4-{2-[N-Benzyl-N-(pyridin-3-ylcarbonyl)amino]ethox
b.2 - |ylbenzoic acid; 'H-NMR: 8.75-6.85 (m, 13H),
4,91-4.72 (m, 2H), 4.36-3.60 (m, 4H)

EXAMPLE (Ia):

The compounds of formula (Ia) shown in Table 11 were
synthesized according to any of methods D to G, starting from

intermediate (IV):



phenoxybenzyl oxy) benzoyl am no] propi onic acid nethyl ester; 1HNWR 7.70 (d,
2H), 7.43-6.92 (m 20H), 6.48 (d, 1H), 5.08-5.04 (m 5H), 3.77 (s, 3H),
3.30-3.10 (m 2H) 5 (2S)-2-[4-(3-Benzyl oxybenzyl oxy) benzoyl am no] - 3- (

4- benzyl oxyphenyl )propionic acid nethyl ester; 1HNVR 7.70 (d, 2H)
7.43-6.92 (WY 2PHMW0I8%B 48 (d, 1H), 5.09 (s, 2H), 5.08 (SCTEHEPO04806F. 5 02

(m 3H), 3.77 (s, 3H), 3.27-3.14 (m 2H)4TD 2004/ 110983 PCT/ EP2004/ 006330
48 6 (2S)-3-(4-Benzyl oxyphenyl)-2-(4-phenet hyl oxybenzo yl am no) propi oni c
acid nmethyl ester; 1HNWR 7.69 (d, 2H), 7.42-7.30 (m 10H), 7.04 (d, 2H),
6. 92-6.88 (maptH 116.45 (d, 1H), 5.06-5.00 (m 3H), 4.22 (t, 2H), 3.77 (s,
3H), 3.27-3.10 (m 4H) 7 (28)-3-(4-Benzy|oxyphenyl) 2-[ 4- (3- phenyl propoxy)
benzoyl am no] propi onic acid nmethyl ester; 'H NWR .70 (d, 2H), 7.43-7.22
(m 10H), FP6 (0] 2H),6.93-6. 89 (M 2H), ©. aL(a IHT—5710-5702 (m

3H), 4.00 (t, 2H). 3.77 (s, 3H), 3.25-3.15 (m 2H), 2.83 (t, 2H | 2.12 (m
2H) 8 (29) 2-[4-(4(8&h2&+b&yﬁﬂnﬁﬁmomwphbanlbyﬁfﬁﬁ1ﬂﬁ*gthylallyloxy

it LR ket R T R R e
5.09-5.00 {m 7H), 11-8»1@6&(57 BH) (d3. 268 3. Jm.4(3m7 22H)(n9 10H), 7.07

2S)-3-(4-Benzyl o hen 4- he,
ﬁoxi)begzoilan¥noIK$0p? |w:§iﬁ%f g %ﬁyESFeg 2H), 6.76 (4,

1H), 6.57 (d, 1H), 6.42 (dt, 1H), 5.10-5.00 (m,
3H), 4.75 (dd, 2H), 3.77 (s, 3H), 3.28-3.16 (m,
2H)

2 {25) -3- (4-Benzyloxyphenyl) -2- [4- (4-phenoxybenzylo
' xy)benzoylamino] propionic acid methyl ester;
H-NMR: 7.71 (d, 2H), 7.42-6.88 (m, 20H), 6.48
(¢, 1H), 5.07-5.04 (m, SH), 3.77 (s, 3H),
3.25-3.10 {(m, 2H)

3 (28) -3~ (4-Benzyloxyphenyl) -2- [4- (biphenyl-4-
ylmethoxy) benzoylamino] propionic acid methyl
ester; 'H-NMR: 7.72 (4, 2H), 7.65-7.26 (m, 14H),
7.07-7.00 {(m,4H), 6.90 (d, 2H), 6.48 (4, 1H),
5.16 (s, 2H), 5.10-5.00 {m, 3H), 3.77 (s, 3H),
3.30-3.10 (m, 2H)

2 (28) ~3- (4-Benzyloxyphenyl) -2- [4- (3-

phenoxybenzyloxy)benzoylamino] propionic acid
methyl ester; “H-NMR: 7.70 (d, 2H), 7.43-6.92 {(m,
20H), 6.48 (4, 1H), 5.08-5.04 (m, B5H), 3.77 (s,
3H), 3.30-3.10 (m, 2H)

5 (28) -2- [4- (3-Benzyloxybenzyloxy)benzoylamino] -3- (
4-benzyloxyphenyl)propionic acid methyl ester;
H-NMR: 7.70 (d, 2H), 7.43-6.92 {(m, 20H), 6.48
(d, 1H), 5.09 (s, 2H), 5.08 (s, 2H), 5.06-5.02
(m, 3H), 3.77 (s, 3H), 3.27-3.14 (m, 2H)




M5: 572 10 (2S)-3-(4-Benzyl oxyphenyl)-2-[3-(3-phenyl al | yl oxy

) benzoyl am no] propionic acid nethyl ester; M. 522 11

(2S)-2-[3-(4- Benzyloxybenzyloxy)benzoylan1no] 3-(

4- benzyl oxyphen I%froplonlc acid nethyl ester; 1HNWR 7.47-7.26 (m 15H),
7.13-7.00 rﬂm%%l, 836.93 (d, 2H), 6.61 (d, 1H), 5.09-5.DOERR00400§330 3 78 (s,
3H), 3.29-3.15 (m 2H) 12 (2S)-3-(4-Ben#8l oxyphenyl)-2-[3-(bi phenyl - 4-yl net
hoxy) benzoyl am no] propionic acid nethyl ester; M. 572 WO 2004/ 110983

PCT/ EP2004/ 006330 49 13 (2S)- 3-(4-Benzyl oxyphenyl)-2-[ 3-(3-phenoxybenzyl o
xy) benzoyl|am nol pr(@s)esi-q4aBedzPEsRTheniior2- IVE- h&8St B oxybenzo
(2S) - 3- (4-|Benzyl ox phenyg) 2- [ 3- ( 3- phenyi pr opox begz%%kan1n%Jprop|on|c
aci d met hyl ester}%ﬁg&n@ Rropionic a01d methy ester
(25)-3-(4-Benzylqmwpheaﬁb) 27[42(¢-§Wtq%ybeqéﬁbox y)@gnzgylaqhﬂo]proplonlc
aci d nethyl ester}; 568

(2S) - 2- [ 4-( 4- Buto%y@énﬁyﬁéxﬂﬁbeﬁﬁﬁylaﬁ1ﬁ®](@rciHD, dhé%yﬁp@@plbnlc acid
nmet hyl estler; Ms: 17 Benz 0% ph ) 4- i ophgn- 3-yl net
hoxy) benzqyl am nd]alh?dpl onzl(z(zz gm délr%%st hgl'éﬂéstér‘ %% 326?% "8 51 b,

(2S)-3-(4- Benzyloﬁ&bhenyl) 2-[4=(2- bronDbenzonxy ) benzoyl am nol{pr opi oni c

aci d net hy—ester; %75710

(2S) - 3- (4- enzylo%féﬁeﬁylf BepzviyRhstadnzy 6 3 -phenylpropoxy)
benzoylamino]propionic acid methyl ester; *H-NMR :
7.70 (4, 2H), 7.43-7.22 (m, 1O0H}, 7.06 {(d, 2H),
6.93-6.89 (m, 4H), 6.51 {(d, 1H), 5.10-5.02 (m,
3H), 4.00 (t, 2H), 3.77 (s, 3H), 3.25-3.15 (m,
2H), 2.83 (t, 2H), 2.12 {(m, 2H)

8 (28) -2-[4- (4-Benzyloxybenzyloxy) benzoylamino] -3-
4-benzyloxyphenyl)propionic acid methyl ester.
*H-NMR: 7.70 (d, 2H), ' 7.46-7.35 (m, 13H),
7.06-6.97 {(m, 7H), 6.89% (d, 2H), 6.49 (d4d, 1H),
5.09-5.00 {(m, 7H), 3.76 (s, 3H), 3.26-3.11 {m,
2H)

9 (2S)-3—(4-Benzy10xypheny1)~2—[4-(biphenyl-2—ylmet
hoxy) benzoylamino] propionic acid methyl ester;
MS: 572

10 (28) -3~ (4-Benzyloxyphenyl) -2- [3- (3-phenylallyloxy
}benzoylamino] propionic acid methyl ester; MS:
522

11 (28) -2-[3- (4-Benzyloxybenzyloxy) benzoylamino] -3~ (
4-benzyloxyphenyl)propionic acid methyl ester;
‘H-NMR: 7.47-7.26 (m, 15H), 7.13-7.00 {(m, G5H),
6.93 (d, 2H), 6.61 (d, 1H), 5.09-5.00 (m, 7H)},
3.78 (s, 3H), 3.29-3.15 {(m, 2H)

12 (28) -3~ (4-Benzyloxyphenyl) -2~ [3- (biphenyl-4-ylnet
hoxy)benzoylamino] propionic acid methyl ester;
MS: 572




) benzoyl am no] propi onic acid nmethyl ester; Ms: 575 20

(2S) - 3- (4- Benzyl oxyphenyl ) -2-[4-(2-chl orobenzyl ox y)benzoyl am no] propi oni c
acid nethyl ester; Ms: 530 21

(2S)-3-(4-Benz ong henyl ) - 2-[ 4- (3-chl or obenzyl ox y) benzoyl am nol propi oni c
acid met hy™ %%f%/’é(i ﬁi%s 530 22 PCT/EP2004/006330
(2S)-3-(4- Benzyloxyphenyl)-2-[4-(2-f|uorm@enzylox y) benzoyl am nol propi oni c

acid net hyl

ester; M5 514 23

(25)-3-(4- Benzyloxyphenyl) 2- L4 (3 nethy[benzylo

y)benzoylan1no]prop|on|c

X.
acid nethyglgster (OB —3 2PP_ Y } P ,OT24
(2S) - 3- (4- Benzyl oxyphenyl ) - 2.1 4- (3- [ or onet hy
| benzyl oxy -benzo;Kﬁhb?@@@Nlﬂmxnﬂkpnnﬂi@nﬁethyﬁd estayl MBLebp4MB5
(2S)-3-(4-Benzylo gﬁgenyl) - (4- (2- met hoxybenzyl o xy) benzoyl anmi no] propi oni c
acid nethy| ester; 526 26
(2S) - 2- [ 4- { B& Br omnlyesyyl oy manzad:amphealsl 8- E-YEj-O(3J1ﬁiéﬂyQ_I’ @ﬁ 9: aci d
met hyl ester; Ms: (475 27 éﬁﬁ%?ig (4- Benzyloxgphenxg% 2-[ 4- benzylox
y) benzoy! afri no] pr oPFOAPE: IRHMFona St BFL A
(29) - 3- (4- BesizyT oXYPBEMY] )4 ZBdrfrfiendhEh YT DﬂEMW(AL butoxybenzylox
| benzyl oxy) - benzoyl am no] propi onic acid nethyl ester, Ng. X
(2S) - 3- (4- Benzyl m@b%lh%?}lazn!(rml(pz:@ipapyl AFexyyethyl ester, MS

568 |

16 (28) -2- [4- {4-Butoxybenzyloxy) benzoylamino] -3-cycl
ohexylpropionic acid methyl ester; MS: 468

17 (28) -3- (4—Benzyloxyphenyl)r ~2-[4~ (thiophen-3-ylmet
hoxy)benzoylaminolpropionic acid methyl ester;
MS: 488 '

18 (28) -3- (4-Benzyloxyphenyl) -2-[4-+ (2-bromobenzyloxy
)benz_oylamino] propionic acid methyl ester; MS:
575 .

19 (28) -3~ (4-Benzyloxyphenyl) -2- {4- (3-bromobenzyloxy
)benzoylamino] propionic acid methyl ester; MS:
575

20 (28) -3- (4-Benzyloxyphenyl) -2- [4- (2-chlorobenzylox
y)benzoylamino] propionic acid methyl ester; MS:
530

21 (28) -3- (4-Benzyloxyphenyl) -2- [4~ (3-chlorobenzylox
yv)benzoylaminol propionic acid methyl ester; MS:
530

22 (28) -3~ (4-Benzyloxyphenyl) -2~ {4~ (2-fluorobenzylox
y)benzoylamino] propionic acid methyl ester; MS:
514 )

23 {25) -3- (4-Benzyloxyphenyl) -2- [4- (3-methylbenzylox
vibenzoylaminolpropionic acid methyl ester; MS:
498




benzoyl am nol propi onic acid nmethyl ester; Ms: 524 30

(25) - 3-(4-Benzyl oxyphenyl )-2-{4-[3-(4

pr opoxyphenoxy) pr opoxy] benzoyl am no} propionic acid nethyl ester; MS: 598 31
(2S) -3- (4-Benzyl oxyphenyl) -2- [4- (3-nethoxybenzylo

xy) benzoy| aHP AYFBI98Yi oni ¢ acid methyl ester; MS: 526 32CI/EP2004/006330

(2S) - 3- (4- Benzyl oxyphenyl ) -2-(4-(2- etho&@benzylox y) benzoyl am nol propi oni c
acid nethyl ester; MS: 540 33 : '

3-(4- Benzyloxyphenyll 2-{4-[ (di phenyl car banoyl ) ne

t hoxy] - benzoyl am mxa;'pwp(@mmmod&@aéhyl)em px-,(3—lﬂir1l‘ﬂmaor6m%h§d, 2H),
7.41-7.26/(m 15%& %é 6.91- ? 4H), 6.55 (d, 1H),

5.08-4. 95| (m 3H): bﬂnﬁlil? )ﬂ%nzoglﬁﬂll?g Pé‘PBlomsC 26281¢6 mMeEhFl) WO

2004/ 110983 PCT/ 5839%1 0R$33k4 51 34 |
3- (4- Benzylaxyphény[ - 2- LA [(benzyl phenyl car banoy
1)nethoxy]2%enzoyﬁaﬁfﬁé} Beroiloxyohenybl hgt [4e&-aethonyiiwRzy1o65 (d, 2H),

17,0 7T, 2Ty g el s 4 SRk e £oB0x{ous?). 442

3-(4- Benzyloxyph¢ﬁy6) 2-{4- [(dlbenzylcarbanDyI)ne “

t hoxy] - berzeytamtp #MQ—~¥~69-éf, 2H) ,
7.42-7.16) %% 15+L£?J3r TIDEET @BW’DQB‘Z%OWWWOYW%]ﬁ £MF108  09- 4. 97
(m 3H), #.83 (s|hékyipfofonic adil méthl(Sste?HMs:3.476 (s, 3H) 3.29-3.10
(n] ZFD 3n43144 nzyl oxyphenyl)-2-{4-12-(10 _11- dlhudrndlhaa
zo(b, f1 azepl n- 5- y(§Sh=3-{4-Benzyloxyphenyl) -2~ [4- (2-rMethylbenzylox

y)benzoylamino] propionic acid methyl ester; MS:
510

28 . {28) -3- (4~-Benzyloxyphenyl) -2~ [4- (2-trifluoromethy
lbenzyloxy) -benzoylamino] propionic acid methyl
ester; MS: 564

29 (28)—3-(4-Benzyloxyph€nyi)-2-[4-(2-o—tolylethoxy)

benzoylamino] propionic acid methyl ester; MS: 524

30 (28) -3- (4-Benzyloxyphenyl) -2-{4- 3~ (4~
propoxyphenoxy) propoxy] benzoylamino}propionic

acid methyl ester; M3: 598

31 (25) -3- (4-Benzyloxyphenyl) -2- [4- (3-methoxybenzylo
xY)benzoylamino]propionic acid methyl ester; MS:
526

32 (28) -3~ (4-Benzyloxyphenyl) -2- [4- (2-ethoxybenzylox
v)benzoylamineo] propionic acid methyl ester; MS:
540

33 3- {4-Benzyloxyphenyl) -2-{4- [ (diphenylcarbamoyl)me

thoxyl -benzoylamino}propionic acid methyl ester;
‘-NMR: 7.64 (d, 2H), 7.41-7.26 {(m. 15H), 7.03
(d, 2H), 6.91-6.81 (m, 4H), 6.55 (4, 1H),
5.08-4.95 {(m, 3H), 4.61 (s, 2H), 3.74 (s, 3H),

3.26-3.06 {m, 2H)




oxoet hoxy] benzoyl am no) propionic acid nmethyl ester; ''H=NVR 7.65 (d, 2H)
7.41-6.81 (m 19H), 6.49 (d, 1H), 5.09-4.97 (m 3H), 4.80 (d, 1H), 4.45
(d, 1H), 3.75 (s, SFD, 3.45-3.17 (m 4H), 2.93-2.81 (m 2H 37

3-(4- Benzylox¥phen )-2- 4-[(di phenyl car banoyl ) ne

t hoxy] - ben2¥y %?propionic acid;, "HNWVR 7.61 (d, 2PFTER208#00§386 (m
22H), 5.00-4.85 (m 3H), 4.59 (s, 2H), 8.30-3.10 (m 2H) 38

3- (4- Benzyl oxyphenyl ) -2-(4-{[ (3- met hoxyphenyl ) phe

nyl car banoyl ] met hoxy} - benzoyl ani no) propi onic acid nethyl ester; Ms: 645 39
3- (4-Benzy yphe (oh Lphefy

annyl)nethsgg] be §E§T§%$é?:$rop|%%?§yaglg ﬁﬁ&%yighen lcarbamo% The
conpounds pf for nulbmgtlyx ruﬁmmzqylaabn@ szmmﬂn;c sy@achidsi zedthytording to
any of methods A staythng f nt di,a VLDb) : 4110983
PCT/ EP2004 0063308%%é TA%i g;gg]ig’ e %'ES—&'%Q (m, Z%QP’
{[4-(2-Di benzyl a ﬂo@ihédy)bﬁhzoﬁip8(3=pheﬁmxybmn, zyl9ani#:o} aBet | ¢ acid

et hyl est eF ; 1HN 422 gbsdf'(ztzeh)zifg g]4 1)%%)‘4. %(2;54}5,_35 %m 21%}_” 4.3D-3.99 (m

614), 3.72 (s, 4

{ (3-Benzyl benz 39fizhéﬁhfidxyﬁhbh?mlQQEPQDKN@ﬂBénz%&@hhbﬁﬁb?@ﬁﬂ@PtlC aci d
ethyl estef: 'HNWR 7. 42-6.89 1314 5.07-5 h-4.53  (m
3.82 (pheh; b%P?RY%ﬁ@lﬂ@ Ryob o i?Mdzmﬁt zlsésielg (m 3H)

H-NMR: 7.69 (d, 2H), 7.42-7.16 (m, 15H), 7.05
(&, 2H), 6.90 (4, 4H), 6.53 (d, 1H), 5.09-4.97
(m, 3H), 4.83 (s, 2H), 4.62 (s, 2H), 4.51 (s,
2H), 3.76 (s, 3H), 3.29-3.10 (m, 2H)

=

214), 4.30

36 3- (4-Benzyloxyphenyl) -2-{4-[2-(10,11-dihydrodiben
A zo[b, flazepin-5-yl)-2-

oxoethoxy] benzoylamino }propionic acid methyl
ester; 'H-NMR: 7.65 (d, 2H), 7.41-6.81 (m, 19H),
6.49 (d, 1H), 5.09-4.97 (m, 3H), 4.80 (4, 1H),
4.45 (4, 1H), 3.75 (s, 3H), 3.45-3.17 {(m, 4H),
2.93-2.81 (m, 2H)

37 3~ (4-Benzyloxyphenyl) -2-{4- [ (diphenylcarbamoyl) me
' thoxy] -benzoylamino}propionic acid; *H-NMR: 7.61
(d, 2H), 7.37-6.66 (m, 22H), 5.00-4.85 (m, 3H),
4.59 (s, 2H), 3.30-3.10 (m, 2H)

38 3—(4-Benzyloxypheny1)~2-(4~{[(3fmethoxypheny1)phe
nylcarbamoyl] methoxy}-benzoylamino}propionic acid

methyl ester; MS: 645

39 . 3- (4-Benzyloxyphenyl) -2-{4- [ (cyclohexylphenylcarb
amoyl)methoxyl -benzoylamino}propionic acid methyl

ester; MS: 621

The compounds of formula (Ia) shown in Table 12 were
synthesized according to any of methods A to C, starting from

intermediate (VIb):



42 {[ 3- (2- D benzyl am noet hoxy) benzoyl ] - ( 3- phenoxyben zyl)am no}acetic acid
ethyl ester; 1HNVR 7.40-6.84 (m 23H), 4.78-4.56 (m 214), 4.30-3.85 (m
614), 3.70 (s, 414), 2.86 (t, 214), 1.33-1.19 (m 314) 43

{[3-(2-Dib | am noet hoxy) benzoyl | - (4- phenoxyben zyl)am no}acetic acid

et hyl esteS‘{,’]&{qQ@ﬂ\(}?ﬁs 7.41-6.90 (m 2314&, 4.77-4.57 (nfc’éfﬂ%ﬂ“/aqﬁé@-&ss
(m 6H), 3.71 (s, 414), 2.88 (t, 214), 1983-1.19 (m 3M 44
{(4-tert-Butyl benzyl)-[3-(2-di benzyl am noet hoxy)b enzoyl]am no}acetic acid
ethyl ester; "HHNVR 7.41-6.80 (m 1814), 4.78-4,57 (m 214), 4.25-3.42
(m 1014), Za®LE(AR 214), 1.32-1.19 (m 1214) 45

{[3-(2- D benzyl am noet hoxy) benzoyl ] - (3- benzyl oxyb enzyl)am no}acetic acid
ethyl ester; 1HNWR 7.41-6.80 (m 2314), 5.07-5.03 (m 214), 4.78-4.57
(m 211), 4E40-3. (m 1014), 2.86 (m 2H), 1.33-1.19 (m 3M WD
2004/ 110983_PCT/ EP2004/.006330 _53 46

{ (4- Benzyl opdfbenzyi }41 &2 (Dikprserapiarehber sl /Gy phenrryPeRcet i ¢ acid
t hyl ter|; 1H NMR =1, . , d, .6. 48 _ .2H), 5.08
e, S5 MR dafloR i A, (S g 8 M, 5

(s, 2H), 4.771-4. 6]
1.27 (m 3H) 47 S-L?&Be@z% oky, | 23HINd 0} -89 552-(j- @B di HeRRyRafd

PORL"ORY) iy SThOLR oo Bl ARl ) (ESUAY o, P8 €, 1
2H), 6.64 (/b1 1H) | {93 IBefsylckyberdy8% - [3- (2-dibenzylaminoethoxy)be
nzoyllamino}acetic acid ethyl ester; 'H-NMR:
7.42-6.89 (m, 23H), 5.07-5.03 (m, 2H), 4.74-4.53
(m, 2H), 4.30-3.82 (m, 6H), 3.70 (s, 4H), 2.87
(t, 2H), 1.32-1.19 (m, 3H)

42 {[3—(2—Dibenzylaminoethoxy)benzoy1]—(3—phenoxyben
zyl)aminolacetic acid ethyl ester; ‘H-NMR:
7.40-6.84 {(m, 23H), 4.78-4.56 {(m, 2H), 4.30-3.85
{m, 6H), 3,70 (s, 4H), 2.86 (t, 2H), 1.33-1.19
(m, 3H)

43 {[3-(2-Dibenzylaminoethoxy)benzoyl] - (4-phenoxyben
zyl)amino}acetic acid ethyl ester; ‘H-NMR:
7.41-6.90 {(m, 23H), 4.77-4.57 (m, 2H), 4.30-3.85
{m, 6H), 3.71 (s, 4H), 2.88 (t, 2H), 1.33-1.19
{(m, 3H)

44 {(4-tert-Butylbenzyl) - [3- (2-dibenzylaminoethoxy)b
enzoyl] aminolacetic acid ethyl ester; ‘H-NMR:
7.41-6.80 {m, 18H), 4.78-4.57 (m, 2H), 4.25-3.42
(m, 10H), 2.87 (m, 2H), 1.32-1.19 (m, 12H)

45 - { [3-(2-Dibenzylaminoethoxy)benzoyl] - (3-benzyloxyb
enzyl)amino}acetic acid ethyl ester; ‘H-NMR:
7.41-6.80 (m, 23H), 5.07-5.03 (m, 2H), 4.78-4.57
(m, 2H), 4.30-3.68 (m, 10H), 2.86 {m, 2H),
1.33-1.19 (m, 3H)




(d, 1H), 4.62 (d, 1H), 3.94 (t, 2H), 3.74 (s, 3H), 3.70 (s, 4H, 3.45 (dd,
1H), 3.35 (dd, 1H), 2.86 (t, 2H) 48

2-[ 4- (2- Di benzyl am noet hoxy) benzoyl am no] - 3- (1- ne

thyl -1 Hindol-3-yl)propionic acid nethyl ester; 1H NWVR %

(d, 1H), ™Wa2031098(m 12H), 7.08 (t, 1H), 6.85 (s, mFTfF@z“P?f ?6&30 2H)
6.56 (d, 1H), 5.12 (m 1H), 4.03 (t, 2H53 3.75-3.72 (m 10H), 3.43 (d, 2H),
2.90 (t, 2H) 49 3-(5-Benzyl oxy-I Hindol -3-yl)-2-[3-(2-di benzyl am

noet hoxy) benzoyl am no] - propi oni c acid nethyl ester; 1H NWR 7 95 (s, -1H),
7.41-7.19 (jme 14H){(4JBé&f&z3ﬁ.c8@b(amzyﬂw{46(£911(1£Ezyj)am1§oa6hb , 4.89
(d, 1H), 4.{71 (d, 1I—g, 3.98 (it , 3.74 (s, 3H, (s 4|—?{ 3.45 (dd,
1H), 3.35 (|dd,” 1})3 @@nl(rfo}aﬂqj:lgo acid ethyl ester, H-

{ (3-Benzyl gxybenz ,/n}).;{ 47 (233 bgﬁlzyi%)ybe@zgﬁ o)y) bedy  zpy+d a@ano}zggm ic acid

7.53

et hyl ester|; 1H NWR "14H)", 7.06-6.81 (m (s, 4H),
5.06 (s, 2H), 4.77540266((5511 22194) 44'721-4(ﬁ12 @) | 2H). ,11432:883(9ﬁ W) | 1.26 (m
3H) WD 2004/ 11098 0 30,

( 3- Benzyl oxybenzy %377% z’yI%oxybenzyI gtly%r}ﬂ er%z’(?yl ] gr’n ﬁo? propt onic acid

ethyl ester|a7 I—l—N\/R-(SJBéPﬁz: VLo - 1tdbl) - 3 6y106-5- [A2 ((zfxldlﬁb%zyiaﬂﬁ (s, 4H),
5.05 (s, 2H), 4.68 (br. s 4. m ,. 3.66 (m , 2.67.(m 2H),
1.26 (m 3H) 52 3} r{?%tmm%&éﬂﬁwomr PLEZ y | oa%%nzyws;z%
enzoyl I ari rlo)  pr ohé@pke; ackdugklyls 5t er(s 1HibYR * 17646- 1a27 b, 131,
7.13-6.93 (Im 9H)

7. 41 7 22 (m, 14H), 7.00 (dd, 2H), 6.90 (dd4, 1H),
6.74 (d, 2H), 6.64 (d, 1H), 5.17 (m, 1H), 4.85
(@, 1H), 4.62 {(d, 1H), 3.94 (t, 2H), 3.74 (s,
3H), 3.70 (s, 4H), 3.45 (dd, 1H), 3.35 (d4, 1H),
2.86 (t, 2H)

48 2-{4- (2-Dibenzylaminoethoxy) benzoylamino] -3- (1-me
thyl-1H-indol-3-yl}propionic acid methyl ester;
'H-NMR: 7.60 {(d, 2H), 7.53 (d, 1H), 7.41-7.21 (m,
12H), 7.08 (t, 1H), 6.85 (s, 1H), 6.77 (d, 2H),
6.56 (4, 1H), 5.12 (m, 1H), 4.03 (t, 2H),
3.75-3.72 {m, 10H), 3.43 (d, 2H), 2.90 (t, 2H)

49 3-{5-Benzyloxy-1H-indol-3-yl)-2-(3-(2-dibenzylami

noethoxy)benzoylamino] -propionic acid methyl
ester; 'H-NMR: 7.95 (s, 1H), 7.41-7.19 (m, 14H),
7.04-6.88 (m, 4H}), 6.69 {(d, 1H), 5.16 (m, 1H),
4.89 (d, 1H), 4.71 (d, 1H), 3.98 (t, 2H), 3.74
(s, 3H), 3.69 (s, 4H), 3.45 (dd, 1H), 3.35 (dd,
1H), 2.86 (&, 2H)

50 { (3-Benzyloxybenzyl) - [4- (3-benzyloxybenzyloxy)ben
zoyllamino}acetic acid ' ethyl ester; ‘H-NMR:
7.45-7.28 (m, 14H), 7.06-6.81 (m, BH)}, 5.08 (s,
4H), 5.06 (s, 2H), 4.77-4.66 (m, 2H), 4.21 (m,
2H), 4.11-3.88 (m, 2H), 1.26 (m, 3H}




2H), 5.07 (s,

2H), 5.06 (s, 2H), 4.60 (br s, 2H), 4.13 (m 2H), 3.

2H), 2.67 (m 2H), 1.27 (m 3H) 53
{(4-Benzy|oxybenzy|) [ 3- (3- benzyl oxybenzyl oxy) ben zoyl ] am no}aceti

"H- NVR  7.42-7.28 (m 13H) 7.11-6.95 (m /?2204%34099 (m

et hyl ester;

6H), 4.75- 4W§§0‘{4H;1°983z 4.23 (q, 2H),

3-3.84 (m 2

{(3-Benzyl oxybenzyl ) -[ 3- (3-benzy|oxybenzy$ Xy) ben zoyl]an1no}acet|
"HNVR 7.46-7.26 (m 13H), 7.11-6.80 (m 9H), 5.09-4.94 (m

et hyl ester;
6H), 4.79-4.
3-{(3-Benzyl
acid ethyl e
2H), 5.07-4.
2H), 2.72-2.
3-[ (4-Benzyl
ester; Ms: 5
enzoyl ] am no
PCT/ EP2004/ 0
hexyl pr opi on
(d, 2H, 7.1
1H), 2.62 (t
2-[4-(3-Benz

2H) . . 4.23 (g, 2H) 4.14-3.84 (m_2H), 1.26 (m

65 (m
c acid

3H) 54
c acid

3H) 55
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633015558 (2S)-2-1 3-(4-But y/ h__nnn/i oxy).benzoyl -
32 aci 3l hyPeReykexybanaglr- 14 43-Denzyhopybenayd oeraﬁt

P 0 A 1
| (erpi) %H%zcéyg] glglﬁg}pzjdg)@orﬁc Qi Ayl 4esed,M HlMR
yloxyb¢ﬁz§ﬁoiy¥5eﬁ@®yﬁé nof-83¢4-%tolm, 9H), 5.08 (s,

2H), 5.07 (s, 2H), 5.06 (s, 2H), 4.60 (br s, 2H),
4.13 (m, 2H), 3.65 {(m, 2H), 2.67 (m, 2H), 1.27
{m, 3H)

opi oni ¢
5. 78 (m
50 (m

et hyl
)

3-cyclo
Hﬁ, 7.20
3.76 (s,

53 { (4-Benzyloxybenzyl) - [3- (3-benzyloxybenzyloxy)ben
zoyllamino}acetic acid ethyl ester; ‘H-NMR:
7.42-7.28 (m, 13H), 7.11-6.95 (m, 9H), 5.07-4.99
(m, 6H), 4.75-4.53 {(m, . 2H), 4.23 (q, 2H),
4.13-3.84 {(m, 2H), 1.26 (m, 3H)

54 {(3—Benzyloxybénzyl)—[3-{B—benzyloxybenzyloxy)ben
zoyllamino}acetic acid ethyl ester; ‘H-NMR:
7.46-7.26 {(m, 13H), 7.11-6.80 (m, 9H), 5.09-4.94
(m, 6H), 4.79-4.57 {m, 2H), 4.23 (g, 2H},
4.14-3.8¢ (m, 2H), 1.26 {(m, 3H)

55 3-{ (3-Benzyloxybenzyl) - [3~ (3-benzyloxybenzyloxy)b
enzoyl]amino}propionic acid ethyl ester; 'H-NMR:

7.45-7.25 {(m, 13H}, 7.02~6.30 (m, 7H}, 6.78 (m,

2H), 5.07-4.%4 (m, 6H), 4.75-4.52 (m, 2H), 4.15

(m, 2H), 3.71-3,50 (m, 2H), 2.72-2.39 (m, 2H),
1.26 (m, 3H)
56 3~ [ {4-Benzyloxybenzoyl) - (3-benzyloxybenzyl) amino]

propionic acid ethyl ester; MS: 524

57 3-{(4¥Benzyloxybenzyl)—[3-(S—benzyloxybenzyloxy)b

enzoyl]amino}propionic acid ethyl ester; MS: 631




nophenyl) prop ionic- acid nethyl ester; "HHNWVR 7.69 (d, 2H), 7.45-7.20
(m 8H), 7.06-6.93 (m 7H), 6.50 (d, 1H), 5.09-5.03 (m 5H), 3.77 (s, 3H),
3.25 (dd, 1H), 3.16 (dd, 1H) 60

2-[4-(3-Ben 0X benzyl oxy) benzoyl am nol -3-(4-flu orophen opionic acid
met hyl est@’r‘ymo IR~ 7.69 (d, 2H), 7.45-7.20 (m 6H), P@’ﬁ‘ﬁ“@”@éﬁem 9H) ,
6.49 (d, 1H), 5.09- 5. 02 (m 5H), 3.76 (s% 3H), 3.27 (dd, 1H), 3.18 (dd, 1H
61 3-(4-Benzyl oxyphenyl)-2-[ 4-(2-napht hal en-2-yl -eth

oxy) benzoyl am no] propi onic acid nethyl ester; Ms: 560 62

3-{[4- (2- D penzyl afespebhoxy] Tb]en@-ﬁri@ﬁ?maéﬂﬁoymmma@@)cwop ionic
acid net hyl ester; 1HNWR 7.40-7.23 (m _16H), 13 (t, 7.01 (d, 2H),
6.90 (dd, 2H), 6. @egcalpgpyloqusoaegii éﬂetm)l eat%{: (tH ISMB 3481362 (m
9H), 2.88 (I, 2H),| (s2. Gfgy(M72HD 63, 7.20 )h 7.12 (m, _
[3-(2-Di benFyI am noet oxy) benzoyl | napht al en-2 I rret | am no} prcp| oni c
aci d nethyl | ester;1H)", HENMR (A,80LH)m BH)S (75502H) 474(Eh'7 . 1H? 32-7.22 (m

13H), 7.00 (d, 1H|, 6.9 H 4 935 4,,70( 4.03-3.91
(t. 2H), 3|80-3. 4 E? %B Jbly 62265%(%b Hl)ﬂ) Yooy o "
PCT/ EP2004/ (B%330 2564643SBénﬁyﬁloi}dfe&'rzEﬁbxybbeﬂydaylax{tiho] T3-(4bro]

(2-di benzyl am nQetihox nzoyl| ] am no} propi onic.acid nethy] ester; 'H NWVR
7.39-7.20 (M 14H f"O?.}’I‘TBZ’?ﬁ?r IPYZ;JI“&? 95’}"a d, "EYle. §3ERT; 1 MRd5 (d, 1H),
4.72-4.50 [(m 2H) 3.3997(d,m2}2)|-!),734§D?.&c55(xﬁm gfl), 72.0866.93 (m,

7H), 6.50 (d, 1H), 5.09-5.03 {m, B5H), 3.77 (s,
3H), 3.25 (dd, iH), 3.16 (dd, 1H)

60 24[4—(3~Benzylokybenzyloxy)beﬁzoylamino]-3-(4—flu
orophenyl)propionic acid methyl ester; *H-NMR:
7.69 (d, 2H), 7.45-7.20 f{(m, 6H), 7.11-6.93 (m,
9H) , 6.49 (4, 1H), 5.09-5.02 {(m, 5H), 3.76 (s,
3H), 3.27 (44, 1H), 3.18 (dd, 1H)

61 3- (4-Benzyloxyphenyl) -2- [4- (2-naphthalen-2-yl-eth
oxy) benzoylamino] propionic acid methyl ester; Ms:
560

62 3-{[4- (2-Dibenzylaminocethoxy) benzoyl} - (3-phenoxyb

enzyl)amino}propionic acid methyl ester; *H-NMR:
7.40-7.23 (m, 16H), 7.13 {(t, 1H), 7.01 (4, 2H),
6.90 (dd, 2H), 6.75 (d, 2H), 4.60 (br s, 2H),
4,01 (t, 2H), 3.71-3.62 (m, 9H), 2.88 (t, 2H),
2.67 (m, 2H)

63 3-{[3- (2-Dibenzylaminoethoxy)benzoyl) naphthalen-2
-ylmethylamino)propionic acid methyl ester;
‘H-NMR: 7.80 (m, 3H), 7.50-7.47 {m, 2H),
7.32-7.22 {(m, 13H), 7.00 (d, 1H), 6.93 (s, 1H},
6.84 {4, 1H), 4.93-4.70(m, 2H), 4.03-3.91 (t,
2H), 3.80-3.55 (m, 9H), 2.81-2.50 (m, 4H)




(m 2H),

2.71-2.48 (m 2H),
3-((4-Bronobenzyl)-[ 3-(2-di benzyl am noet hoxy) benz

1.30 (s, 9H) 65

oyl ] am no} propi onic acid

nmet hyl ester; "H-NI\/R 7.47 (d, 2H), 7.39-7.20 (m 12H), 7.05 (m 1H),
6.93 (d, 1 86-6.80 (m 2 4.68-4.50 (m 2H), 3.97 (m 2H), 3.70-3.55
(m 9|(_|), 2!_‘%9 2‘(0,1{1109%_0 (2 70. |2—|) 46 (m 2|3_g ( g PCT,(’EP2004/006330
3-{[3- (2- Di benzyl ami noet hoxy) benzoyl ] - (3®%henoxyb enzyl ) ani no} pr opi oni ¢
acid nethyl ester; "HHNVR  7.45-7.22 (m 16H), 7.11 (t, 1H), 7.00 (m 2H),
6.90-6.84 (m 4I'j) 4.72-4.49 (m 2H), 3.96 (m 2H), 3.70-3.60 (m 9H), 2.87
(m 2H), 2.6z 2.453-(im- Qéﬂtfﬁhﬁyibenzyl)~[3 (2-dibenzylaminoethoxy
[4-(2-D bengyl am Fﬁ/ﬁtehox benzoyl - (4- phenoxyb, _enzyl )am no} propi oni ¢ aci d
nethyl ester; 'H N ol EePienis, 72eK e, gfvet(hm AHPSEEL78 (d, 2H),
4.61 (br s 2H), ik Ms Aol aB526m . 9o G {h), 2655266 (m
2H) 68 (2S)l2-[4-(4-Butyl benzyl oxy) benzoyl am noj - propi oni c acid
met hyl ester; MS: 4916 é )(:255)93—( BerPyd oﬁyﬁ)?ner)lE)[44(2?2b6t§Ptpenzyl oxy
) benzoyl am ino] pr opi 1canl S et h er;
(29) - 2- [ 4- (4- But yl benzy 3y benzoglrar ha - 3 el o hy1 $Ehpi 3P8] aci o
nmet hyl estef; M 4@2 YO 200471120983 (F!CTBEP2GDA3Q)O(&33®H)57 71
{(3- Benzyl oxybenz HA—{Abuty-penzytoxy ) benzoy-- aci d net hyl
(et e Pt s e e e
(s, 2H), 4.74-4. G%ngmalamo}ﬁmplimao acid methyl ester; ‘H-NMR:
7.47 (4, 2H), 7.39-7.20 {m, 12H), 7.05 (m, 1H),
6.93 (4, 1H), 6.86-6.80 (m, 2H), 4.68-4.50 (m,
2H), 3.97 {(m, 2H), 3.70-3.55 (m, 9H), 2.87 {(m,
2H), 2.72-2.46 {(m, 2H)
66 3-{[3—(2-Dibenzylamihoethoxy)benzoyl]-(3-phenoxyb
enzyl)amino}propionic acid methyl ester; 'H-NMR:
7.45-7.22 {m, 16H), 7.11 (t, 1H), 7.00 (m, 2H),
6.90-6.84 (m, 4H), 4.72-4.4%9 (m, 2H), 3.96 {m,
2H), 3.70-3.60 {m, 9H), 2.87 {m, 2H), 2.72-2.45
(m, 2H)
67 - 3-{[4- (2-Dibenzylaminoethoxy)benzoyl] - (4 -phenoxyb
enzyl) amino}propionic acid methyl ester; ‘H-NMR:
7.40~7.14 {(m, 17H), 7.02-6.97 (m, 4H), 6.78 (4,
2H), 4.61 (br s, 2H), 4.01 {t, 2H), 3.71-3.65 (m,
9H), 2.83% (t, 2H), 2.66 (m, 2H)
68 (25)-2»[4—(4—Butylbenzyioxy)benzoylamino]-3-pheny
lpropionic acid methyl ester; MS: 446
69 (25) -3- (4-Benzyloxyphenyl) -2- [4~ (4~-butylbenzyloxy
)benzoylamino] propionic acid methyl ester; MS:
552
70 (28) -2-[4- (4-Butylbenzyloxy) benzoylamino] -3-cyeclo

452

hexylpropionic acid methyl ester; MS:




(m 2H), 3.75 (s, 3H), 2.62 (t, 2H, 1.59 (m 2H), 1.35 (m 2H), 0.92 (t,
3H) 72 {(4-Benzyl oxybenzyl)-[4-(4-butyl benzyl oxy) benzoyl ]am no}acetic acid
met hyl ester; "RNWR 7.50-7.12 (m 13H), 6.95 (d, 4H), 5.07 (s, 2H), 5.03
s, 2H), 4.70-4.62 (m 2H), 4.11-3.92 (m 2H), 3.74 (s, , 2.61 (t, 2
(1.59 (H) m 2w,200411.1@§§(m |2_|)H), 0.92 (t, gH) 73H) Cpettbindind K
3-{(3-Benzyl oxybenzyl)-[ 4- (4-butyl benzyl &fy) benzo vyl]am no}propionic acid
met hyl ester; MsS: 566 74 3-{(4-Benzyl oxybenzyl)-[4-(4-butyl benzyl oxy)benzo
yl Jam no} propionic acid nethyl ester; 1HNWR 7.45-7.13 (m 13H), 6.95 (d,
4H), 5.06 ($712F), @% lo%b'benélyﬁﬁ— pbr Muégnbeﬁzymoﬁy%ﬁﬁyl 5H), 2.62
(m 4H), 1.%9 (m eg

(2S)-2-[4-(3- Benzy ?FI ) beﬁf’é&il ammﬁﬁ}lyé c egeeshexyBr¥H oni c acid
met hyl ester; 'I—I—l\l\,§R45_77 ( 5628 o( 6;% 7 (m 5H),
6.40 (d, 1H)|. 5.09 Z'L% 7]?)“) |§A9 39% o 76?52 1H) ,
1.77-0.95 (m 13H)|2# ,(25)032 [$r(&iBenfzyT@x@/lfe?lzmpxg/Hbenzoylasnm]-3-c

ycl ohexyl pr ¢pi oni ¢ i d t hyl _gest er, " H N 7. 44 9I|:K 7.10-6. 93
(m 4H), 6.%0 (d, ‘?‘H) 2§F0 . 5%4 32144%7’\%Q 62 éH%G (js 59 1.81-0.91
(m 13H) WD|2004/ 1883 1RGH ERZOQEI DO@%;O (58 3'}’17]

29) - 3- ( 4- Bepzvloxivohemy )2 A A hut vihonzvl avv g_n_z_g%_a_m_n_g_]_pro i oni c
gcié neghyl (47 or - [ - B%@@gloxybénzyf)—[4 (ZiEutyibenzyloxy)benzoyl P
Jamino}acetic  acid  methyl ester; H-NMR:

7.50-7.12 {(m, 13H), 6.95 (d, 4H), 5.07 (s, 2H),
5.03 (s, 2H), 4.70-4.62 {(m, 2H), 4.11-3.92 (m,
2H), 3.74 (s, 3H), 2.61 (t, 2H), 1.59 (m, 2H),
1.35 (m, 2H), 0.92 (t, 3H)

73 3-{ (3-Benzyloxybenzyl) - [4- (4~ butylbenzyloxy)benzo
yllamino}propionic acid methyl ester; MS: 566

74 3-{(4—Benzyloxybenzyl)—f4—(4—butylbenzy10xy)benzo
yllamino}propionic acid methyl ester; H-NMR:
7.45-7,13 (m, 13H)}, 6.95 (d, 4H), 5.06 (s, 2H),
5.03 (s, 2H), 4.58 {(br s, 2H}, 3.66-3.60 (m,
5H), 2.62 (m, 4H), 1.59 (m, 2H), 1.35 (m, 2H),
0.92 (t, 3H)

75 (28) -2-[4- (3-Benzyloxybenzyloxy) benzoylamino] -3-c
yclohexylpropionic acid methyl ester; ‘H-NMR:
7.72 (d, 2H), 7.44-7.28 {(m, 6H), 7.06-6.92 (m,
5H), 6.40 {(d, 1H), 5.0% (s, 2H), 5.07 (s, 2H},
4.87 (s, 1H), 3.76 (s, 1H), 1.77-0.95 (m, 13H)

76 (28} -2- {3~ (3-Benzyloxybenzyloxy) benzoylamino] -3-c
yclohexylpropionic acid methyl ester; ‘H-NMR:
7.44-7.28 (m, 9H), 7.10-6.93 {(m, 4H)}, 6.50 (d,
1H), 5.08 (s, 4H), 4.87 (s, 1H), 3.76 (s, 1H),
1.81-0.91 (m, 13H)




78 (2S)-2-[3-(4-Benzyl oxybenzyl oxy) benzoyl am no] -3-p henyl propionic acid
nmet hyl ester; MsS: 496 79 (2S)-2-[3-(4-Benzyl oxybenzyl oxy) benzoyl am no] - 3-c¢c
ycl ohexyl propi oni ¢ acid nethyl ester; M. 502 80

{(3-Benzyl oxybenzyl ) -[ 3- (4- butyl benzyl oxy) benzoyl ]Jamn %acet i ¢ _acid methyl
ester; 1H WOR004/120%83-7 16 (m 12H), 7.10-6.80 (m 5H), BERIGISN my ah),
4.78-4.57 (m 2H), 4.14-3.90 (m 2H), 3887-3.68 (m 3H), 2.61 (t, 2H), 1.59
(m 2H), 1.35 (m 2H), 0.93 (t, 3H) 81

3-{(3-Benzyl oxybenzyl) - [3 (4- butyl benzyl oxy) benzo yl]am no}propionic acid
met hyl este 771HI\WM§SJ ~43-Ber? iéﬁyp}@r]}yl)zzehﬁ{zibﬁwwé{ﬂzyl% -5.04 (m
4H), 4.91-4{71 (m 4. 66-4. 48 (m , 3.69-3.60 3H), 2.72 (m 2H),
2.61 (t, 2H, 1.59%%%@1&0@?%0% apigs ff(etthm eSEerr MS:
(2S) - [ 3- (4- Benzyl oxphenzyl oxy) benzoyl am no] phenyl acetic acid nethyl ester;
M5: 482 83 Sy-2-{4-[12-(3-Met hyl quinoxalin-2-yl oxy)ethoxylb_
enzoyl ani no} 78- pher@Nr-apilani(e- E@m@&knﬂﬂbﬂnzwébey)benﬁbylﬁmmn&ﬂ -3-p

(2S)-[3-(3-Benzyl o R a aci d metjhyl ester;
MS: 482 85 28)-2-F%B§§§ée§ %oxy %%iyé% &# §§@é§ra # 9 heny|l pr opi oni c
acid nethyl [ester;| (43) -496 3V Zﬁ@rﬂiﬁkﬁ@ﬂﬁnﬂﬁbﬁ?iﬁaﬂé@?ﬁéﬁﬂwlﬁ 86

{(3-Benzyl oxybenz 3- (4-benzyl oxybenzyl ox )ben zoyl ] am no} acet|ic acid
met hyl estef: 1H W%l h?xzr PHop OIH# af&iﬁg/me’f 7o)- 88175r(n”](’58lﬂ'50 5.08-4.89 (m

6H), 4.78-4/p¢ (M| {ZA achziAosyBent) 2~ (4-butylbenzyloxy)benzoyl
]amlno}acetlc acid methyl ester; H-NMR:
7.41-7.16 (m, 12H), 7.10-6.80 (m, 5H), 5.06-4.92
(m, 4H), 4.78-4.57 {(m, 2H}, 4.14-3.%0 {(m, 2H),
3.77-3.68 (m, 3H), 2.61 {(t, 2H), 1.59 (m, 2H),
1.35 (m, 2H), 0.93 (t, 3H)

81 3-{ (3-Benzyloxybenzyl) - [3~ (4-butylbenzyloxy)benzo
yllamino}propionic acid methyl ester; 'H-NMR:
7.41-7.17 {(m, 10H), 7.01-6.77 (m, 7H), 5.05-5.04
(m, 4H), 4.91-4.71 (m, 2H), 4.66-4.48 {m, 2H),
3.69-3.60 {(m, 3H), 2.72 {(m, 2H), 2.61 (t, 2H),
1.59 {m, 2H), 1.35 {(m, 2H), 0.93 (t, 3H)

82 (23)-[3—(4—Benzyloxybenzyloxy)benzoylamino]phenyl
acetic acid methyl ester; MS: 482

83 (28) -2-{4-[2- (3-Methylguinoxalin-2-yloxy)ethoxylb
enzoylamino}-3-phenylpropionic acid methyl ester;
MS: 486

84 (23}—[3-(3-Benzyloxybehzyloxy)benzoylamino]phenyl

acetic acid methyl ester; MS: 482

85 (23)—2—[3-(3—Benzylbxybenzyloxy)benzoylamino]—3~p

henylpropionic acid methyl ester; MS: 496




3.77-3.68 (m 3H) 87 3-{(3-Benzyl oxybenzyl)-[3-(4-benzyl oxybenzyl oxy)b

enzoyl ] am no} propi oni c aci d net hyl

7.00-6. 77 (
SH),

2.72-2.39
is acid rret‘ﬁ?lmoé

m 811),

(2-pyridin-2-yl-

90 {[4-(3-Benzy|oxybenzyloxy)benzoyl] (4- benzyl oxyph
ester;

et hyl
enyl ) am no}
[ (benzyl phe
ester; 1HN
6. 60-6. 55 (
3H), 3.64-3
{3-[ (Benzyl
nmet hyl
1H), 7.09-6
2H), 3.80 (
conpounds o

ester;

biflops

ester; 'H NWR
5.08-4.88 (m 6H), 4.71-4.51 (m 2H), 3.69-3.
2H) 88 (2S)-[4-(4-Butyl benzyl oxy) benzoyl am no

MS: 432 89 (2S) -3- (4-Benzyl oxypgidrihzgo40
thoxy)benzoylanino]pregionic acid nethyl ester;

7.45-7.24 (m 14H),

50 (m

g& henylacet

NB. 511

enyl)anino}acetic acid
MS: 602 91 {[4-(3- Benzyloxybenzyloxy)benzoyl] (3 benzyloxyph
3-

Tic
1ethy|d
VR 7.

m 14H),

40 (m
bhenyl d
;' H
95 (m

L ly

q%dseh R &N 1300¢ pen kT

16
ar banoyl oX ]benzoylan1no}p
30712§m§-m a @u%/c 7298l 7. rm@zlwﬁ
435(

75596 42930%6 éi’fﬂ 4. f&gl_tédrs ,211)

dmbaﬁnyl)nerhb%yHHHZOyJamﬂhp}4h14+DQMEn{a-ymmnet
m 5H), 7.29-7.15 (m 6H), 7.15-
H),5.30 (s, 1H), 4.90 (s, 2H),

k)] -
ropi oni ¢ é@ld

mteza 085 0B -

ﬁethyl
((m 2H),

db-y68]

3.76 (s,
57

ic acid
7.09 (m
4.43 (s,

g7 SH) ;
fornL

3N§en§% ﬁ%ﬁ HITE9gs- téﬂéii&%&ﬁ@ﬂ%%%SQ%)b
an (

| aa Tae) shown
enzoyl]amlno propionic a01d methyl ester, 'H-NMR:
7.45-7.24 (m, (m, 8H), 5.08-4.88

5H) ,

14H), 7.00-6.77

{m, 6H), 4.71-4.51 2H), 3.69-3.50

2.72-2.39 (m, 2H)

(m, {m,

0 The

88

(28) - [4- {(4~-Butylbenzyloxy) benzoylamineo] phenylacet
ic acid methyl ester; MS: 432

89

(2S)—3—(4-Benzylbxyphenyl)-2~[4—(2—pYridin—2—yl—e
thoxy)benzoylamino]propionic acid methyl ester;
MS: 511

20

{ [4- (3-Benzyloxybenzyloxy)benzoyl] - (4~benzyloxyph

enyl)amino}acetic acid ethyl ester; MS: 602

91

{[4-(3—Benzyloiybenzyloxy)benzdyl]—(3~benzyloxyph

enyl)aminolacetic acid ethyl ester; MS: 602

92

6.60-6.55

3- (4-Benzyloxyphenyl) -2-{3-

[ (benzylphenethylcarbamoyl)methoxy] benzoylamino}p
'H-NMR: 7.41-7.23 (m,
6.98~6.98 2H) ,
3H}), (d,

3.64-3.40 (m,

ropionic acid methyl ester;
16H), 7.16-7.05 (m, 5H),
{m,14H), 5.06-4.93
4.43 (4, 1H), 3.76
3.26-3.11 (m,

{(m,
(m, 4.70
3H) ,

(t, 2H); MS:

(s,

2H), 2.85

1H),

2H), 657

93

{3- [ (Benzylphenylcarbamoyl)methoxybenzoylamino}th
'H-NMR :
7.15-7.09

acid methyl ester;
7.29-7.15 6H) ,
5.88 (d, 1H),5.30

2H), 3.80

iophen-3-ylacetic

7.40-7.31 (m, 5H},

1H), 7.09-6.95
4.90 2H),

{m,
(s,

3H) ;

(m, (m, 4H),
1H),

MS:

(s, 4.43 (s, {s,

515




Tabl e 13 were synthesized according to any of nethods Dto F, starting from
internmediate (VIIl1) and the corresponding alcohols, thiols or am nes: TABLE
13 Ex. 94 (2S)-3-(4-Benzyl oxyphenyl)-2-{4-[2-(3-bronmophenox

y) et hoxy] - benzoyl am no) propionic acid nethyl ester; 1HNVR 7.72 (d, 2H)
7.42-6.88 (WP 2BL§0983 5 51 (d, 1H), 5.10-5.03 (m 3H), 4PSEEPI04444830 3 77
(s, 3H, 3.29-3.11 (m 2H) 95 60

(25) - 3- (4- Benzyl oxyphenyl ) - 2- {4-[ 2- ( 3- net hyl qui no
xal i n- 2-yl oxy) et hoxy] benzoyl am no} propi onic acid nethyl ester; 1H NVR
7.99-6. 87 (mhelddmpdurdié ¢f, fbuls. 10=28)02 (Iab)3Hind4.(88e(t ,sithn 4n47
(t, 2H, 64 (s, 3 96

(25) - 3- ( 4- Bﬁﬁ?@ﬁo%?%ﬁ‘ﬁ?l?ﬁéﬁ%ﬁéf@( E‘ng’ﬁ?hﬁ hy? PRy 52 métnods v to ¥,
henoxy) et hO)S}ﬁ]arbﬁﬂﬁonyﬁ@mnOiIDl’f&ﬁliém.la%eaCI(’dIIfEI hydnd esdify ; cbitrbvB Onalﬂg 7.36
(m 9H), 7.14-6,90 (m_,7H), 6.57.(d, 1H, 5.07-5.03 (m 3H), 4.36-4.33 (m
OH), 4. 18- 4215°Dp{sprfhiglegoy amings: 3.26-3.10 (m 2H), 2.32 (s, 6H) 97
(2S) - 3- (4- Benzyl oxyphenyl ) -2-{4-[2-(pyridin-2-ylo
xy) et hoxy] - benzoyl am no} propi onic acid nethyl ester; M. 527 98
(29) - 3- (4- B&@BREok§phenyl ) - 2- {4-[ 2- (qui nol i n- 8-yl

oxy) et hoxy] - benzoyl am no} propionic acid nethyl ester; M. 577 WO
2004/ 110983 PCT/ EP2004/ 006330 61 99

(25) - 3- (4- Baazyl okyphenyl ) - 2-{4-[2-(4-im dazol -1 -

94 (25) -3~ (4-Benzyloxyphenyl) -2-{4- [2- (3-bromophenox

y) ethoxyl -benzoylamino}propionic acid methyl
ester; ‘H-NMR: 7.72 (d, 2H), 7.42-6.88 (m, 15H),
6.51 (4, 1H}, 5.10-5.03 (m, 3H), 4.33 (s, 4H),
3.77 (s, 3H), 3.29-3.11 (m, 2H)

95 (25)-3-(4-Benzyloxyphenyl)-2-{4—[2-(3—methy1quino

xalin-2-yloxy)ethoxylbenzoylamino}propionic acid
methyl estér; 'H-NMR: 7.99-6.87 (m, 17H), 6.54
(d, 1H), 5.10-5.02 (m; 3H), 4.88 (t, 2H), 4.47
(t, 2H), 3.77 (s, 3H), 3.29-3.11 (m, 2H), 2.64
{s, 3H)

96 (23)~3-(4-Benzyloxyphenyl)-2—{3-[2—(2,6-dimethylp

henoxy) ethoxy] -benzoylamino }propionic acid methyl
ester; 'H-NMR: 7.44-7.36 (m, 9H), 7.14-6.90 (m,
7H), 6.57 .{(d, 1H), 5.07-5.03 (m, 3H), 4.36-4.33
{m, 2H), 4.18-4.15 ({(m, 2H), 3.78 (s, 3H),
3.26-3.10 (m, 2H), 2.32 (s, 6H)

97 (28) -3- (4-Benzyloxyphenyl) -2-{4- [2- (pyridin-2-ylo
xy) ethoxy] -benzoylamino}propionic acid methyl

ester; MS: 527

98 (28)—3-(4—Benzyloxypheny1)42-{4—[2-(quinolin—8—yl
oxy) ethoxy] -benzoylamino}propionic acid methyl
ester; MS: 577




yl - phenoxy) et hoxy] benzoyl am no} propionic acid nethyl ester; Ms 592 100
(2S) - 3- (4- Benzyl oxyphenyl ) -2-{4-[2-(2-nmet hyl benzo

t hi azol - 5-yl oxy) et hoxy] benzoyl am no}propionic acid nethyl ester; Ms: 597
101 (2S)-3-(4-Benzyl oxyphenyl)-2-{4-[2-(5,6,7,8-tetra hydronaphthal en-2
yl oxy) et hox szg?féldgﬁsém no} propioni c acid methyl ester; RMS/EBSOHDEE0 -
(2S) - 3- (4-Benzyl oxyphenyl )-2-{4-[2-(qui n81in-7-yl

oxy) et hoxy] - benzoyl am no} propionic acid nmethyl ester; M. 577 103 (2

S) - 3- (4-Benzyl oxyphenyl)-2 4-[2-(quinolin-2-
yloxy)ethoxg 9 benZqylsas 00} PROR: nG1eR OYh ST inidRzo L1 -104
(2S) - 3- (4-Benzyl oxyphenyl ) -2-{4-13- (3- net hyl qui no o )

xal i n- 2- yl oky) pr og¥*ryPbenesy! ey gk PEIRe | Bropiemg est@W?dWB: 606 105
(2S) - 3- (4-Benzyl ox | La@ad 4kl (et hyl -1H i m dazol -2

yl sul fanyl) et hoxy] glggg%l g?ng?\%'} Dl\[rl%bis(j)gr%i c acid; Ms: 532 106

(2S) - 3- (4- Benag/| o YpIseng | X 4 2ZBédz I Bhichyd) ephéay [2- (2-methylbenzo
| sul fanyl ) et hoxy] -|lbenzoyl api n ropi.oni ¢.acid . meth ester:. 'HNVR 7.66
(d, 2H), 7.50-7. 25Qﬁanazg%ﬁy%g)ﬁ%wﬁR]enﬁﬁy,lm%%f%ﬁwﬂ%l,c 6. 9? (d, 2H),
6.86 (d, 2:‘1, 6. 45acdd hEkhyd. &8 OYs(:ms973H), 4.17 (t, 2H), 3.76 (s, 3H),

3.28 (t, 2 3.25-3 10 (m 2H): NS 560 WD 2004/1100983 PCT/EP2004/ 006330
62 01 (28) -3-(4-Benzyloxyphenyl) -2-{4-[2-(5,6,7, 8-tetra

hydronaphthalen-2-
vloxy) ethoxyl benzoylamino}propionic acid methyl
ester; MS: 580

102 (23)-3—(4-Benzyloxyphenyl)-2—{4—[2—(quinolin47-yl
oxy)ethoxy] -benzoylamino}propionic acid methyl
ester; MS: 577

103" | (28) -3~ (4-Benzyloxyphenyl) -2-{4-[2- (quinolin-2-
yloxy) ethoxy] -benzoylamino}propionic acid methyl
ester; MS: 577

104 (25)—3—(4-Benzyioxyphenyl)—2—{4—[3-(3—methy1quino
xalin~2-yloxy)propoxy] benzoylamino}propionic acid

methyl ester; MS: 606

105 (25) -3- (4-Benzyloxyphenyl) -2- | 4- [2- (1-methyl-1H-1
midazol-2-
ylsulfanyl)ethoxy]benzoylamiﬁo}propionic acid;
M38: 532

106 (28) -3~ (4~Benzyloxyphenyl) ~2-{4- [2~- (2-fluoropheny

1sulfanyl)ethoxy] -benzoylamino}propionic acid
methyl ester; 'H-NMR: 7.66 (d, 2H), 7.50-7.25 (m,
7H), 7.25-7.08 {(m, 2H), 7.03 (4, 2H), 6.9%0 (d,
2H), 6.86 (d, 2H), 6.45 (d, 1H), 5.08-6.98 (m,
3H), 4.17 (&, 2H), 3.76 {(s, 3H), 3.28 (t, 2H),
3.25-3.10 (m, 2H); MS: 560




107 (28)-2-{4-[2-(4-Bronophenyl sul fanyl ) et hoxy] benz yy

| am no} - 3-cycl ohexyl propionic acid nethyl ester; '"HNWR 7.74 (d, 2H), 7.43
(d, 2H, 7.28 (d, 2H, 6.87 (d, 2H), 6.39 (d, 1H), 4.95-4.80 (m 1H), 4.17
(t, 2H, 3.76 (s, 3H, 3.28 (t, 2H, 1.90-1.50 (m 5H), 1.50-1.20 (m 5H),
1. 20- 0. 85 wamoogHp9ssvs: 521 108 PCT/EP2004/006330

(2S) - 3- Cycl ohexyl - 2- (4-] 2- (2- met hoxyphenyg2sul f any

1) et hoxy] - benzoyl am no} propionic acid nethyl ester; 1HNWR 7.73 (d, 2H),
7.38 (d, 1H, 730720(m 1H) 700683(m 4H) 639(d 1H)

4.95-4. 80 ; ; t, 2H),
1.90- 1. 50 Er TL) is'V EL 43 ﬁﬁjm&@ 2@?“%@?&3’%&"%‘3&%‘% (109 K
(2S) - 3- (4- Bﬁ nzyl oxylrﬂﬂmml)d})--BZC(;rtblpﬁe(cﬂpmpmmm&IEld methyl ester,

o] et ho -lbenzoyl;; o] ni c d hy, 70 (d, 2H),
TURTTR0 k| ENgL Py oR Dpa s A0 T e BRYY b abLU el (d) 2H).
6.60-6.50 (m 4H), 668478 (di iHI) 653910 (a OQ.H()m BH)s- 448‘&)0-611,2811(Im 4H), 3.79
(s, 3H), 3.|76 (s, 3. 26- T%n]() 2Hzﬁ MS. 556 110
(28)-2-[4-(2;-|\|-benz4yl m ridet hg%ﬂ/)be 7691 affimopP~  3.28 (t, 2H),

(4-benzyl oxyphenyl :prmlors'oc @cl dsr!ﬂ}Et h1/|5(?~5_l.t oo (H MR Z §§ 6%5 2H)
7.41-7.30 (i 10H)| (d, 0 (d,” 4H), 6.51 (4, . 5.10-5. 00

(m 3H), 4.14 (t, p (u!) 33I)90M€s 52#4) 3 76 (s 3H), 3. 19 (m 2H) 3,06 (t,
5%&25. gg?ggggfdf 2SI G PR %ﬁﬁ&*ﬁ?"gﬁ%ﬁﬁ TR . (xb) or
(Xl b): _ l)ethoxy] benzoylamlno}proplonlc acid  methyl
ester; 'H-NMR: 7.73 {(d, 2H), <7.38 (4, 1H),
7.30-7.20 (m, 1H), 7.00-6.83 (m, 4H), 6.3% (4,
1H}, 4.95-4.80 (m, 1H), 4.17 (t, 2H), 3.89 (s,
3H), 3.76 (=, 3H), 3.28 (£, 2H), 1.90-1.50 {m,
SH}, i.50-1.20 (m, 5H), 1.20-0.85 {m, 3H) ;
MS: 472

109 (28)-3- (%BeﬂzYloxyﬁhenyl) -2~{4-[2- (2-methoxyphen
oxy) ethoxy] -benzoylamino}propionic acid methyl
ester; 'H-NMR: 7.70 (4, 2H), 7.48-7.30 (m, 4H),
7.20 (&, 1H), 7.04 (4, 2H), 6.97 (d, 2H), 6.90
(d, 2H} , 6.60-6.50 (m, 4H) , 6.48 (4, 1H},
5.10-5.00 {(m, 3H), 4.40-4:.28 (m, 4H), 3.79 (s,
3H), 3.76 (s, 3H), 3.26-3.12 (m, 2H); MS: 556

110 (28) -2-[4- (2-N-benzylaminoethoxy)benzoylamino] -3-
| (4 -benzyloxyphenyl)propionic acid methyl ester;
‘H-NMR: 7.68 (d, 2H), 7.41-7.30 (m, 10H), 7.05
(@, 2H), 6.90 (d, 4H), 6.51 (d, 1H), 5.10-5.00
(m, 3H), 4.14 (t, 2H), 3.90 (s, 2H), 3.76 (s,
3H), 3.19 (m, 2H) 3.06 (t, 2H)

The compounds of formula (Iaa) y (Iab) shown in Table 14 were
synthesized according to methods A or C, starting from

intermediate (Xb) or (XIb):



WD 2004/ 110983 PCT/ EP2004/ 006330 63 TABLE 14 Ex. 111

((4-Benzyl oxybenzyl ) - (4-[ 2- (3- et hyl qui noxal i n- 2-

yl oxy) et hoxy] benzoyl } am no) acetic acid ethyl ester; ""HNWVR 7.94 (d, 1H),
7.80 (d, 1H), 7.63-7.52 (m 4H), 7.46-7.31 (m 6H), 7. 14& . 1H),

7.00- 6. 96 W@ 2004410988 07 (s, 2H), 4.86 (t, 2H),- 4.73-4P6Y ‘(%’??4/025339 4.44 (t,
2H), 4.30-4.18 (m 2H), 4.11-3.89 (m 2695, 2.64 (s, 3H, 1.26 (m 3H) 112
(2S) - 3- (4- Benzyl oxyphnnyl ) - 2- (3- [ 2- ( 3- met hyl qui nox

al i n- 2-yl oxy) et hoxy] benzoyl am no}propionic acid nethyl ester; '"HNW 7.94
(dd, 1H), 7.8isfm,14H), 7.60-7.52 (m 2H), 7.43-7.25 (m 8H), 7.13 (dd,
1H, 7.04 (d, 2H), 6.90 (d, 2H), 6.57 (d, 1H, 5.08-5.03 (m 3H), 4.87 (t,

2H), 4.48 (t, 2H) 3.77 (s, 3H), 3.28-3.14 (m 2H), 2.64 (s, 3H) 113
3-((3-Benzy|§%ﬁ Zyl )y =(3=12=(3-Tethyfgurnmoxa =2
-yl oxy) et ho enzoyl tam no)propionic acid ethyl ester; '"HNVR 7.95 (d,

étl)b g (7)2 E(j;LlIZL'I:DD ((&- Benzywxymnm) - 4{10—612 7(325ethy1%w7%o>?amz2&-782 (7 21 i
, . $, m -2.
(m 5H), 1.27 (m éfﬁif”‘ﬂ%g%‘?ﬁwe% W&Hﬁ’y%eth"[z (3CHt hy|%‘5%'1?1]oxa|in- 2-
RO B et ”émgﬁc AN G e (Y S
. , ‘, . - /(. m , . - 0. m , . S, \ .

(t, 2H), 4.78-4.68 7(-r§13‘é’|—(§3,2 4‘.1%4 ) 2"’H)4§'Z:éb-4(!“18 P 219144, 19-8.89 (m
2H), 2.64 1H), 7.00-6.96 {m, 4H), 5.07 (s, 2H), 4.86 (t,
2H), 4.73-4.62 {(m, 2H), 4.44 (t, 2H), 4.30-4.18
(m, 2H), 4.11-3.89 (m, 2H), 2.64 (s, 3H), 1.26 (m,

3H)

112 (28) -3- (4~Benzyloxyphenyl) -2-{3-[2~ (3-methylquinox
alin-2-yloxy)}ethoxylbenzoylamino}propionic acid
methyl ester; 'H-NMR: 7.94 (dd, 1H), 7.81 (4, 1H),
7.60-7.52 (m, 2H), 7.43-7.25 (m, B8H), 7.13 {(&d,
1), 7.04 (4, 2H), 6.90 {(d, 2H), 6.57 (d, 1H),
5.08-5,03 (m, 3H), 4.87 (t, 2H), 4.48 (t, 2H),
3.77 (s, 3H), 3.28-3.14 {(m, 2H), 2.64 (s, 3H)

113 3-((3~Benzyloxyben2yl)—{3—[2—(3—methquuinoxalin—2
~-yloxy) ethoxy] benzoyl }amino) propionic acid ethyl
ester; 'H-NMR: 7.95 (d, 1H), 7.79 (4, 1H),
7.64-7.52 {(m, 2H), 7.41-7.25 {m, 8H), 7.03-6.78
(m, 5H), 5.04 (s, 2H), 4.81 (m, 2H), 4.55-4.00 (m,
6H), 3.72 (m, 2H), 2.72-2.63 (m, 5H), 1.27 {m, 3H)

114 ((3-Benzyloxybenzyl) -{4-[2- (3-methylgquinoxalin-2-
yloxy)ethoxy]benzoyl}amino)acétic acid ethyl
ester; ‘H-NMR: 7.94 (d, 1H), 7.80 (4, 1H),
7.61-7.29 (m, 10H), 6.97-6.82 (m, 5H), 5.08 (s,
2H), 4.86 (t, 2H), 4.78-4.66 (m, 2H), 4.44 (t,
2H), 4.30~4.18 (m, 2H), 4.12-3.89 (m, 2H), 2.64
(s, 3H), 1.28 (m, 3H)




(s, 3H, 1.28 (m 3H) WD 2004/110983 PCT/ EP2004/ 006330 64 115

3- ((3-Benzyl oxybenzyl ) - {4-[ 2- (3- met hyl qui noxal i n-2 -yl oxy) et hoxy] benzoyl )
am no) proplonlc aC|d ethyl ester; 1HNWR 7.94 (d, 1H), 7.80 (d, 1H),
7.64-7.52 ( 45724(m8H) 6.97-6.78 (m 5H) , 5.07 (s, 2H
4.86 (t, 2 2"%’%‘2"8{br s, 2H), 4.43 (t, 2H), 4.20-4. OPQHEP20M40006330 67 (m
2H), 2.75-2.64 (s, 5H), 1.25 (m 3H) 11664
((3-Benzy|oxybenzyl)-{S-[Z-(S-iethquuinoxalin-2- yl oxy) et hoxy]

benzoyl }am no)acetic acid ethyl ester; "HHNVR 7.94 (d, 1H), 7.81 (d, 1H),
7.65-7.50 (MZA), 31(43 ﬁeﬁégi@kyﬁgﬂzylé -1d- @28@3 ~hSRhPIduinoded ine 2H)
4.86-4.79(Ln 2H) , 60-4.5 4.44-4.30 (m , 4.24-4.183 (m
2H), 4.14-3[85 (m ‘Q’F-I?XYQQB]BOJ(CE],b%FEOYl}Em?xEO?LP?Z@P{-@ﬁLl%I—l)aqqd? ethyl
(2S) - 3- (4- Br onpphe {4l 3-mptdy! au in

- 2-yl oxy) et hoxy] be %)zé% am n %\I?’I%pl gﬁl%yam d nex%le ARy er; G R
1H), 7.81 (g}, 1H), 776?}27 (sa , 2H) $0774527 (34 IH) 8H)40 §d9726—|)7,8
7.02-6.98 ( 4H) , 5 0 (t, 4.47 (t, 2H,
377 (s, 3H)., 3. jég‘ §§( @1@7 & %&é 1H)|§D6 o %?9 ¥ E
(29)-3-(4-F uoropkenyl)-&~{34 [(2; (&mt@lzopunnoxal ¢m, 2H), 3 67 (m,
n- 2-yl oxy) et hoxy] he soylanlno} |on|% acid th ester; 1HNWVR]| 7.92 (d,
1H), 7.80 (d, 1H), d7228f , ‘o Bz 822 miMmp )7 11-6.94 (m | 6H),

651 ( g{) LH3 76708 (AT B ey BafBet iyl 25 (22 (3 bt ny Bl nckealiAd 3~ 3H) . 3. 27

7.94 (dd,

yloxy) ethoxy] benzoyl }amino) acetic acid ethyl
ester; ‘H-NMR: 7.94 (d, 1H), 7.81 (4, 1H),
7.65-7.50 {m, 2H), 7.43-7.25 {(m, 8H), 7.12-6.80
(m, 5H), 5.05 (m, 2H), 4.86-4.79 (m, 2H),
4.60-4.53 (m, 2H), 4.44-4.30 (m, 2H), 4.24-4.15
(m, 2H), 4.14-3.85 (m, 2H), 2.63 (s, 3H),
1.32-1.20 (m, 3H)

117 (25) -3~ (4-Bromophenyl) -2- {4~ [2- (3-methylguinoxalin
~-2-yloxy) ethoxy] benzoylamino}propionic acid methyl
ester; 'H-NMR: 7.94 (dd, 1H), 7.81 (4, 1H), 7.72
(d, =2H), 7.60-7.52 (m, 2H), 7.40 (4, 2H),
7.02-6.98 (m, 4H), 6.52 (4, 1H), 5.06 {(m, 1H)},
4.88 (&, 2H), 4.47 (t, 2H), 3.77 (s, 3H), 3.26
(da, 1H), 3.17 (d4d, 1H), 2.64 (s, 3H)

118 (28) -3- (4-Fluorophenyl) -2- {4~ [2~ (3-methylquinoxali

n-2-yloxy) ethoxy]benzoylamino}propionic acid
methyl ester; 'H-NMR: 7.92 (4, 1H), 7.80 (d, 1H),
7.72 (4, 2H), 7.65—?;.52 (m, 2H), 7.11-6.94 (m,
6H), 6.51 (d, 1H), 5.06 (m, 1H), 4.88 (t, 2H},
4.47 (¢, 2H), 3.77 (s, 3H), 3.27 (d4d, 1H), 3.18
(dd, 1H), 2.64 (s, 3H)




(dd, 1H), 2.64 (s, 3H WD 2004/110983 PCTI EP2004/ 006330 65 119

(2S) - 3- Cycl ohexyl - 2-{4-[ 2- (3- net hyl qui noxal i n- 2-

yl oxy) et hoxy] benzoyl am no} propionic acid nethyl ester; 1HNVR 7.94 (d,
1H), 7.81-7.77 (m 3H), 7.64-7.51 (m 2H), 7.02 (d, 2

4.90- 4. 83 WR\0BHI098Y 47 (t, 2H), 3.76 (s, 3H), 2.64 (?CTéﬁ% "““?{’8’8"0 95 (m
13H) 120 (2S)-3-Cycl ohexyl -2-{3-[ 2-(3- mebhyl qui noxal i n- 2-

yl oxy) et hoxy] benzoyl am no} propionic acid nethyl ester; 1HNVR 7.93 (d,
1H), 7.80 (d, 1H), 7.64-7.51 (m 2H), 7.46 (s, 1H), 7.36 (d, 2H), 7.12 (m
1H), 6.54 (dis 1H),(24)96~é&y8BohéxyBH)-{ 4. [éz((atmeEEﬁ'lquSnJ:ﬁaiﬁx— ] 2.63 (s,
3H), 1.90-0495 (m £3H) 121~ Th|o hen- 3-y qe t hyl -

{3-[ 2- (t hi ophen- 2-|y/LS¥¥? 3‘&99%1%&% Péﬁ?ﬁeﬁllcac@tqlé acht ek hyI
ester; 1HNMR 7.4Q@ste2? (-nvARE) .7.8425¢d, 0§H)(m 72H)L,-77795 @, 853)m | 2H),
7.78-4.55 (m 2H), 420404(m 4H), 3.78-3 é 315305(m 2H) ;
MS: 448 122 {Thiopﬁeﬁ427y5%3 (mp- (Wi opReh2 2-(¢ rSLﬁ bmyﬁ)éﬁho&&] 1H)

benzoyl } am no} acet|isCc gaci,d thyl er, 40 5 ,

7.25-7.05 (m 2H), * 9g . BgE @'{ %’t e OSN?!R }Z‘) 3 Z% %}W 4. 00- 3. 54
(m 4H), 3514 (t,|226H; NB 3KB4 12%}ﬁ2$ﬁ-3m44133hzyloxyphenyl)
3-[ 2-(3- net hyt~2 Au. cL “ﬁZG“waH%““ Br-eptoni C
aci d met hyl %%?er %E@p §§r§c1 ﬁ y1- bj{ﬁ_} ékﬁyi Incxalid-2-""
(23)'3'((4'Ben2y|O&ibﬁﬂlﬁthokﬁiﬁ@hié&lﬁﬁﬂﬁﬂ}pio@i@nlc acid methyl

ester;

H-NMR: 7.93 (d., iH), 7.80 {4, 1H), 7.64-7.51 (m,
2H), 7.46 (s, 1H), 7.36 (d, 2H), 7.12 (m, 1H),
6.54 (d, 1H), 4.90-4.83 (m, 3H), 4.47 (t, 2H),
3.76 (s, 3H), 2.63 (g, 3H), 1.90-0.95 (m, 13H)

121 {Thiophen-3-ylmethyl-

{3-[2- (thiophen-2-ylsulfanyl)ethoxylbenzoyl}amino}
acetic acid methyl ester; *H-NMR: 7.40-7.25 (m,
4H) , 7.25-7.05 (m, 2H), 7.05-6.85 {m, 2H) ,
7.78-4.55 (m, 2H), 4.20-4.04 (m, 4H}), 3.78-3.65
(m, 2H), 3.,15-3.05 {m, 2H); MS: 448

122 {Thiophen-2-yl{3-[2~ (thiophen-2-ylsulfanyl)ethoxy]
‘ benzoyl}amino}acetic acid methyl ester; ‘H-NMR:
7.40-7.25 {(m, 4H), 7.25-7.05 {(m, 2H), 7.05-6.90
{m, 2H), 6.05 (d, 1H), 4.17 (t, 2H), 4.00-3.54 (m,
4H), 3.14 {t, 2H}; MS: 434

123 (28) -3- (4-Benzyloxyphenyl) -2-{3- [2- (3-methyl-2-0x0
-2H-quinoxalin-1-yl) ethoxy] benzoylamine }propionic

acid methyl ester; MS: 592.

124 (28) -3- ( (4-Benzyloxybenzyl) - {3- [2- (3-methyl-2-oxo-
2H-quinoxalin-1-y1l)ethoxy]benzoyl }amino)propionic
acid methyl ester; MS: 606




2H qui noxal i n- 1-yl ) et hoxy) benzoyl } am no) propi onic acid nethyl ester; M
606 WO 2004/ 110983 PCT/ EP2004/ 006330 66 The conpounds of fornula (la) shown
in Table 15 were synthesized according to nmethods N or P, starting from
conpounds vob 260arimesisa (1 b) METHOD N To a solution of 1 egcairdbf/weizpound of
formula (I1b), 1.3 eq of HOST and 1.3 qu?'f EDC i n tetrahydrofurane, the
solution being 0.2 Min the conpound of fornmula (Ib), 2 eq of

triethylam ne and 5 eq of the correspondi ng al cohol were added. The
reaction mxture was stirred at roomte erature for 18h, and then water
and di chl orBifet AP addfed. foenlayr gebftlc 1SRN wald? sdRRiR ed S ar?t‘f—lfehe
aquous | ay a W ongt hape. The S
wer e conb?gr}mgﬁi%dsrl eéi o%eér%%%q-g% Ol,il:tSAqSO :&ﬁlr%aéur?atgzp anﬂ £ %ereo& %&{'

sol vent wa&cnhgsiuﬂdeobﬁ)fﬁonmﬂm t{Hsluced pressure. METHOD P: 1 Eq of the
conmpound of forrmula (Ib) was dissolved in the corresponding al cohol, and.?2
drops of H2SO4 conc. were added. The solution was stirred over night at

room t enpengitich @nd the solvent was distilled off at reduced pressure. WO
2004/ 110983 PCH EP2004/ 006330 67 TABLE 15 Ex. 125

(29) - 3- (4- Benzy |smdypptieny | Q£ 2k {elg [@F (1heratdnd@uidiexE formula (Ib), 1.3 eq

?LII nllz—l)yl (7)x et hoxy#gnzlo%;%n% gg}_ pr08| ggg&eg%égyéﬁj g}ﬁ)a%%;ez:@e%l—l- NR‘?ﬂgn 95
being 0.2 M in the compound of formula (Ib), 2 eg of
triethylamine and 5 eq of the corresponding alcohol were
added. The reaction mixture was stirred at room temperature
for 18h, and then water eﬁ_ld dichloromethane were added. The
organic layer was separated, and the aquous 1éyer was
extracted once with dichloromethane. The organic layers were
combined, dried over anhydrous sodium sulfate, and filtered.

The solvent was distilled off under reduced pressure.

METHOD P:

1 Eq of the compound of formula (Ib) was dissolved in the
corresponding alcohol, and 2 drops of H,SO, conc. were added.
The solution was stirred over night at room temperature, and

the solvent was distilled off at reduced pressure.



5H), 7.05 (d, 2H), 7.00 (d, 2H), 6.89 (d, 2H), 6.52 (d, 1H, 5.03 (m 3H),
4.88 (t, 2H), 4.47 (t, 2H, 4.22 (q, 2H, 3.20 (m 2H), 2.65 (s, 3H, 1.29
(t, 3H) 126 (2S)-3-(4-Benzyl oxyphenyl)-2-{4-[2-(3-net hyl qui nox

al i n- 2-yl oxy) et hoxy] benzoyl am no} propi oni ¢ aci d isopro%% ester: MS: 620
127 (29) - 3-Wa2@&a98%xypheny| ) - 2- { 4- [ 2- ( 3- met hyl qui nox T/EB 2004006350

al i n- 2-yl oxy) et hoxy] benzoyl am no} propi oni&” acid propyl ester; M. 620
EXEMPLE (Ib): METHOD Q To, a solution 0.1 Mof 1 eq of the corresponding
acid chloride in tetrahydrofurane or di oxane, an aqueous solution of 1 eq
of the am noaaBdizciderivative, and 2 eq of sodium hydroxi de was added. The
resulting mxture was stirred for 18h at roomtenperature. Then, HC1L 1 N
was added dropwi se wuntil pH acid was reached, and the sol ution was
extracted t[@,.Ce thethyl acetate.—The conbi med—orgamt tayers wene dried
over anhydrqus sodjumsulfate, and filtered. The _solvent was distilled off
under reducgd2pr ess(2$), -nc -Heazydbkgphedyllesi -due Bad 3pmethiydgubyox ¢l um

chr omat ogr aghy. MET R 04/110983 PCT/ ER2004/ 006330 68 To m xture
of 1 eq of acid of E%‘_grarh% érvi(%’ﬁygetf%y ’d(%‘l* gﬁdroi’lg & of E‘S&g

t et rahydr of Ur ane of eﬂi}@(a@&dff e'radged, 7 amad tdhe 1€sul ¥iggy sal ualen (0.2 M
in the acid|of form s stirred during 2h at roon1tenperature.
Then, an aduous SJTUH or(dof zf{e'q 6f S hé- i ﬁﬁac@rﬂ’c dért%afilR, @ng 2 eq

of sodi um hydroxi despes adged.(gThexpol Uyign vas swyrref.ss (4, 2m),
6.52 {(d, 1H), 5.03 {m, 3H), 4.88 (t, 2H), 4.47 (t,
2H), 4.22 (g, 2H), 3.20 (m, 2H), 2.65 (s, 3H),
1.29 (t, 3H)

126 (23) -3~ (4~Benzyloxyphenyl) -2- {4~ [2- (3-methylquinox
alin-2-yloxy)ethoxylbenzoylamino}propionic acid
isopropyl ester; MS: 620

127 (28) -3- (4-Benzyloxyphenyl) -2-{4-[2- {3-methylquinox

alin-2-yloxy) ethoxy]benzoylamino}propionic acid

propyl ester; MS: 620

EXEMPLE (Ib):

METHOD Q:

To a solution 0.1 M of 1 eg of the corresponding acid
chloride in tetrahydrofurane or dioxane, an agueous solution
of 1 eq of the amincacidic derivative, and 2 eq of sodium
hydroxide was added. The resulting mixture was stirred for
18h at room temperature. Then, HC1I 1 N was added dropwise
until pH acid was reached, and the solution was extracted
twice with ethyl acetate. The combined organic layers were
dried over anhydrous sodium sulfate, and filtered. The
solvent was distilled off under reduced pressure, and the

obtained residue was purified by column chromatography.

METHOD R:



over night at roomtenperature. Then, HC1 1 N was added dropw se until pH
acid was reached, and the solution was extracted twice with ethyl acetate.
The conbi ned organic |ayers were dried over ' anhydrous sodium sul fate, and
filtered. The solvent was distilled off under reduced pressure, and the
obt ai ned r eI WES3purified by colum chromat ogr aphy. PAHEPBH6WNdS of
formula (Ib) shown in Table 16 were syn68esized according to nethods Q or
R, starting from internediates (VIb): WD 20041110983 PCT/ EP2004/ 006330 69
TABLE 16 Ex. 128 (2S)-3-(4-Benzyl oxyphenyl)-2-{4-[2-(5-nethyl-2-phe

nyl oxazol - 4- cvda)@t:hrgmdréoeffzqyl dfo}aléli@pb@nfﬁrr@tﬁléi (Iﬁﬁl\iv% og VE G (m
18H), 5.00 (s, 2H), 3.40 (m 2H), 2.95 (m 2H),
2.35 (s, 3H)ali<%91(%s?qz 0@4 E@&wzyﬂﬁﬁ%ﬁ’ﬁf@ﬂléﬁ%ows%@Xﬁ@ﬁzwe@@pﬁe’led

ny|6) pr OE):jon'Z%D:L@C'tﬂ yéiéﬂ%lﬁ% G*.QDZL(LQOJ.C%H) &O 271\437er %%e( rrél_ﬁzﬂé]%f 7fc9§nu(l%. 2H)
3.23-3.15 (m(IPH) w39 (szs):rsd( Memyl?éxy@menww ze{nneratdmenZWam ﬁ!@et
hoxy) benzoyl d N ( 3H),
15 (7 2y SRIB PRI A5 e 37, Ve ofif0abidfe (e fpgiing Ud 3
(2R)-2-[4- (2edi bénzsy:liamnnhydlnoxyaibewaeyIaﬂn”tedo] TRe( sclktiiodolwa® ydtiprmepl oni ¢
acid; 1H NNRover mth‘l at( mro%:?lmtenﬂpesr%tglre. 1|_'10Hen£t' Oﬁcﬁt 1 %\1H) Y’Nag' 7a2dd(esd

dropwise until pH acid was reached, and the solution was
extracted twice with ethyl acetate. The combined organic
layers were dried over anhydrous sodium sulfate, and
filtered. The solvent was distilled off under reduced
pressure, and the obtained residue was purified by column

chromatography.

The compounds of formula (Ib) shown in Table 16 were
synthesized according to methods Q or R, starting £rom

intermediates (VIb):



4H), 3.55-3.25 (m 2H), 2.89 (t, 2H) 132

3-(4-tert-Butyl phenyl)-2-[4-(2-di benzyl am noet hoxy )benzoyl am nol propi onic
acid; 1HNW 7.62 (d, 2H), 7.50-7.11 (m 14H), 6.83 (d,1H), 6.76 (d, 2H),
491(m1H1v t, 2H, 3.94 (s, 4H), 3.38-3.16 (m 2H), 3.05 (t, 2H),
1.20 (s, ({g@ugo%g Br onophenyl ) - 2-[ 4- ( 2- d|benzylanlnoéﬁﬁﬂkymﬁﬁhzm
oylanino]proplonlc acid;, 1HNVR 7.62 (dg82H), 7.43-7.24 (m 12H), 7.04 (d,
2H), 6.85 (d,1H), 6.77 (d, 2H), 4.86 (m 1H), 4.12 (t, 2H), 3.98 (s, 4H),
3.36-3.13 (m 2H), 3.07 (t, 2H WD 2 004/1 1 0983 PCT/ EP2004/ 006330 70 134
3- Bi phenyl - 279ykr2-{&- ( 2- di benzyl am noet hoxy) benzoy | am no) propionic acid;
"HHNWVR 7.46-7.17 (m ‘21H), 6.72 (d, 2H), 6.36 (d, 1H), 4.66 (m 1H), 4.07
(t, 2H), 3.84 (s, 4H), 3.44-3.09 (m 2H), 2.98 (t, 2H) 136

3- Bi phenyl - 4gyt=2-4=(2=dir benzytamnoet hoxyj benzoy —tamnojproprormc aci d;

" H NVR 7.6: (d. ZH). 7.45-7.22 (m 19H), 6.93 (d. 1H), 6.74 (d,_ 2H), 4.95
(m 1H), 4.0828t, Q -3-43- Bsnzxt]:bzcypmammslzﬁ%rﬁﬁ BEI}me‘GhjaB—:{-tgheZI—D 137 3-
(4-tert-Butyl phenyl (23 enzyl.-am noet hox benzoyl am. n propionic
acid; 1H VR 7 45%’12?%"“2%% 511—31 ‘L')ll e ﬂng}??fo‘#ﬁ A3H96| (s,

4H), 3.36-3]02 (m|'AHMRL. 169G s6. QTDniB&BH), 5.00 (s, 2H), 4.45 (m,
3- (4- Br onophenyl ) - 3-(2- d|b nzylanlnoethox benz anlno]pr ohi ¢ aci d;
"H NVR  7.52-6.85 (]ﬁ{)r inoy E/“éo %’f‘" é) 3@9( aH) |
3.51-3.03 (qE] 4H) |B3%53- (@3 Bﬁq)m)phenyl) [3 (2-di benzyl am noet hoxybbenz

129 (28) -2~ (4-Benzyloxybenzoylamino) -3~ (4-benzyloxyphe
nyl)propionic acid; *H-NMR: 7.66 (d, 2H),
7.37-7.31 (m, 10H), 7.08 (4, 2H); 6.95 (4, 2H),
6.86 (d, 2H), 5.07 (s, 2H), 4.99 (s, 2H), 4.93 (t,
1H), 3.23-3.15 {(m, 2H)

130 (23)-3—(4-Benzyloxyphenyl)—2~[4-(2—dibenzylaminoet
hoxy)benzoylamino]propionic acid; 'H-NMR:
8.00-6.75 {(m, 24H), 4.88 (m, 3H), 4.15 (t, 2H),
3.98 (s, 4H), 3.35-3.14 {(m, 2H), 3.08 (t, 2H)

131 (2R)-2-[4- (2-Dibenzylaminoethoxy)benzoylamino] ~3~ {
' 1H-indol-3-yl)propionic acid; H-NMR: 7.72-6.74
{m, 20H), 4.80 (m, 1H}, 4.02 (t, 2H), 3.72 (s,
4H), 3.55-3.25 (m, 2H), 2.89 (t, 2H)

132 3-{4-tert-Butylphenyl)-2- [4- (2-dibenzylaminoethoxy
)benzoylamino]l propionic acid; 'H-NMR: 7.62 (d,
2H), 7.50-7.11 {(m, 14H), 6.83 (4,1H), 6.76 (4,
2H), 4.91 (m, 1H), 4.10 (t, 2H), 3.94 (s, 4H),
3.38-3.16 (m, 2H), 3.05 (t, 2H), 1.20 (s, 9H)

133 3~ (4-Bromophenyl) -2- [4- (2-dibenzylaminoethoxy) benz
oylaminolpropionic acid; *H-NMR: 7.62 {d, 2H),
7.43-7.24 f{(m, 12H), '7.04 (4, 2H), 6.85 {d,1H),
6.77 (4, 2H), 4.86 {(m, 1H), 4.12 (t, 2H), 3.98 (s,
4H), 3.36-3.13 (m, 2H), 3.07 (t, 2H)




oyl am no] propionic acid; 'HHNWR 7.60-6.88 (m 19H), 4.83 (m 1H), 4.29 (t,
2H), 4.11 (s, 4H), 3.32-3.05 (m 4H) 140
3-Biphenyl-2-y|-2-[3-(2-dibenzylaninoethoxy)benzoy | am nol propi oni c aci d;
'HNWVR 7.50-6.88 (m 24H), 4.93 (m 1H), 4.29 (m 2H), 4.13 (s, 4H),
3.40-3. 20 (momwmmai 2-[4- (2-Di benzyl am noet hoxy) benzoyﬁ@fmm}mﬁ&§ phe
noxyphenyl ) propionic acid; 1H NVR 8.06-6574 (m 24H), 4.90 (m 4.10
(t, 2H, 3.89 (s, 2H, 3.76 (s, 2H), 3.40-2.92 (m 4H) V\02004/110983
PCT/EP2004/006330 71 142 3- (5 Br ono- IH-|ndoI 3 yI) 2 [ 4- (2 dibenzylaninoeth

St Y T o BB B S e S A S Bty [ 1 51y
143 2-[3-(21Di benzubmﬂho@ptbpﬁymben%mMLaﬁHanR 37(B6pher7 (m, 21H),

henyl ) pr opi 1H NVR 446 aH), 4. 87 1H), 4.16
(0505 ba s, Jhur2 (& dbhy o 44, (degtifago7ss T 1o, °4. 67

3- (5- Brono- | Hi nddl2u3- yk) 82- [ 3; (ﬁa)dl bﬁwbaﬁbn%t thpxyﬁ bﬂnzazvl @rﬂ)no 1 prop
ionic acid; L' H-NVR 7 79-7 20 (m 19H) — 4 .96 (m 1N)

3.52-3.24 #HHGM—I) 3r@5p(125y124f331(%~ Bediyri@ia?béﬁ%wm% emcmg 3-(4

- benzyl oxyphenyl ) pr H 21 1 7. 07 (m
4H), 7.01 (i, 1H), 199 48! %rggi‘?mc % 58 (s RIH) 8556 tigg %H:?] 7H) |
3.31 (dd, 1H), 3.27.48d7.28) (Whe BHpounds ohiioiﬁhlaG(Wb) &howeH) n| Tabl e 17
vere 4.95 (m, 1H), 4.08 (t, 2H), 3.93 (s, 4H),
3.44-3.23 (m, 2H), 3.03 (t, 2H)

137 3-(4-tert-Butylphenyl)-2-[3-(2-dibenzylaminoethoxy
)benzoylaminol propionic acid; 'H-NMR: 7.45-6.82
(m, 19H), 4.920 {(m, 1H), 4.19 ({t, 2H), 3.96 (s,
4H), 3.36-3.02 (m, 4H), 1.16 {s, °H)

138 3~ (4-Bromophenyl) -2- [3- {2-dibenzylaminocethoxy) benz
oylamino] propionic acid; 'H-NMR: 7.52-6.85 (m,
194}, 4.98 (m, 1H), 4.20 (t, 2H), 3.99% (s, 4H),
3.51-3.03 (m, 4H)

139 3- (3-Bromophenyl}) -2- [3- (2-dibenzylaminoethoxy) benz
oylaminolpropionic acid; ?*H-NMR: 7.60-6.88 (m,
19H), 4.83 (m, 1H), 4.29 (t, 2H), 4.11 (s, 4H),
3.32-3.05 {m, 4H)

140 3-Biphenyl-2-y1l-2-[3- (2-dibenzylaminoethoxy)benzoy
lamino] propionic acid; 'H-NMR: 7.50-6.88 (m, 24H),
4.93 (m, 1H) , 4.29 (m, 2H) , 4.13 (s, 4H),
3.40-3.20 (m, 4H)

141 2-[4- (2-Dibenzylaminoethoxy) benzoylaminol -3~ (3-phe
noxyphenyl)propionic acid; 'H-NMR: 8.06~6.74 (m,
24H), 4.90 {m, 1H), 4.10 (t, 2H), 3.89 (s, 2H),
3.76 (s, 2H), 3.40-2.92 (m, 4H)




t hesi zed according to nethods J or K starting from conpounds of formula
): WD 2004/ 110983 PCT/ EP2004/ 006330 72 TABLE 17 Ex. 146
-(2-Di benzyl am noet hoxy) benzoyl ] - ( 3- phenoxybenz yl)am no}acetic acid;
H NVR. 7. 66- Sm 23H) 4.81-4.68 (m 2H), 4.57 (s, 4H), 4.40 (m 2H),
18- 4. 00 (W,O ZQM]H 983 63 (m 2H) 147 PCT/EP2004/006330

2S) - 3 (4- Benzyl oxyphenyl ) -2-[ 4- (3- phenyF4l | yl oxy) benzoyl am no] propi oni c
acid; "HNW 7.66 (d, 2H), 7.40-6.84 (m 17H), 6.71 (d, 1H), 6.36 (dt,
1H), 4.98 (s, 2H), 4.92 (t, 1H), 4.70 (d, 2H), 3.30-3.08 (m 2H) 148
(2S)-3-(4-Bengyl o )aphengi:ama i.#&ﬂaﬂh@w&ybenzwox dipdrenziomliaideral pr opi oni c
acid; 1HNWR 7.67 7 4679(m 99m&s 2|—3i 494(3,

oH), 4.84 (L’ 1H), %Yiéeﬁzﬁfélwm%%mp&@mc adka,;

(2S) - 3- (4- Benzyl oxyphenyin)-,2- § 494 bl(ahemql) -ylgqethn 4.17 (zt’

oxy) benzoyl ani nol pr op| oni ¢ aci d; 1H- 7. 82 6 (rn 22H) g (s, 2H),
5.02 (s, 2H],

(2S) - 3-(4- B pr opi oni c

acid 1+ R Y ( T P91 (s,
4.76 (1, 1H),n©x2§h€n92 pmpﬁbﬂ)ld.S&CJ.d "HNMR: 7.44-6.88 (m,

(28) 2-[ 4- ( 8- Benzy benzyl oxy) benzoy! - 3-

- benzyl oxypaenyl);:rzg?{c)nlrlc)é %3’ '%W%G%t(dgé)ZH)a,'gf 3(43-'6.47H7)'(m 20H) ,
5.00 (s, 2H), 4.973(sa-32bB, 14,94]1{)(5, 2H), 4.77 (m 1H), 3.25-3.04 (m 2H
144 3- (5-Bromo-1H-indol-3-y1) -2~ [3- (2-dibenzylaminceth

oxy)benzoylaminc]l propionic acid; *H-NMR: 7.79-7.20
{m, 19H), 4.96 {(m, 1H), 4.23 {m, 6H), 3.52-3.24
(m, 4H)

145 (23)—2-[3—(3—Beﬁzyloxybenzyloxy)benzoylamino]-3-(4
-benzyloxyphenyl)propionic acid; *H-NMR: 7.45-7.21
(m, 14H) , 7.13-7.07 (m, 4H) , 7.01 (d, 1H),
6.96-6,.89 (m, 3H), 6.58 (d, 1H), 5.06-4.99 (n,
7H), 3.31 (44, 1H), 3.21 (dd, 1H)

The compounds of formula (Tb} shown in Table 17 were
synthesized according to methods J or K, starting from

compounds of formula (Ia):



WO 2004/ 110983 PCT/ EP2004/ 006330 73 152
(2S) - 3- (4- Benzyl oxyphenyl ) - 2- (4- phenet hyl oxybenzoy | am no) propi oni ¢ aci d;
IHNWR ,63 (d, 2H), 7.39-7.24 (m 1OH), 7.19 (d, 2H), 6.92-6.86 (m 4H),
6.47 (d, 1H, 5.01-4.92 (m 3H), 4.19 (t, 2H), 3.26-3.07 (m 4H) 153

(2S) - 3- (4- Beitzpbonyshenyl ) - 2- [ 4- ( 3- phenyl propoxy) b enzopdarpreed@ERp oni c
acid; 1H-NWR 7.66 (d, 2H), 7.39-7.18 (my 10H), 7.10 (d, 2H), 6.89-6.86 (m
4H), 5. 00 (s, 2H),. 4.94 (t, 1H), 4.97 (t, 2H), 3.30-3.13 (m 211), 2.80
(t, 2H, 2.10 (m 2H) 154 {(4-Benzyl oxybenzyl)-[ 4-(2-di benzyl am noet hoxy) ben

zoyl ] am no}a ngd 'H-NNR 731640(m 23H), 4.90-4.50 (m 4H),
390360(% (m 2H) 155

{(3-Benzyl oxybenzyl) - [3 (2-di benzyl am noet hoxy) ben zoyl]am no}acetic acid;
IH-NVR 7.60-6.91 (m 23H) 5 04-5 01 (m 2H) 4 76-3 68 (m 10QH)

3.40-3, 20 (mExZH) 156 [3 (2 Di benzyl am noet hoxy) benzoyl] (3 phenoxytenz
yl ) am no} acefsg i H),
3.32-3. 17 (mM%-H) gffé { F% I%%zéré%%ﬁﬁg%%%&%oxy;Cﬁlelr}zoglal ]p‘?x(e&b?ig%%g‘ benz
yl)amni no}acetic aciygl)aiidRcet. iG] -0 i (H}-NHBH) 7.64-8088. Th, (m31—[]10|-
3.35-3.15 (m 2H) (4-tert,- But ben 8:{—‘6 i bepz oxy) be
nzoyl ] am no}laceti c g % 7é86 ‘i %L , Sy, %gﬁjs 3‘% ‘%/471 rH1’T2I—|) 11.135-1. 20
(m 9H) 159 {[3-(2-ab®n@ydcamnnoeztqug) benz@ylJu)( 3- benzyl oxybe
nzyl ) ani no}ﬂt_e,u_:;_ér*m; 1TH NVR. 7 60-6.76 (m

147 (28) -3~ (4-Benzyloxyphenyl) -2- [4~ (3-phenylallyloxy)
benzoylamino] propionic acid; *H-NMR: 7.66 (d, 2H),
7.40-6.84 {(m, 17H), 6.71 (4, 1H), 6.36 (dt, 1H},
4,98 (s, 2H), 4.%2 (t, 1H), 4.70 (d, 2H),
3.30-3.08 (m, 2H)

\b

148 (28) -3~ (4-Benzyloxyphenyl) -2- [4- (4-phenoxybenzylox
y)benzoylamino]l propionic acid; *H-NMR: 7.62 (&,
2H), 7.34-6.79 {m, 20H}, 4.99 (g, 2H), 4.94 (s,
2H), 4.84 {t, 1H), 3.25-3.02 (m, 2H)

149 (28) -3- (4-Benzyloxyphenyl)-2-{4- (biphenyl-4-ylmeth
oxy)benzoylamino]propionic acid; 'H-NMR: 7.82-6.91
{m, 22H), 5.28 (s, 2H), 5.02 (s, 2H), 4.75 (t,
1H), 3.40-3.10 {m, 2H)

150 (28) -3- (4-Benzyloxyphenyl) -2~ [4- (3 -phenoxybenzylox
y)benzoylamino] propionic acid; *H-NMR: 7.61 (4,
2H), 7.36-6.77 (m, 20H), 4.27 (s, 2H), 4.%1 (s,
2H), 4.76 {(t, 1H), 3.25-3.02 {(m, 2H)

151 (28) -2-[4- {3-Benzyloxybenzyloxy)benzoylamino] -3- (4
-benzyloxyphenyl)propionic acid; *H-NMR: 7.61 (d,
2H), 7.34-6.77 {(m, 20H), 5.00 (s, 2H), 4.97 (s,
2H), 4.91 (s, 2H), 4.77 (m, 1H), 3.25-3.04 (m, 2H)




23H), 5.03-4.99 (m 2H), 4.74-3.15 (m 12H) WO 2004/ 110983 PCT/ EP2004/ 006330

74 160 (2S5)-3-(4-Benzyl oxyphenyl)-2-{4-[2-(3-nmet hyl qui nox

al i n-2-yl oxy) et hoxy] benzoyl am no}propionic acid; |IHNVR 7.99-6.86 (m

17H) 657&9 1I—P1 4.99 (m 3H), 4.86 (t, 2H), 4.44 (t, 2H), 3.39-3.12 (m
2.63 ( g% (25) - 3- (4- Benzyl oxyphenyl ) - 2- { 4- [ 2PCBEP2004/006330

brom)phenoxy) et hoxy] benzoyl am no} propi oniyg acid; 1HNWR 7.62 (d, 2H),

7.33-6.79 (m 15H), 4.95 (s, 2H), 4.83 (t, 1H, 4.26 (s, 411), 3.25-3.02

(m 2H) 162 3-{(3-Benzyl oxybenzyl) [4 (2 di benzyl am noet hoxy) b

enzoyl |l am n T
3- {Z(g Benzmgggggnzy%@ -f% (‘(%B%BEE% @&%lgt ho>éy) Bhefalﬁtz:%w?x%a iopy r ppi oni ¢

actd: N T 52 ucomeoptotie 7 8516; 62 ‘¢WNMBK) 635. 03d(s 29,
4.75.4.51 (m 2M)|. 407 m 75-3,66 Lm 6f) -2.88 (m
iy 2. 78-238 (m | oHoreas " 18 FL Y00 A, O8hea-Eis”
3-{(4-Benzyl

_ oxybenayft)) [8 £2- Otabernza/)l ansn@ﬁlzh@gy)hn e@myl I@nisnok@r pi onic
acid; 'H NWVR 7.38[7.15 (m 7.06-6.71 (m 6H), 4.95 (s, 2H).
4.66-4.38 (m 2H) 21‘!1):1@@69'2 @Fh (pH)4HR. 81-3. 44 (m 6H) 2.95-2.78 (m
2H), 2.54-2 (T
2-[4-(2-Di bé%%l a noet hox;}) ggrl%zzgyf)xﬁ?he?y]g (2 s (3 ~phenylpropoxy) b

hyl -1 B i ndol|- 3- I )rﬁmrcqﬂ}dmmn@dpdolaithNRamdﬁ L (M6@H(d, 7288, 7. 24 (m
oH), 7.09-6.83 53 (d 3,83; 3, 7 6H) ,
3.H?°,9 (m 5H), 2.3(33 H) 8 6EM3. %éme@n?y?gxﬂm%ﬁadm g?ﬁ‘i %G(Z’]“( K

di benzyl am noet hoxygme,nzaymam B0l 2MqpidorE4a &cj din), 4.97 (&, 2H)
3.30~3.13 (m, 2H), 2.80 (t, 2H), 2.10 (m, 2H)

154 { (4-Benzyloxybenzyl) - [4- (2-dibenzylaminoethoxy)ben
zoyllamino}acetic acid; ‘'H-NMR: 7.31-6.40 ({(m,
23H), 4.90-4.50 (m, 4H), 3.9%0-3.60 {(m, 8H), 2.74
(m, 2H)

155 { (3-Benzyloxybenzyl) - [3- (2-dibenzylaminoethoxy) ben
zoyllamino}acetic acid; I'H-NMR: 7.60-6.91 (m,
23H), 5.04-5.01 (m, 2H), 4.76-3.68 (m, 10H),
3.40-3.20 (m, 2H)

156 {[3- (2~Dibenzylaminoethoxy)benzoyl] - (3-phenoxybenz
yl)amino}acetic acid; 'H-NMR: 7.58-6.88 (m, 23H),
4,79-3.71 {(m, 10H), 3.32-3.17 (m, 2H)

157 {[3-(2-Dibenzylaminoethoxy)benzoyl] - (4 -phenoxybenz
yl)aminoc}acetic acid; 'H-NMR: 7.61-6.94 (m, 23H),
4.80-3.71 {(m, 10H), 3.35-3.15 (m, 2H)

158 { (4-tert-Butylbenzyl) - [3- (2-dibenzylaminoethoxy) be
nzoyllaminol}acetic acid; 7.65-6.92 (m, 18H),
4,78-3.38 (m, 12H), 1.35-1.20 (m, 9H)

159 {[3- (2-Dibenzylaminoethoxy)benzoyl] - (3-benzyloxybe
nzyl)amino}acetic acid; 'H-NMR: 7.60-6.76 (m,
23H), 5.03-4.99 (m, 2H), 4.74-3.15 (m, 12H)




IHNVR 7.40-7.19 (m 15H), 6.97 (m 3H), 6.80-6.72 (m 2H), 6.40 (m. 2H),
4.92 (m 1H), 4.69 (d, 1H), 4.46 (d, 1H), 3.68 (m 6H), 3.26 (m 2H), 2.76
(m 2H) WD 2004/ 110983 PCT/ EP2004/ 006330 - " - 75 167

3- (5- BenzylogylH-lndoI 3-yl)-2-[3-(2-

di benzy! am W@HHHPPDenzoyl ani no] propi onic acid;  1H NVRCT/ERZR07006830 ( m
15H), 6.92-6.85 (m 4H), 6.72-6.50 (m 4H), 482(m 1H), 4.64 (d, 1H),
4.43 (d, 1H), 3.67 (m 2H), 3.56 (s, 4H), 3.20 (m 2H), 2.66 (m 2H 168
{(4-Benzyl oxybenzyl) {4 [ 2- (3-net hyl qU| noxal i n- 2-

yl oxy) et hox NZoy, nQLa | 873L A (d, 1H),
AL (%’L@?cﬁ) ('2}5?1‘3 Q% ﬁgﬂﬁlé’gﬂgﬂo XR?E.Q [E) iﬂet&;{ﬂqulhoéc 4 80
(t, 2H), 4.68-4.55 “2H)’102$Y38tb@xymn201f4&0\4n9}FQOPmnm:—l) QC—‘B&(S, 3H)

169 (2S)-3-(4- Benz he y -

di net hyl phenoxy) et hoxiﬁigengo%/ a?zn énsg}{)ropl 6 g.gl éd'lllfh 9794§“7 30 (m
9H), 7.24-6/91 (m|3HIH), 46868 (:d ZH),, :54)47 5t002¢-1m, 3§H)39-éB B2-4(m2) (m
2H), 4.17-4)14 (mzé{i) E(; iL 3.21 (dd, 1H), 2.32 (s, 6H); 170
3-{(3-Benzylloxyben {24 2( 3- ﬁlé hyI gui noxal i n- 2

-yl oxy) et hoxykDenzioyd &y anina} BEapy OFkepasiy,) W5]2-392 (37T

{(3-Benzyl ojybenzyogd 8 g ? {%%l nc@l | n-{ -EE

yl oxy) et hoxyi benzoyarcmep }1@6&‘@ eghg@yhbem@yl@mnoipzoplomc acid;
{(3-Benzyl O'ybenzyll?{ el 29 (82 meg hybgui “Pl\g%':g g% (m, 15H), 4.95 (s,

yl oxy) et hoxyl benzo am no acet i ¢’ aci d;
2H), 4.83 (t, 1H), 4.26 (s, 4H), 3.25-3.02 (m, 2H)

162 3—{(3—Benzyloxybenzyi)-[4~(2-dibenzylaminoethoxy)b

enzoyl]amiﬁo}propionic acid; MS: 629

163 3-{ (3-Benzyloxybenzyl) - [3~ (2-dibenzylaminoethoxy}b
enzoyl] amino}propionic acid; *H-NMR: 7.52-7.16 (m,
17H), 7.05-6.62 {(m, 6H), 5.03 (g, 2H), 4.75-4.51
(m, 2H), 4.07-3.85 {(m, 2H), 3.75-3.66 (m, G6H},
3.14-2.83 (m, 2H), 2.78-2.33 (m, 2H)

164 3-{ (4-Benzyloxybenzyl) - [3- (2-dibenzylaminoethoxy)b
enzoyllamino}propionic acid; ‘H-NMR: 7.38-7.15 (m,
17H), 7.06-6.71 {m, 6H}), 4.95 (s, 2H), 4.66-4.38
(m, 2H), 4.10-3.92 (m, 2H), 3.81-3.44 (m, 6H),
2.95-2.73 (m, 2H), 2.54-2.40 (m, 2H)

165 2-[4-(2-Dibenzylaminocethoxy) benzoylamino] -3~ (1-met
hyl-1H-indol-3-yl)propionic acid; 'H-NMR:
7.50-7.47 (m, 3H), 7.38-7.24 (m, 9H), 7.09-6.83
(m, 5H), 6.53 (4, 2H), 4.93 {m, 1H), 3.83-3.72 (m,
6H), 3.39 (m, 5H), 2.83 (m, 2H)

166 3-({5-Benzyloxy-1H-indol-3-yl) -2~ [4- (2~
dibenzylaminoethoxy)benzoylanino] propionic acid;
'H-NMR: 7.40-7.19 (m, 15H), 6.97 (m, 3H),
6.80-6.72 f{m, 2H), 6.40 {(m, 2H), 4.92 (m, 1H),
4.69 (4, 1H), 4.46 (d, 1H), 3.68 (m, 6H), 3.26 (m,
2H), 2.76 (m, 2H)




173 3-{(3-Benzyl oxybenzyl)-{3-[2-(3-nethyl qui noxal i n-2

-yl oxy) et hoxy] benzoyl } am no} propionic acid; Ms: 592 174

{(3-Benzyl oxybenzyl ) -[ 4-(3-benzyl oxybenzyl oxy) benz oyllam no }acetic acid;
IHNVR 7.45-7.30 (m 14H), 7.05-6.81 (m 8H), 5.08 (s, 2 5.07 (s, 2H)),
5. 05, (S, 29692%5‘/6‘f’g’(3br s, 2H), 4.15 (br s, 2H) WD 2004/ ?EE@%’O‘“"“W"

PCT/ EP2004/ 006330 76 175 3-{(3-Benzyl oxybenzyl)-[4-(3-benzyl oxybenzyl oxy) be
nzoyl lam no }propionic acid; 'HNVR 7.46-7.25 (m 13H), 7.06-6.78 (m 9H)
5.07 (s, 4H), 5.04 (s, 2H), 4.62 (br s, 2H), 3.66 (m 2H) , 273(m 2H)

176 3-{(4- B<,-__[l%-yl -O)|f1_ Nﬁg/gzgéﬁz%fgxg mml @XW’;H%{W%X 23_0? ngag/l 1 gmogo%
propironi c aci d, m S,
2H), 5.06 ($, 2H dlbeazuf%§m1mthm<35§>e@@pyéamzm]p@mr(zrq 2Hcid. 70 (m

2H) 177 {(4+1Benzyl mﬁy@%p%yl7) 2g:%?( gsbeg}gfyl 9‘3%?6”2&/99%9@ %%gé (%Oyl’ll‘?m no}acetic

acid; 'HNWVR 7.44-7 6H) ,
4.75-4.52 {m 2I—|),6-Z¥.216~3086H(,m4}2)H) 1782 (m, 1H), 4.64 1H) ,

{(3-Benzyl oxybenzyl,) - L3+ (3- zyl oxybgen xy)benz 0 tijc acid;
"HONVR 7. 44- 7. 26 (*m‘*glééu,gﬁgf oi/:%%.lsg“f( o H%! 58 680 L%g %%‘glf 4.79- 4. 57
(m 2H), 4.17-3.842tn, 2tp617R, 2H)

3-{(3-Benzyl ﬁyL}hP3a@3;ben;yLgxybenzyLoxy;be_mnzgyL;an;na_;pL
acid: 1H NVELOS. 41, F47Bepgylondpenzya 15346 (89 (¢ npeprylasimoxaldn-gH) |
5.06-4.93 (M 6H)|y18x7PenoR (MaRY1) shib)3cbtiéMm 2Ha; 2:{3wk35 (M 2H)
7.87 (4, 1H}, 7.74 (d, 1H), 7.60-7.25 {(m, 10H},
7.06 (d, 1H), 6.90-6.88 (m, 4H), 5.00 (s, 2H),
4.80 (t, 2H), 4.68-4.55 (m, 2H), 4.38 (t, 2H),
4,04-3.79 (m, 2H), 2.58 (s, 3H)

opi oni ¢

169 (28) -3- (4-Benzyloxyphenyl) -2-{3-[2-(2,6-
dimethylphenoxy)ethoxyl benzoylamino}propionic
acid; 'H-NMR: 7.43-7.30 (m, SH), 7.24-6.91 (m,
7H), 6.58 (d, 1H)}, 5.07-5.00 fm, 3H), 4.35-4.32
(m, 2H), 4.17-4.14 (m, 2H), 3.30 (44, 1H), 3.21
(dd, 1H), 2.32 (s, 6H)

170 3«{(3-Benzyloxybenzyl)-{4-[2-(3-methquuinoxa1in—2
-yloxy) ethoxyl benzoyl }amino}propionic acid; Ms:
592

171 [ (3-Benzyloxybenzyl) -{4- [2- (3-methylquinoxalin-2~
yloxy) ethoxylbenzoyl }aminolacetic acid; M3: 578

172 { (3-Benzyloxybenzyl) -{3-[2- (3-methylquinoxalin-2-
yloxy) ethoxylbenzoyl }amino}acetic acid; MS: 578

173 3—{(3—Bénzyloxybenzyl)—{3~[2—(3-methquuinoxa1in—2
~-yloxy) ethoxylbenzoyl }aminolpropionic acid; MS:
592

174 {(3-Benzyloxybenzyl)-{4~f3~benzyloxybenzy10xy)benz
oyllamino}acetic acid; 'H-NMR: 7.45-7.30 (m, 14H),
7.05-6.81 (m, 8H), 5.08 (s, 2H), 5.07 (s, 2H),
5.05'(8, 2H), 4.67 (br s, 2H), 4.15 (br s, 2H)




180 (2S)-3-(4-Benzyl oxyphenyl)-2-{3-[2-(3-net hyl qui nox

al i n- 2-yl oxy) et hoxy] benzoyl am no} propionic acid; WM 578 181

3-[ (4-Benzyl oxybenzoyl ) - ( 3- benzyl oxybenzyl )am nol]p ropionic acid; Ms: 496
182 3-{(4-Benzyl oxybenzyl)-[ 3-(3-benzyl oxybenzyl oxy) be nzoyl]am no }prop
i oni c aci d; WORVNUME8Y 41-7.26 (m 13H), 7.02-6.92 (m RYUERI@EIGIOS (m
6H), 4.69-4.46 (m 2H), 3.68-3.48 (m 2k}, 2.71-2.43 (m 2H) WO

2004/ 110983 PCT/ EP20041006330 77 183

(2S)-2-[4-(4- Benzyl oxybenzyl oxy) benzoyl am no] 3 (4

DSy o) DR e e A O S B A T, 120
4.95 (t, él—ﬁh 3. lz'n(zdgljamno}zpﬂa%imc 1&@1&,8411-:(1118):& 3. 4(64-—7Begzycmxyphenyl)
-2- [4- ' nyl -(2- t n [ n " HIN

7. 64[7.5(5 | Drne )?:H) 213%‘ T;J;Ofsx)(/ e(nzo H?a'rlnos?ﬂly PLep € C8%C|é)484(5t'n 4H)
5.02 (s, 2H), 4.97265, 22 (¥r 99, (iH 1|j) 663 185 éﬁlﬂ, 2J"ﬁ3 Ga,12H)dd,| 1H) 185

(2S)-2-{3-(4-Benz Jwvhennd axy) hm:wmll am.nal
“benzyl oxyph&T ) dRopilnPenari ekybenayR- [#- -4- beqavlqwbqrsmloxy)b@; 7.07 (m
3H), 6.97 (d, 2H), 4. 97 (™ (Adyy 1 3.19
(dd. 1H) 186 (25)-:5,1-@? z%@ﬁg?x?g% rg1 acgld 4 (3 %ﬁ%nw ATy o%]) i,

benzoyl ami np] pr opi|daHe ., adi-&;1- 5I—I—9|3II\/R‘m 7. RH.D ,7 5.1837( ms, 13H) , %.06-7(D4 (m 3H),

6.85 (d. 2H), 6. 73,68, s1Gh (§, 38y (dh, sdHpr 4 984S, 21 (& %87 (m

2.70 (m, 2H)

—

177 {(4~Benzyloxybenzy1)-[3-(3—benzyloxybénzyloxy)benz
loyllamino}acetic acid; *H-NMR: 7.44-7.26 (m, 13H),
7.11-6.91 (m, 9H), 5.08-4.98 (m, 6H), 4.75-4.52
{m, 2H), 4.16-3,86 {(m, 2H)

178 {(3—Beﬁzyloxybenzyl)—[3—(3-benzy10xybenzyloxy)benz
oyllamino}acetic acid; 'H-NMR: 7.44-7.26 (m, 13H),
7.07-6.80 (m, 9H), 5.05-4.23 {(m, 6H), 4.79-4.57
(m, 2H), 4.17-3.86 {(m, 2H)

179 3-{ (3-Benzyloxybenzyl) - [3- (3-benzyloxybenzyloxy)be
nzoyllaminoc}propionic acid; *H-NMR: 7.45-7.23 (m,
13H), 7.03-6.89 (m, 8H), 6.75 (m, 1H}, 5.06-4.93
{m, 6H), 4.73-4.50 {m, 2H), 3.69-3.47 {m, 2H),
2.73-2.35 {(m, 2H)

180 (28) -3- (4-Benzyloxyphenyl) -2-{3-[2- (3-methylquinox
alin-2-yloxy)ethoxylbenzoylamino }propionic acid;

MS: 578

181 3-[(4-Benzyloxybenzoyl) - (3-benzyloxybenzyl) amino]p

ropionic acid; MS: 496

182 3-{ (4-Benzyloxybenzyl) - {3- (3~-benzyloxybenzyloxy)be
nzoyllamino}propionic acid; 'H-NMR: 7.41-7.26 (m,
13H), 7.02-6.92 (m, 9H), 5.06-4.98 (m, 6H),
4.69-4.46 (m, 2H), 3.68-3.48 (m, 2H), 2.71-2.43
(m, 2H)




1H), 4.69 (dd, 1H), 3.25 (dd, 1H), 3.15 (dd, 1H) 187 (2S) -3-

(4-Benzyl oxyphenyl) -2- [3- (biphenyl-4-ylnmeth oxy) benzoyl am no]
propionic acid; 1HNWR 7.50-6.75 (m 22H), 4.98 (s, 2H), 4.86 (s, 2H)

4.78 (m 1H), 3.22-3.00 (m 2H) 188

(2S) - 3- ( 4- BENWYHORIM3heny| ) - 2- [ 3- ( 3- phenoxybenzyl ox y) BeHEBPPYURIHAO]
propionic-acid;, 1HNWR 7.40-7.20 (m 1%), 7.12-6.89 (m ilH), 6.55 (d,
1H), 5.04-5.00 (m 5H), 3.29 (dd, 1H), 3.20 (dd, iH WD 2004/110983

PCT/ EP2004/ 006330 78 189 (28) 3- (4 Benzyloxyphenyl) 2- (3 (3 phenylpropoxy)b

en20y| am ne IO SaG¢Ld NY A% U ; H)

7.00 (dd, 1H% 6. Fe(ré(g& 2|I§ (g riOXY?ﬁPZYQIO’E’é“E‘?nZ‘iﬁé‘“’?% 3.25

Eglcsl5 %H%B ?11é (dfjl;be)zlylax)?%héﬁyl)l%iﬁoplbn(ia (amd 2HH- 1191;& 7.68 (d, A
-2-[3-(4-But yllbenzyl oxy) benzoyl ani no proplonlc id; ;

438 191 (2S)- 3- (4-|BFomophéityl’y 38- ([ 223 - G’un 4 n7-00-6.90

- 2-yl oxy) et hoxy] banzQykam, ne) 9905)&0@}9 26 & I‘(@ 2hpl 8982 (s, 4m),
(2S) - 3-(4- Fl uorophenyl ) - 2-{ 3- et U|noxa
n-2-y|oxy)e1hoxy]bén?éyﬂ§w1h%£pr%ﬁ?bnﬁ a RBL7 @@@rf@@

(2S) - 2-[ 4- ( By BETIZA ) NO ( T Tiopi oni
acid; Ms: 56% 194 %é? ; 4% %%Mﬁgf éﬁ%iyhezzglgiy) é }Eﬁ%%¥%m'u
-fIuorophen‘I)propﬁﬁwﬂbeaapﬁlamEhOEﬁKbgmwilc acid; H NMR 7.64-7.55

2é§5?-&ézDg?§nzylaqknoe%ggfy)qQQ§Q¥[£§(3?£penP§MPF p;yg)aﬂapo}gﬁppionic

W 6.89-6.84 (m, 4H), 5.02 (s, 2H), 4.97 (s, 2H),
4.95 (t, 1H), 3.26 (dd4, 1H}, 3.17 {4dd, 1H)

185 (28) -2-[3- (4-Benzyloxybenzyloxy)benzoylamino] -3- (4
-benzyloxyphenyl)propionic acid; *H-NMR: 7.46-7.18
(m, 15H), 7.14-7.07 (m, 3H}), 6.97 (4, 2H), 6.57
(d, 2H), 5.05-4.97 (m, 5H), 3.30 (d4, 1H), 3.19
(dd, 1H)

186 (23);3—(4-Benzyloxypheny1)-2—[3—(3—phenY1ailyloxy)

benzoylamino]lpropionic acid; H-NMR: 7.41-7.18 (m,
13H), 7.10-7.04 (m, 3H), 6.85 (d, 2H), 6.71 (d,
1H), 6.38. (dt, 1H), 4.98 (s, 2H), 4.95-4.87 (m,
1H), 4.69 (dd, 1H), 3.25 (44, 1H), 3.15 (dd, 1H)

187 (28)-3-(4-Benzyloxyphenyl) -2- [3- (biphenyl-4-ylmeth
oxy) benzoylaminolpropionic acid; *H-NMR: 7.50-6.75
(m, 22H), 4.98 (s, 2H), 4.88 (s, 2H), 4.78 (m,
1H), 3.22-3.00 {(m, 2H)

188 (ZS)—3-(4—Benzyloxyphenyl)—2~[3;(3—phenoxybenzylox
y)benzoylamino]propionic acid; *H-NMR: 7.40-7.20
(m, 114}, 7.12-6.89 {(m, 11H), 6.55 (4, 1H),
5.04-5.00 {(m, 5H), 3.29 (dd, 1H), 3.20 (dd4, 1H)




196 3-([4-(2-D benzyl am noet hoxy) benzoyl ] (4- phenoxyben zyl)am no} propi onic
acid; Ms: 615 197 3-{ [3- (2-Di benzyl am noet hoxy) benzoyl ] napht hal en- 2-

yl met hyl am no} propi onic acid; Ms: 573 198

3-{(4-tert-Butyl benzyl)-][ 3- (2 di benzyl am noet hoxy) benzo n1no propi oni c
aci d; M5 S7®208400%3{ Bi phenyl - 4- yl net hyl - [ 3- (2- di benzyl & fﬁ %?}'
enzoyl]an1no}prop|on|c acid; Ms: 599 2007s

3-{(4-Bronmobenzyl)-[ 3-(2- dibenzylaninoethoxy)benzo yl ] am no} pr opi oni ¢ aci d;
Ms: 601 201 3-{[3- (2 Di benzylan1noethoxy)benzoyl] (3-
phenoxybenzyfamiT ORL QR 0Pt 83 PCTER2004/ 006330
79 202 (29); ??4 Egﬁzg?/l gx$%h%eﬂﬁf?@ef§i?pyrlfdl F? ropoxy) b

yl oxy) et hoxy] benzqnanyhsipnoppoop toreci dgeis: BL-3MR2037 . 40-7.16  (m,

25) - 3- (4- Benzyl ) -.2- Lin-8
§Ioiy)e§hox}?égngééggﬁ?y )B%Oé%%[' gg?ﬂ%obgd éH)ZOf'SG (d, 2H),

(2S) - 3- (4- Benzyl oXynbenyls,- 22%; [ 4- 64- Iﬁldaﬂﬂ|-13y96 (t 2H), 3.25
1-phenoxy)e1hoxy]t oylan1n pro i oni c acid; 578 205

(2S) - 3- (4- Benzyl oX F}eny‘iH) 2- 2{dthphtial efr- 'ésyit 2H), 2.08 (m,
-ethoxy)benzoylaningproplonlc aC|d IHNWRR 7.80-7.76 (m 3H), 7.169-7.62
(m 3H), 7.46-7.28 (m 8H)_ 7.06 (d, 2H). 6.89-6.83 (m 4H). 4.97 (s, 2H),
4.90 (t, 1H)1°Q, 24 (ps6) 2H)E3 $4 2By BenEml oxgHpen goviilaniink ! -Bcyzdeh
(29) - 3- (4- Benzyl oqypl 2-fet benzot

hi azol - 5-yl pxy) et hox 9?@ ié ég?%r%%?o%%% acid; Ms: 583 207
(2S) - 3- (4- Behzy| ox( plsengal—)(ummm[@ae(@le ~2-§4t €2 f &h-methylquinoxalin

—2~yloxy)ethoxy]benzoylamlno}proplonlc acid; MS:
551

192 {25) -3- (4-Fluorophenyl) -2- {4~ [2- (3-methylquinoxali
n-2-yloxy)ethoxyl benzoylamino}propionic acid; MS:

490

193 (25} -2- {4+ (3~Benzyloxybenzyloxy) benzoylaminol -3- (4
-bromophenyl)} propionic acid; MS: 561

194 (23)-2»{4~(3~Benzyloxybenzyloxy}benzoylamino]—3-{4
-fluorophenyl) propionic acid; MS: 500

195 3-{[4- (2-Dibenzylaminoethoxy) benzoyl] - (3~ phenoxybe

nzyl)amlno}proplonlc acid; MS: 615

196 3- {E4 (2-Dibenzylarinoethoxy) benzoyl] (4-phenoxyben

zvl)amino}propionic acid; MS: 615

197 3-{[3- (2-Dibenzylamincethoxy) benzoyl]lnaphthalen-2-
vimethylamino}propionic acid; MS: 573

198 3-{ (4-tert-Butylbenzyl) - [3- (2-dibenzylaminoethoxy)

benzoyl]amino}propionic acid; MS: 579 .

199 3-{Biphenyl-4-ylmethyl- [3- (2-dibenzylaminoethoxy)b

enzoyl]amino}propionic acid; MS: 599

200 3-{ (4-Bromobenzyl) - [3- (2-dibenzylaminoethoxy) benzo

yllamino}propionic acid; MS: 601

201 3-{[3-(2-Dibenzylaminoethoxy)benzoyl] - (3-

phenoxybenzyl) amino}propionic acid; MS: 615




ydr onapht hal en- 2 yl oxy) et hoxy] benzoyl am no} propi onic acid; Ms: 566 208
(2S)-2-[4-(4-Butyl benzyl oxy) benz6yl am no] - 3- phenyl propionic acid;, M 432
209 (25)-3-(4-Benzyl oxyphenyl)-2-[4-(4-butyl benzyl oxy)
benzoyl am no] propi onic acid; Ms: 538 210

(2S) - 2- [ 4- MO BOYIOBENzY| oxy) benzoyl ami no] - 3-cycl oh  exyPeFVBRBHI0E34ci d; MB:
438 211 (2S)-3-Cycl ohexyl -2-{4-[2-(3-net gl qui noxal i n- 2-

yl oxy) et hoxy] benzoyl am no} propionic acid; Ms: 478 212

(2S) - 3- Cycl ohexyl - 2-{3-[ 2- ( 3- nethquU|noxaI|n 2

yIoxy)ethox‘ﬁQ@nzqwb@thgygrggﬂggﬂﬁégﬁrqr—ws 542
(2S) - 2-] 4- ( B- Benzyl oxybenzyl oxy)benzoyl a of- - g?%ﬂexy proplonlc aci d;

n
M5: 488 WO ?004/11nggypeﬂhﬁﬁybﬁﬂ¢ﬂﬂﬂ3@ﬂn089rgmﬂonlc a01d MS: 513

(2S)-2-[3- (] jra Oy amHol wcv"'ﬂLeﬂlerlc aci d;
VB: 488 215 %% 3‘%? B@%zy?‘&%‘?@’r}{;’l ik 2t §4 f% E‘é‘f PYETAA Oxy)

benzoylanin)]proplQﬂb&yaétHox&@beﬁiﬁ&ﬂéﬁinc}proplonlc acid; MS: 563
{(3_ Benzy| oxvbenzyvi [4-(4-butv] henzvl.oxv)benzovl 1 am nnl acetic_acl d, VE:

538 217 { (4} %%%zyld??%eﬁz&ﬁ}B?Bz¥kp¥ﬁﬂhﬂnﬁgh29réﬁyi%eﬁ%o@W%ﬂa%ﬂﬁ'ﬁoyacetic

id; 1HNVR 7.504Z 3 3 (s, 2H),
263 (br 8| 2t) |3 EROnpRY) dShhey oot fihorSpBiade. by Jugd (2. 21
211), 0.92 (t, 3H)5788 3-{(3-Benzyl oxybenzyl)-[ 4-(4-butyl benzyl oxy)jbenzoy
1 ' O C ik — M5 —552—219
3 (4 By [P beragE) P a e ARt SRRITA) T BeRdoy® TR AR Braant ¢ aci d:

MS: 552 -ethoxy) benzoylamino] propionic acid; 'H-NMR:

.|

7.80-7.76 {m, 3H), 7.69-7.62 (m, 3H), 7.46-7.25
(m, 8H), 7.06 (4, 2H), 6.89-6.83 (m, 4H), 4.97 (s,
2H), 4.90 (t, 1H), 4.25 (&, 2H), 3.24-3.20 (m,
3H), 3.11 (d4, 1H)

206 (28)-3- (4-Benzyloxyphenyl) -2-{4- [2- (2-methylbenzot
hiazol-5-ylexy)ethoxylbenzoylamino}propionic acid;
MS: 583

207 (25) -3- (4-Benzyloxyphenyl) -2-{4-[2- (5,6, 7, 8-tetrah
ydronaphthalen-2-
yloxy) ethoxylbenzoylamino }propionic acid; MS: 566

208 (28)-2—[4—(4—Butylbenzyloxy)bénzdylamino]—3—pheny1
propionic acid; MS: 432

209 (28) ~3- (4-Benzyloxyphenyl) -2-[4- (4-butylbenzyloxy)

benzoylamino]l propionic acid; MS: 538

210 (28) -2~ [4- (4-Butylbenzyloxy)benzoylaminol] -3-cycloh
exylpropionic acid; MS: 438

211 (28) -3-Cyclohexyl-2-{4-[2- (3-méthylquinoxalin-2-
yloxy)ethoxy]benzoylamino)propionic acid; MS: 478

212 (28) ~3-Cyclohexyl-2-{3-[2- (3-methylquinoxalin-2-
yloxy) ethoxy] benzoylamino}propionic acid; MS: 478

213 (28) -2~ [4-(3-Benzyloxybenzyloxy)benzoylamino] -3-cy
clohexylpropionic acid; MS: 488




220 [ 3-(4-Benzyl oxybenzyl oxy) benzoyl am no] phenyl acetic acid; M 468 221

(2S) - 2-[ 3- (4-Benzyl oxybenzyl oxy) benzoyl am no] - 3-ph enyl propi oni c acid; Ms:
482 222 (2S)-2-[3-(4-Benzyl oxybenzyl oxy) benzoyl am no] -

cl ohexyl propionic acid; Ms: 488 223

{(3- Benzy| SXGMBHAPIP- [ 3- (4- but yl benzyl oxy) benzoyl]  ani ROVERRPYWORE d; ve:
538 224 3-{(3-Benzyl oxybenzyl)-[ 3-(4-butgtbenzyl oxy) benzoy

1] am no} propi onic acid; Ms: 552 225

(25)-2-{4-[2-(3- N@thquU|noxaI|n 2- onxy)ethoxy]be

nzoyl am no} ne OPL ORI I : T3_

[ 3- (3-Benzy %&gberxgggxg)ggng% éﬁ?ﬁg?ﬁﬁeny¥f§%¥ benzo %ﬁmﬁﬁ§]‘26§Y527
(2S)-2-[3-(B-Benzyk Q?béﬂkyrqmymbehZﬂyﬁanﬂﬁo]4@8ph enylpropionic acid; Ms:
482 WO 200410983 BCTEP2

(3-Benzy|oxf%gﬁzyl(EFE_?Zf%;%%¥ ;%E’ &g;yfbg (4(Rﬂﬁ¥%ﬁ%ﬂﬁx%9§¥|c aci d;
MS:. 588 229 3-{(3-Benzy?bamtmm&g&@pjdhi@4abedzyM@xymﬂnzyIoxy)be
nzoyl ] am no}l-prepan acHa—M5-—602

(25) - 3- (4- B o) Jéﬁeﬁﬁw‘-flzombet%y( GilAsI(rpwtylbenzyloxy) benzoyl]

yIoxy)ethoxy]benzcghaﬁbp@&@fp@lgﬁhd; agi.ds3y6: 563 231
(2S) - 3- (4-Bepnzyl.oxyphenyl ) -2-{4-[2-(quinolin-7-y10 Xxy)

et hoxy] benzAani N6} prBpnawn! exgand:yIVE:[4568-bePlbenzyloxy) benzoyl]
[ 4- (4-Butyl penzyl ¢ Q%J eny [ 418
(28)-3-(4-Benzy|oxé% g%g%?géﬁ?h EREutJiy nzylogg q)%gﬁz yl am™no]‘gr opi oni ¢
acid; MS: 5p4 234 |§[87( 3SBerti)l,0x/menzid 0x38henzoyd | {$4- banzy| oxyg3e
(br s, 2H), 4.15 (br s, 2H), 2.61(t, 2H), 1.59 (q,
2H}, 1.36 (m, 2H), 0.92 (t, 3H)

218 3-{ (3-Benzyloxybenzyl) - [4- (4-butyibenzyloxy)benzoy

l]lamino}propicnic acid; MS: 552

219 3-{ (4-Benzyloxybenzyl) - [4- (4-butylbenzyloxy)benzoy

llamino}propionic acid; MS: 552

220 [3-{4-Benzyloxybenzyloxy)benzoylamino] phenylacetic
acid; MS: 468

221 (28)~2—[3—(4—Ben2yloxybenzyloxy)benzoylamino]—3—ph
enylpropionic acid; MS: 482

222 (28)»2—[3-(4~Benzyloxybenzyloxy)benzoylamino]-3-cy
‘ clohexylpropionic acid; MS: 488

223 {(3-Benzy102ybenzyi)—[3~(4~buty1benzyloxy)benzoyl]

amino}acetic acid; MS: 538

224 3-{ (3-Benzyloxybenzyl) - {3~ (4-butylbenzyloxy)benzoy

llamino}propionic acid; MS: 552

225 (28)~2-{4-[2- (3-Methylquinoxalin-2-yloxy)ethoxylbe
nzoylamino}-3-phenylpropionic acid; MS: 472

226 [3-(3-Benzyloxybenzyloxy)bénzoylamino]phenylacetic
acid; MS: 468

227 (28) -2~ [3- (3-Benzyloxybenzyloxy)benzoylamino] -3-ph
enylpropionic acid; MS: 482




nyl )am no}acetic acid; Ms: 574 235

{[4- (3-Benzyl oxybenzyl oxy) benzoyl ] - (3- benzyl oxyphe nyl)am no}acetic acid,;
MS: 574 236 (29S)-3-(4-Benzyl oxyphenyl)-2-[4-(2-pyridin-2-yl-
hoxy)benzoylaninoi opionic acid; Ms: 497 237

(29) - 2-1 4- (WOBlKY ‘ﬁ’ﬁ%nzyl oxy) benzoy! ani noJ - 3-cycl 0 hexRGIVEIBIBMES3ECi d;  ME:
454 238 (2S)-3-(4-Benzyl oxyphenyl) - 2-[ 4- §2- br onobenzyl oxy)
benzoyl am no] propi onic acid; Ms: 561 239

(28)-3-(4-Benzy|oxyphenyl)'2 [ 4- (3 bronnbenzyloxy) benzoylanino]propionic
acid; Ms: 5615240 7G2S9) Pt T C1l

) benzoyl am po %}OFﬂgﬁlgééE?%Eﬁ*ﬁ?ﬁ%%% £§I¥4 bénk?iéﬁybEﬂé§Tﬂ£§f6éﬂ% Y
(28)-3-(4-Banzy|oﬂpyhéamihe?a@dtiéBaﬁﬂdormbenzyaoxy )benzoylan1no]propionic

aci d, VS: 511__6 242 OX het L'v'rGL{}hnn."’l ox
) benzoyl am %ﬁ09§8x|é %%FﬁYIRﬁfb%ﬁ%ﬁé4éé 425énz§fbxybenzji

(29)-3-(4- Bg&zyl ox my!nh_uaoL drdraidhskbanzyk oxyoz ) benzoyl am nO] [dr opi oni c
acid; Ms: 4 11DC)83 CT/ EP2004/006330 __ 82 244

( 252]'- 3- (4- BeAY| o>4ﬁﬁﬁén?tfézB?IAZX%QXW%e%zWOR% b3 idmi2mol  gr opi oni ¢
id; Ms: 496 24E gﬁ?%y .
??:fluorone.hylberzvlgg%g%é§§;y,a o¥%?§g|%}0%1£§%§%ﬂ:ﬁ% 5505536
(25) - 3- (4- Bezizy| oxyBEERYH ) 4 2Bz Roxstphichlylor mbd hy2 bépzidabdp)-eyZoy| ani no]
propionic acid;, N5 55? 247 . o A
(2S)-2-[4-(B Bronﬁﬁ@hz? B?§¥b%%%%8¥¥ﬁﬂﬁ%gﬂP§98§8Fbﬂ acid; MS: 563'

232 [4- (4-Butylbenzyloxy)benzoylamino] phenylacetic

acid; MS: 418

233 (28) -3- (4-Benzyloxyphenyl) -2~ [4~- (4-butoxybenzyloxy

) benzoylamino] propionic acid; MS: 554

234 {[4—(3—Benzyloxybenzyloxy)bénzoyl]~(4—benzyloxyphe

nyl)aminoc}acetic acid; MS: 574

235 {{4- (3-Benzyloxybenzyloxy)benzoyll - (3-benzyloxyphe

nyl)aminolacetic acid; MS: 574

236 (28) -3- (4-Benzyloxyphenyl) -2-[4- (2-pyridin-2-yl-et

hoxy)benzoylamino] propionic acid; MS: 497

237 (28) -2- [4~- (4-Butoxybenzyloxy) benzoylamino] -3-cyclo
hexylpropionic acid; MS: 454

238 (28) -3- (4-Benzyloxyphenyl) -2~ [4- (2-bromobenzyloxy)

benzoylamino] propionic acid; MS: 561

239 (28) -3- (4-Benzyloxyphenyl) -2- [4- (3-bromobenzyloxy)

benzoylamino] propionic acid; MS: 561

240 (28) -3- (4-Benzyloxyphenyl) -2- [4- {2-chlorobenzyloxy

Ybenzoylamino] propionic acid; MS: 516

241 (28) -3- (4-Benzyloxyphenyl) -2- [4- (3-chlorobenzyloxy

Ybenzoylamino] propionic acid; MS: 516

242 (28) -3- (4-Benzyloxyphenyl) -2~ [4~ (2-fluorobenzyloxy

Ybenzoylamino] propionic acid; MS: 500

243 (28) -3- (4-Benzyloxyphenyl) -2-[4~ (2-methylbenzyloxy

) benzoylamino] propionic acid; MS: 496




exyl propionic acid; Ms: 461 248

(2S) - 3- (4- Benzyl oxyphenyl ) -2-[4-(2-nmet hoxybenzyl ox y)benzoyl am no] propi oni c
acid; Ms: 512 249 (2S)-3-(4-Benzyl oxyphenyl)-2-f4-[(benzyl phenyl carb
annyl)netho benzo | am no} propionic acid; 1HNWR 7.60 (d, 2H), 7.38-6.99
(m 17H), 4109851 6.75 (d, 2H), 6.63 (d, 1H), 5. IREUERI0(0RE330 5H)
4.41 (s, 3 32 3.10 (m 2H) 250 82

(28)-3-(4 Benzyloxyphenyl) 2-{4-[ (di benzyl car banoy
1)nethoxy|-benzoy|anino}propionic acid; 1HNVR 7.64 (d FD 7.41-6.84 (m

21H), 6.64 5D 03TER Py 261 (s;7—2H)77 4.50
(s, 2H). 3.:&%5 12 (?‘_gn? Syt oEg Pl dhenyif 2l Fa- 3T
(2S) - 3- (4- Benzyl oxyphbpybgneylaxfbark@yléndnhydropionic acid; MS:

ibenzo[b,f]azepin-a %I) 2- oxoet hoxyl benzoyl am no) propi oni ¢ aci d; 1H NVR
7.60 (d, 2H, 7.38°7°06 (m 15H), 6.87 (d, 2H), 6.79 (d, 2H), 6.60 (d, 1H),
5.04-4.93 (fmadH) | (28) 73- (8, B3Iy 1 dybhckigl) 1B) {4 3(37- 3. 20 (m 4A),
2.89-2.74 (m 2H WO 2004/110983 PCTI EP2004/ 006330 , 83 252 ,
(29) - 2-{4-[ p- (Benz SYR-BAHRY PERT MO RAHILPPHE REBF PRhfmino] propionic

no}-3-(4-be1zy|oxyg&gayl%gropg@nlc acid; 1HNWR 7.65 (d, 2H), 7.38-6.61
(m 22H), 4/98 (ml 3 9-3.63 (m 6H) . 3.34-3.13 (m_2H 253
(28)-3-(4-Béh%@|oxj@ﬁ%n?FX42B%WZ¥IP%thﬂPVﬂQp?rﬁﬁrhz e- 3-carbonyl ) ami noj
et hoxy} benzopyl am n o 5. 01-4.89
(m  3H), 4 88—3.6%}?%98%%8?2@% fﬁ'%(#’ E‘Eﬁ?"‘égﬁrﬁ’[‘f&ﬁ@% ehz |
oyl benzyl am no) et ljexyjiheM2oys50 (4-

247 (28) -2~ [4- (3-Bromcbenzyloxy)benzoylaminol -3-cycloh

exylpropionic acid; MS: 461
248 (28) -3- (4-Benzyloxyphenyl) -2~ [4- (2~-methoxybenzylox

y)benzoylamino] propionic acid; MS: 512

249 (ZS)—3-(4—Benzyloxypheny1)—2—{44[(benzylphenylcarb

amoyl)methoxy]—bénzoylamino}propionic acid;
'H-NMR: 7.60 (d, 2H), 7.38-6.99 (m, 17H), 6.87 (4,
2H), 6.75 (d, 2H), 6.63 (d, 1H), 5.10-4.90 (m,
5H), 4.41 (s, 2H), 3.32-3.10 {(m, 2H)

250 (25) -3~ (4-Benzyloxyphenyl) -2-{4- [ (dibenzylcarbamoy
l)methoxy] -benzoylamino}propionic  acid; *H-NMR:
7.64 (4, 2H), 7.41-6.84 (m, 21H), 6.64 (4, 1H),
5.03-4.91 (m, 3H), 4.81 (s, 2H), 4.61 (s, 2H),
4.50 (s, 2H), 3.33-3.12 (m, 2H)

251 (28) -3- (4-Benzyloxyphenyl) -2-{4-[2- (10, 11-dihydrod
ibenzo[b, f]azepin-5-y1) -2~
oxoethoxy]benzoylamino}prqpionic acid; 'H-NMR:
7.60 (d, 2H), 7.38-7.06 {m, 15H), 6.87 (4, 2H),
6.79 (4, 2H), 6.60 {d, 1H), 5.04-4.93 (m, 3H},
4.77 (4, 1H), 4.46 {d, 1H), 3.37-3.20 (m, 4H),
2.89-2.74 {(m, 2H)




benzyl oxybenzyl) am no] acetic acid; 1HNWR 7.79-6.74 (m 23H), 5.06 (s,
2H), 4.89-3.61 (m tOH) 255 [(4-Benzyl oxybeezyl)-(4-{2- [benzyl (pyridi ne-3-
car bonyl) am' no] et hoxy} benzoyl )am no] acetic acid; 1HNWR: 8.64 (d, 1H),
7.79-6.80 m21|—2‘ 5.06 (s, 2H), 4.87-3.65 (m 10H),256

{ Thi ophen- 3WAHHHIABI {3-[ 2- (t hi ophen- 2-ylI sul f anyl) PCT/EP2004/006330

et hoxy] benzoyl } am no}acetic acid; MS: 4343257

{ Thi ophen-2-yl -{3-[ 2- (t hi ophen-2-yl sul fanyl ) et hoxy ]benzoyl am no}acetic
acid; Ms: 420. 258 {3- [(Benzyl phenyl car banoyl ) met hoxy] benzoyl am no}th

|ophen 3-vyl t+

3-(4-Benzyl ¢§3g/fpher3}?¥52 ;gr[ %Uﬁgyrll p%betllﬁw%%% EthOXY] benzoylami
gylg)omét ggx%/] -bgnkbzoyllza\ggn??gém(aym}q:Myd)pibbmﬁc 7;41&7 03—%—(}2@1}@{2%12—0, 2
. 90-06. ul m m m )
3.60-3.35 (M 2H):| 73685 @052k é’rﬁHg 5“0522’%%1 é:% ‘g4 260

3- (4- Benzyl pxypheM 5923143[ (Rhegy) p ysrlacil 8-, 23yl(mcazu
r banoyl ) met haxy] - pn7nv|an1noloronlon1c acid._ 3HNM 9.92 (d, 1H)

7.62-7.40 (nR5%H) | (25353¢ d4-Banpylaxvathenyld-2m47{8- [Fenzyk yxikdin [6. 97 (d,
2H), 6.90 (2H), 6. t, l1H), 3.11
(. 2r. Sfor (adeprfesRthe Pyt inaidpda it i fhlorchilhuld - 111

[ (cycl ohexyi phenyliearilda lﬁﬂawMRrsret&hozw]Gbe’nzo&rl, anknp} prSopmlleH 80--fan,i|d; -- M5

ar banoy ) el hoxy] | BEnzobt AR ASbr Ot e Scraronie (e ©

254 [{4-[2- (Benzoylbenzylamino) ethoxy]benzoyl}-(4-
benzyloxybenzyl)aminolacetic acid; 1H-NMR:
7.79-6.74 (m, 23H), 5.06 (s, 2H), 4.89-3.61 {(m,
10H)

255 [ (4-Benzyloxybenzyl) - (4-{2- [benzyl(pyrldlne -3~
carbonyl)amino] ethoxy}benzoyl)amino] acetic acid;
'H-NMR:: 8.64 (d, 1H), 7.79-6.80 (m, 21H), 5.06
(s, 2H), 4.87-3.65 (m, 10H)

256 {Thiophen-3-ylmethyl-{3-[2- (thiophen-2-ylsulfanyl)
ethoxy] benzoyl }amino}acetic acid; MS: 434

257 {Thiophen-2~yl-{3~[2- {thiophen-2-ylsulfanyl)ethoxy

lbenzoylaminol}acetic acid; MS: 420.

258 {3- [ (Benzylphenylcarbamoyl)methoxy] benzoylamino}th
iophen-3-yl-acetic acid; MS: 501

259 3- (4-Benzyloxyphenyl) -2-{3- [ (benzylphenethylcarbam
oyl)methoxyl ~benzoylamino}propionic acid; ‘H-NMR:
7.41-7.00 (m, 21iH), 6.90-6.75 (m, 2H), 4.85-4.75
{m, 3H), 4.67-4.55 (m, 2H), 4.45-4.25 {(m, 2H),
3.60-3.35 (m, 2H); 3.35-3.05 (m, 2H), 2.60-2.05
{(m, 2H); MS: 643




263 3-(4-Benzyl oxyphenyl)-2-(4-(((2-fluorophenyl)thiop hen-2

yl met hyl car banoyl ] net hoxy) benzoyl am no) propionic acid; Ms 639 264 (2S) -3
- (4-Benzyl oxyphenyl) -2- 3-[2-(3-nethyl-2-0x0 -

- 2H qui noxal i n-1-yl ) et hoxy] benzoyl am no}propionic acid; Ms: 578 265
(2S)-3-((4-Benzyl oxybenzyl)- 3-[2-(3-nethyl -2-oxo-

2H-qui noxal i n-1 -yl ) et hoxy] benzoyl } am no)ggropionic acid; M 592 EXAMPLES
(Ic) and (1d) The conpounds of fornula.(?c) and (1d) shown in Table 18 were
synt hesi zed eit her accordlng to any of nethods Ato C, starting from

SO0h, 1105e i e Har Ay PEsET L6 TBEon TR & T Llehenigve a2 yi-ca] o O

N-[(1S)-2-[4- Benzrlbembm melhokyd- Beh byl Tat drmel] 4- d;
phenetyloxybenzanm TH NVR: y@ y oS m 16 fot BO (m

1H, 5.05 (s, 2HF -IMB o ?t-922#|';1 31%25 J. S)@ Fnﬁgjk(l}“ zﬁHéa (% 3@3H} 2.67 (s,
3H) 267 N-[[(is) |28 (473§@zyyg%yq%ny3hn-l Q|g§tQﬁ!chQ€nngl?7 g%b -4

[2-(3-nethquU|n€xaI|n 2-yI oxy) et hoxy] benzam
7.14-7.09 {m 4H)|2H1.06 (20 (Z8), 6.B9 (d, 2H), SH2RVRS,5.230 (nd. &»IL, 5. 05

(s, 2H), $. 88 (1, (fl—r?)'”' 4496y, 2y, 333072(82, (My, Hox 2P (&yy PH)- 2.68

(s, 31), 2}65 (s,
261 3- (4-Benzyloxyphenyl) -2-{4- [ (cyclohexylphenylcarba

'moyl) methoxylbenzoylamino}propiontc—adid;--MS+-607

262 3~ (4-Benzyloxyphenyl) -2-{4- [ (tert-butylcyclohexylc
arbamoyl)methoxy] -benzoylamino}propionic acid; MS:
587

263 3- {(4-Benzyloxyphenyl) -2- (4-{ [ (2-fluorophenyl) thiop
hen-2-

ylmethylcarbamoyl] methoxy}benzoylamino)propionic
acid; MS: 639

264 (28) -3 - (4-Benzyloxyphenyl) -2-{3- [2- (3-methyl-2-ox0
-2H-quinoxalin-1-yl)ethoxy] benzoylamino}propionic

acid; M8: 578

265 (28) -3-{ (4-Benzyloxybenzyl) - {3-[2- (3-methyl-2-ox0o-

2H-quinoxalin-1-yl)ethoxy]benzoyl }amino) propionic
acid; MS: 592

EXAMPLES (Ic) and (Id)

The compounds of formula (Ic) and (Id) shown in Table 18 were
synthesized either according to any of methods A to (C,
starting from compounds of formula (Ib) and the aminic.
derivatives HNRy;R; OR HNROR,:



268 N-[(IS)-2-(4-Benzyl oxyphenyl)-1-hydroxycarbanmoyl et hyl]-4-[2-(3

met hyl qui noxal i n- 2-yl oxy) et hoxy] benzam de; Ms: 593 269
N-[(iS)-2-(4-Benzyl oxyphenyl) - 1-met hoxycarbanoylet hyl]-4-[2-(3

met hyl qui noxal i n- 2-yl oxy) et hoxy] benzam de; Ms: 607 270

N-[ (i S)-2- MR BEHEYISxypheny! ) - 1- (met hoxymet hyl car b PCT/EP2004/006330

anoyl ) et hyl ] -4-[2-(3-net hyl qui noxal i n- 2- gkoxy) etho xy] benzam de; M. 621
Assay of binding to the PPARy2 The cDNA encodi ng for the open reading frane
of the hPPARy2 is anplified by PCR (polynerase chain reaction) and inserted
in the plasnmgpipdEg 4T-2. This construction (pGEX-hPPARy) is introduced
into E. coli where it is overexpressed and sempurified as a fusion protein
wi t h gl utathi one WO 2004/ 110983 PCT/ EP2004/ 006330 86 S-transferase (GST)

(El brecht etzat—T & Brot——Chem—1999—274—7913-7922)—The-—binraing of the
conpounds tp the GST-hPPARy2 s is deternined by nodifications in the method
descri bed by2éd ehrmanrn (g5) ab - ({ JpeBtyilloxyohey1 19953 imdOhy IZ3mERde ) . The
receptors (2.5 Q) r inch&%ed in 96-well plates in the presencg or in

t he absence| of the%%¥€éﬁéfs e RIERERAB5%e (1HONMRY or73 nldat| 4C, in a
final vol urqé of 2Q0Qmh ,of7. daufel @ Timi,s-14#) ,105 MV Pk 8. Q&) conf @ishi g [KCL 50 M
and DTT 10 {nM Ndn-specific binding was determned in the presencd of

BRL- 49853 100 M TRE)redct3%n (ki xRl e WadStRPaf8f eledt¥b, a2-REl tissdreen
Durapore (M 1iporg}ym grepl ate gontaining gl utathi one- Sepharose 4B in
every well.|[The réacgfon m xture was |eft to incubate with the regin during
10 min, andj2éen |N-[(18)-2- (4-Benzyloxyphenyl)-1-dimethylcarbamoyle

thyl] -4-

[2- {(3-methylguinoxalin-2-yloxy) ethoxylbenzamide;
7.96-7.29 {(m, 9H), 7.14-7.09 (m, 4H), 7.00 (d,
2H), 6.89 (d, 2H}, 'H-NMR: 5.30 (m, 1H), 5.05 (s,
2H), 4.88 (t, 2H), 4.47 (&, 2H), 3.30-2.95 (m,
2H), 2.88 (s, 3H), 2.68 (s, 3H), 2.65 (s, 3H)

268 AF[(18)-2*(4—Benzyloxyphenyl)—;—hydrdecarbamoylet
hyl]-4-(2- (3- _
methylquinoxalin-2-yloxy)ethoxy]benzamide; MS: 593

269 N-[(18)-2- (4-Benzyloxyphenyl) -1-methoxycarbamoylet
hyl] -4-{2~(3- ‘
methylquinoxalin-2-yloxy)ethoxyl benzamide; MS: 607

270 N-[ (18} -2~ (4-Benzyloxyphenyl) -1~ (methoxymethylcarb
amoyl)ethyl] -4-[2- (3-methylquinoxalin-2-yloxy)etho

xy]benzamide; MS: 621

Assay of binding to the PPARy2

The c¢DNA encoding for the open reading frame of the hPPARy2
is amplified by PCR (polymerase chain reaction) and inserted
in the plasmid pGEX-4T-2. This construction {pGEX-hPPARy) is
introduced into E. coli where it 1is overexpressed and

semipurified as a fusion protein with  glutathiocne



centrifuged at 735 g during 2 mn. To dissociate the receptor bound to the
resin, reduced glutathione 10 nMis added and incubated during 10 mn. The
receptor was eluted by centrifugation. Then, 800 L of scintillation liquid
were added to the elution and the contained radi oactivit uantl fied
by |iquid & W4/11P88i on spectroscopy (M crobeta Wall acPC'iyﬁE?:’IQ?"I‘P

LBD- hPPARs transactivation assay COS-7 cghls were cultivated in 24- vveII

pl ates and transfected wth the pFACW plasnm ds that encode the chineric
proteins containing the GAL4 DNA bi ndi ng domain fused to the PPARy LBD.

The reportergplasmg [}Tesq{ @%]%g: neonst I’Elilftl ons vas,; PRRLUC, ]TQ%I ch
o) r

cont ai ns flve repetltlons esponsé el ement Tn front o
pronot er that7€0maid-goLRRe . transcription of the luciferase gene.

Li pof ectam ne was used as a transfection agent. W) 2004/110983

PCT/ EP2004/ 006330 87 The plasm ds of the chineric receptors and the

reporter genghe WadigidiRger loed 't'ﬂet heo.g_séﬁzﬁaéﬂy dd ari%‘&'et Ohmthﬁaﬁmct 10N 4in
COs-7 cells in culture”™ Wien the products were added to the culture for 48
h, the |uciféetemmizsd vibyy shdiédcehborss f det the t metPPAR desdwilied by

dul at th t j i
S B R oot Phermiehe Cartn %t Alhan bR oRARS
PPARyZ The mmpm(zmwgmweranmhcﬁb@@bd hinugh-Ré1PCRlates ihPRARa, RNA

was obtamedfromHeGZceIIs treated with |linoleic agi or PPARS, RNA
was obt ai neoPJfEF%ﬁﬁqﬁ'ntc}realf’e(‘} hepghesneg| P5; thg PYasibip wi ﬁm[éﬁlsB%bT%%d from

humen white (pgh pRAR tbssue. nEaeh Al ifi ed FRagTERoNES WONeEo i PLO of
buffer Tris-HCl 10 mM pH:8.0, containing KCl 50 mM and DIT 10
mM. Non-specific binding was determined in the presence of
BRL-49853 100 pM. The reaction mixture was transferred to a
Multiscreen Durapore (Millipore) microplate containing
glutathione-Sepharose 4B in every well. The reaction mixture
was left to incubate with the resin during 10 min, and then
centrifuged at 735 g during 2 min. To dissocgiate the receptor
bound to the resin, reduced glutathione 10 mM is added and
incubated during 10 min. The receptor was eluted by
centrifugation. Then, 800 uL of scintillation liquid were
added to- the elution and the contained radioactivity was
quantified by liquid scintillation spectroscopy (Microbeta

Wallac, Perkin Elmer).

IBD-hPPARs transactivation assay

C0S-7 cells were cultivated in 24-well plates and transfected
with the pPFACMV plasmids that encode the chimeric proteins
containing the GAL4 DNA binding domain fused to the PPARy
LBD.'The reporter plasmid for the foregoing constructions was
pFR~Luc, which contains five repetitions of the GAL4-response
element in front of a promoter that controls the
transcription of the luciferase gene. Lipofectamine was used

as a transfection agent.



pBl uescript (Stratagene) and sequenced. One clone for each construction was
sel ected and used as tenplate for further subcloning and PCR
anplifications. GST-fused protein construction To generate these chineric
proteins, the conplete cDNA of the four human PPARs were cloned into
pGEX4T2 ( ANEPSPAUMHIOE osci ences). The fragnent was obt ai rRET/ERGMH0PGE0

pBl uescri pt-cDNAs cl ones digested with egdonucl eases. To assess the plasmd
identity and to ensure the in-phase cloning of the proteins, pCGEXs
constructions were sequenced. GST-hPPARy2, GST-hPPARa or GST-h PPARS fusion

prot ei ns wer a; I J4.C Nl L r 8y wer e
cultured in ﬁ%e gég?%ﬁf% %@dﬁ%%m%?l%G%%lgbR?%%gﬁ?& andé‘| %ﬁ%%%edto?%%&

over expr essi vardy iagértiedn of thsopredpyl -by t hirenédtPrygaltaenefecanosi di

(1 PTG -i nducgd, WD 2004/ 110983, PCT/ ER2004/,006330 . 88 cul tures final
concentrati ogg%ypo?%/l g BRS i i ,ue&at%ecﬁﬁoﬁuggsm&egegraoqfé?%a?cor otgfﬁ
tenperat ure caltubefbse £l hs ther eubihfyesdee dadnyiignt rddaigat i e adf R0 g
for 15 mn. A;te{1 sonicati on, the T-fusion proteins were purified from
the cell pePtet ﬁs?ﬁ@RgPGFéYﬁFlﬁn‘BQ%Fﬂ%’sé’lbeté'&_,tlf"i‘f_}ch%i’;iH’r'd'otnh€f pi¥cedur e
recommended bypdheeapghactudefod ABFfiam Shagaci . BijelecinerbX cgeo of

gl uthati one was renoved o/n by dyalisis at 4C. Receptor purity was

vi sual i zed by7SDSI$CE and protein content was determ ned by Bradford
met hod. Receptor aliquots were stored at -80C until use. GST-hPPARa and
GST- hPPARS bi ndi ng Using 96-well culture plates, PPARa or PPARS (5 g) were

diluted to acmmat%wﬁ uraneef PPARal WPARS kifd epargnsi sting of 50 mM HEPES

(pH:7.0), 50 MM KO, 5 nM EDTA and10 nM DTT, in
The human PPARs cDNAs were amplified through RT~PCR. For
hPPARa, RNA was obtained £from HepG2 cells treated with
lincleic acid;'for h PPARS, RNA was obtained from untreated
HepG2 cells; for hPPARy2, RNA was obtained from human white
adipose tissue. Each amplified fragment was cloned into
pBluescript (Stratagene®) and sequenced. One clone for each

construction was selected and used as template for further

subcloning and PCR amplifications.

@GST-fused protein construction

To generate these chimeric proteins, the complete cDNA of the
four human PPARs were cloned into pPGEX4T2  (Amersham
Bioscilences) . The fragment was cbtained from the
pBluescript-cDNAs clones digested with endonucleases. To
agsegs the plasmid identity and to ensure the in-phase
cloning of the proteins, pGEXs constructions were sequenced.
GST-hPPARY2, GST-hPPARa or GST-h PPARS fusion proteins were
generated in Escherichia coli (BL21 strain DE3). Cells were
cultured in LB medium to a density of A600= 1.6 odu, and

induced for overexpression by addition of

isopropyl-1-thio-B-D-galactopyranoside (IPTG) ~induced



the presence of [3H -GA433 (100 and 50 nM for PPARa and PPARS,
respectively). Nonspecific binding was estimated in parallel incubations
contai ning 50 gM of GW?2433. Plates were incubated for 2 h at room
tenperature. Free radioligand was separated fromreceptor-bound |igand by
si ze excl usV8Y™ME 8+t ogr aphy usi ng. Sephadex G 25 in JETHR2PW8GRH pl at es,
using the Multi.screen Colum 'Loader (M Iggi pore). Eluted radioactivity was
guantitated by liquid scintillation counting in a Mcrobeta counter (Perkin
Elmer). In Table 19, affinity and functional activity data of some of the
conpounds of t, 1 ti . 004/ 1 8 L

PCT/ EP2004/ 08‘%2‘2'6%%3@@&@% 9°?¥1F§flt€§§%§%tcif\é\?ai% g’g’t‘i '\%/Iﬂtgy]??lﬁ" 3PS i nity
Ex. PPARy (1yuPPARys PRARa (@xowRPARS kedpm 28mperafard i al/nagdmifstiretr cellls +++

Partial agonjst + + 27 +++ Antaqgonist +.+ 9% +++ Agopi st + +, 9§}+++
Ant agoni st +7 ¥ S 138 Bk, 1‘facfe“gC d‘r?i%gtatioﬁ =733%44 %af T at® dhyghi AEEEE 136
++ Ant agoni ssortidatidd]l the ABB@GOUESn tptdtedd? werdnbagofiied From thid ++
Ant agoni st + +_ _146_++ Ant argoni st + + 153 ++ Partial ggon%st + + 160 +
Partial agonpg}l+pqllet using glutathione-Sepharose beads, following the
procedure recommended by the manufacturer (Amersham Pharmacia
Biotech). Excess of gluthatione was removed o/n by dyalisis
at 4°C. Receptor purity was visualized by SDS-PAGE and
protein content was determined by Bradford method. Receptor

aligquots were stored at -80°C until use.

GST-hPPARa and GST-hPPARD binding

Using 96-well culture plates, PPARa or PPARS (5 pug) were
diluted to a total volume of 100 ul with buffer consisting of
50 mM HEPES (pH:7.0), 50 mM KCl, 5 mM EDTA andli0 mM DTT, in
the presence of [3H]-GW2433 (100 and 50 nM for PPARa and
PPARS, respectively). Nonspecific binding was estimated in
pafallel incubations containing 50 puM of GW-2433. Plates were
incubated for 2 h at room temperature. Free radioligand was
gseparated from receptor-bound ligand by size exclusion
chromatography using Sephadex G-25 in 96-wells spin plates,
using the Multiscreen Column TLoader (Millipore). Eluted
radiocactivity was quantitated by 1liquid scintillation

counting in a Microbeta counter (Perkin Elmer).

In Table 19, affinity and functional activity data of some of

the compounds of the present invention are shown.



161 ++ ~Ant agonist + +
++ Antagonist + + 170 ++ Antagonist + +
Partial agonist ++ + 183 +++ Partial agonist + + 184 +++ Antagonist + -
185 +++ PavOQReMd/13¢98hi st + + 187 +++ Agonist + + 188 ++PCEEPRIMO0GHYbNi st +
+ WD 2004/ 110983 PCT/ EP2004/ 006330 90 182 + Partial agonist + + 210 +++
Agoni st + + 218 +++ Antagonist + + 237 +++ Partial agonist + + 238 +++
Ant agoni st + + 243 +++ Antagonist + + 267 ++ Partial agonist + + +++ : Ki
>3000 nM 91 CLAIMS 1. A

162 +++ Antagonist + + 163 +++ Antagonist + + 164

176 +++ Antagonist ++ + 180 +++

< 1000 nM 'I-"-IF:!LElq]%O nMk Ki <3000 nM + Ki

conmpound of OO0 2\ /I A (1)

thereof, its polynorphs and m xtures thereof, and the pharnaceutically
accept abl e
: Affinity Functional activityAffinity Affinity
o ppARy PPARY PPARg PPARG (M
20 +++ Partial agonist + +
21 +++ Partial agonist -+ +
27 +4++ Antagonist + +
95 +++ Agonist + +
98 +++ Antagonist + +
129  |+++ Partial agonist + +
131 [+ Partial agonist + +
136  |++ Antagonist + ++
141 |++ Antagonist + ++
142 |4+ tagonist + ++
145 |++ Antagonist + +
146  |++ Antagonist + +
153  |++ Partial agonist + +
160 |+ Partial agonist -+ +
161 |++ Antagonist + +
162  |[+++ Antagonist + +
163  |[+++ Antagonist + +
164 |++ Antagonist + +
170 |++ Antagonist + +
176 |+++ Antagonist ++ +
186 +++ Partial agonist ++ +‘
183 |+++ Partial agonist + +
184 {+++ Antagonist + -
185 |+++ Partial agonist + +
187 |+++ Agonist + +
188 +++ Partial agonist + +

ornu

a (1),

its stereoi soners and m xtures




solvates and addition salts of all of them wherein the central benzene
ring may be substituted in nmeta- or para- position and, -A is a radical
selected fromthe group consisting of -ORL, -NR2ORL and - NR2R3; wherein R1,
R2 and R3 independently represent -H or -(Cl-C4)-alkyl; -W is a biradical
sel ected fr¥h2Ha1Ypbup: -NH CH(E)-, and - N(D) - CH2- CH2 -PCT{HPaIM{0p6380 | s a
radical of the -GIl-J-Ktype and Dis a%adical of the -GII -J-K type
where: -G is a bond or a -(CH2)1.4- biradical; -1- is a biradical of a
cycle selected fromthe follow ng groups: a) cycl opropane, cycl obutane,
cycl opent angy gz CYCT OheéXane an@,¢¥eLongx&lsr al I [optional Tyl substituted by

one or sevenal radicals |independently selectedifrom-0OH axo (=Q, -CHO
-SH, -N®2, -ZN} ++-C, -Br, [pg2nig€l-CA4)- aI kantbyl , (Cl-CA4)+ al koxycar bonyl ,
(C1-A4) - al kanoy axy—-C1—-E4)—al ""Lf-d phi-Ay-—(E1—CA—al-kyrh sul-pheny
(Cl- C4) - al kyts ) ph%*hw, (Cl- é&f aPWyf oxy- S02- , *(Cl C4) - al KyI - 5020-,

-NR2R3, - CONGRRR3[ T CI- CA) —al Ky, - OpL Y ORabd dsr SUDSI T tuted by [pne or sever al
~OH or -F, and__(Ci-C4)-al koxyl optionally subslituted by dne -or

-sever-a-1- |Z¥B-Q+++-F; b) a Rnvegonisisi x- menbered ar omati ¢+ het er ocycl
cont ai ni ng frem-gnre—t-othreefheteroat-ons—selectedi+om-0—S—andN—this

\U

JCTC Ty OO T OOy =4

het erocycl e [#bei ntfbpti onal | yp‘élﬁﬁg‘t’il%%’? ed by oné or severalf*

267 |+ pPartial agonist +

+

444 ; Ki < 1000 nM, ++: 1000 nM< Ki <3000 nM, + : Ki
>3000 nM



radi cal s i ndependently selected from-0OH, oxo (=0, -CHO -SH -NO2, -CN,
-F, -d' -Br, (Cl-C4)-alkanoyl, (Cl-C4)-al koxycarbonyl,

(C1l-A4) - al kanoyl oxy, (Cl-C4)-al kyl sul phinyl, (Cl.-C4) -alkyl sul phenyl,
(C1-c4) -al kyl sul phonyl, (Cl-C4)-al kyl oxy-S02-, (Cl-C4)-alkyl-SQ20C,
-NR2R3, -CONR2R3, (Cl-C4)-alkyl optionally substituted by one or several
-Hor -F, and (Cl1-C4)-al koxyl optional]l,y substituted by one or several
-OH or -F;, c) benzene or benzene substi &t ed by one or several radicals

i ndependently selected from -OH -CHO -SH -NOX2, -CN, -F, -d, -Br,
(C1l-A4) - al kanoyl, (Cl-C4)-al koxycarbonyl, (Cl-C4)-al kanoyl oxy, (Cl-C4)

-al kyl sul phinyl, (Cl1-C4)-alkyl sul pheé&!ﬂl- C4) - al kyl sul phonyl ,

(C1-A) - al kyl oxy-S2-, (Cl-C4)-al kyl-5020-, -NR2R3, -CONR2R3, (Cl-C4)-al kyl
optionally substituted by one or several -OH or -F, and (Cl-C4)-al koxyl
opti onal | y isuldsciompoattdopfofiermudasébsal -OH or -F;, and 93 d) a bicyclic
system consi sting of a benzene fused with a five- or six-nmenbered ring
optionally containing fromone to three heteroatons selected fromO, S and
N, this bicyclic systemgbeiQg optionally substituted by one or several

radi cal s i ndepengem® 3el eciled from-OH, oxo (=0, -CHO -SH -NO2, -CN,
-F, -d, -Br, F Ay~ ah et ﬂ(?- (A -C4)--al. koxy-carbonyl -, -.

(C1-C4) - al kaqoyls C1- &) - al Xyl sul phi nyl ,

)

its stereoisomers and mixtures thereof, its polymorphs and
mixtures thereof, and the pharmaceutically acceptable
solvates and addition salts of all of them, wherein the
central benzene ring may be substituted in meta- or para-

position and,

-A is a radical selected from the group consisting of
-OR1, -~NR20R1 and -NR2R3; wherein R1l, R2 rand R3
independently represent -H or - {Cy-Cs)-alkyl;

-W; is a biradical selected from the group: -NH-CH(E)-,
and -N(D)-CH;-CH,-; wherein E ig a radical of the
~G-I-J-K type and D is a radical of the -G-I'-J-K
type where:

~-G- is a bond or a -{(CH»),.4~ biradical;
-I- is a biradical of a cycle selected £rom the
following groups:

a) cyclopropane, cyclobutane, cyclopentane,
cyclohexane and cyclohexene, all opticnally
substituted by one or several radicals
independently selected from -OH, oxo (=0),
~-CHO, -SH, -NO;, -CN, -F, -Cl, -Br,



(C1-A4) - al kyl sul phenyl, (C2-C4) -alkyl sul phonyl, (Cl1-C4)-al kyl oxy-S02-,
(Cl-C4)-al kyl -S20 -NR2R3, -CONR2R3, (Cl-C4)-alkyl optionally substituted
by one or several -CH or -F, and (Cl-C4)-al koxyl optionally substituted by
one or several -CHor -F;, -J- is a bond or a biradical selected fromthe
followi ng groups: a) - (CH2)1.4-alkylidene; b) -0-, and c) -0- (Cl-C4)
-alkyl-; -Kis a radical selected fromtfae follow ng groups: a) -H b)
(Cl-A)-alkyl; c) aradical froma cycl €“selected fromthe follow ng:

cycl opropane, cycl obutane, cycl opent ane, cycl ohexane and cycl ohexene, all
of them optionally substi | t ut ed one or several rad| cal s i ndependently
sel ected from -OH, oXo (€0)Cs)-alianogh, ﬁ'aJCH-OKYCEB?bOIlyl

(I o1) - al Kyl sul ph iy f"‘*?t%«&%%?fﬁ?@éﬁheﬁycﬂj q’?%z- ts Al SRRy

(Cl1-C4) - al kyl oxy- S02-, (mz-@k))ralkyﬂ.sﬁmﬁbenybfl -(KR2€63), - ammfl@honyl

(CL-O8) - al koxyl " opt i onal 1§ Ss et Estome o severse -earei op8) a

radical froma five- or sNR2RBpber etoNtEREy ocy(@,ecgordBtyl Ng dptiamIea O

three substituted by one or several -OH or -F, and
(C1-C4) -~alkoxyl optionally substituted by one
-or -several- -OH--ex -F;-

b) a five- or six-membered aromatic heterocycle
containing from one to three hetercatoms
selected from O, 8 and N, this hetexocycle
being optionally substituted by one or several

radicals independently selected from -OH, oxo

(=0), -CHO, -SH, -NO,, -CN, -F, -Cl, -Br,
{C1-C4) ~alkanoyl, (C1-C4) —alkoxycarbonyl,
(C3~C4) ~alkanoyloxy, (C,-C4) ~alkylsulphinyl,
(C1-C4) ~alkylsulphenyl, (C.-C4) —alkylsulphonyl,
(C3-C4) ~alkyloxy-S0,-, (C,-Cy) -alkyl-S0;0-,
-NR2R3, -CONR2R3, (C1-C4) —alkyl optionally

substituted by one or several -OH or -F, and
(C.-C4) -~alkoxyl optionally substituted by -one
or several -OH or -F;

¢) benzene or benzene substituted by one  or
several radicals independently selected £from
-OH, ~-CHO, -SH, -NO,, -CN, -F, -Cl, -Br,

(C1-C4) ~alkanoyl, {C,-C4) —alkoxycarbonyl,
(C.-C4) ~alkanoyloxy, {C1-C4) ~alkylsulphinyl,
(C1-C4) ~alkylsulphenyl, (C1-C4) ~alkylsulphonyl,
{C1-C4) -alkyloxy-80;-, (C1-C4) ~alkyl-S0,0-,
-NR2R3, -CONR2R3, (Cy-Cq) ~alkyl  optionally

substituted by one or several -OH or -F, and
(C1-C4) ~alkoxyl optionally substituted by one

or several -OH or -F; and



het eroatons selected fromO, S and N, being -this heterocycle-
-optionallyy substituted b.y .one_. or several radicals independently
selected from -OH, OXO (=0, -CHO, -SH, -N®2, -CN, -F, -d, -Br, (C1-C4)
-al kanoyl, (Cl1-C4) -al koxycarbonyl, (Cl1-C4) -al kanoyl oxy, (Cl-C4)
-al kyl sul phinyl, (Cl-C4)-al kyl sui phenyl, (Cl-C4)-al kyl sul phonyl,
(Cl- C4) - al kyl oxy-S02-, (Cl-C4)-al kyl -S0gg-, -NRZR3, -CONR2R3, (Cl-C4)-alkyl
optionally substituted by one or several -OH or -F, and (Cl-C4)-al koxyl
optionally substituted by one or several -OH or -F, and e) phenyl or phenyl
optionally substituted,b ne 9 sev r al radic s in dentl ele ted
from -OH -CHO, -SH, & r%f’% CPBF‘}S 6% ﬁ&ﬁ‘ai} Fused
(C1-C4) - al koxycar bonyl, wi(t®l- EA)fza&écan@yl @i!b-mé@ﬁe@é)i a} Sk embﬁghl
(C1-A4) - al kyl sul phenyl, (Cl-C4).-al kyl sul phonyl, (Cl-C4)-al kyl oxy- 802-
(Cl- C4) - al kyl - SCRO-, - NieFFeRiniggyroReom ( Coney) t4) ky‘Fméﬁ,.fEl oh&proatoms
substituted by one or Seé@.@éte@'fﬂm d: S'an#hd (Igll 9@6 légg&}i Egggé{nl y

'S Ira

substituted by one or several cycl e

sel ected fromthe folldwimg @Mmalal)y @mammmde b}«:y@ﬂl@bqraaeveral
cycl opent ane, cyclohexane y§ I 1y 95 bstltuted
by one or several radi cdl &%Ciosgp ‘ggﬁ?lﬁ)e §§§5<§€%§] Eé‘—:i oX

-CHO, -SH, -NO2, -CN, -HK=0)4d,6 -dQ, -SH, -NOQ, -CN, -F, -C1, -Br,

€—-Cy)—alkanoyd;- {C3-C4)~alkoxycarbonyl,.
(C;-C4) -alkanoyloxy, (C3-Cy4) -alkylsulphinyl,
(C1-C4) ~alkylsulphenyl, (C1-C4) ~alkylsulphonyl,
(C1-C4) ~alkyloxy-~-8S0,-, (C1-C4) ~alkyl-S0,0-,
~NR2R3, -CONR2R3, (C1-Cy) ~alkyl optionally

gubstituted by one or several -OH or -F, and
(C1-C,) -alkoxyl optionally substituted by one
or several -OH or -F;
-J~ is a bond or a bira_dica.l selected from the
following groups:

a) - (CHz);.4~alkylidene;

b) -0-, and

c) -0-{C1~Cy) -alkyl~;

-K is a radical selected from the following groups:

a) -H;

b) {Ci-C4) -alkyl;

c) a radical from a cycle selected from the
following: cyclopropane, cyclobutane,
cyclopentane, cyclohexane and cyclohexene, all
of them optionally substituted by one or
gseveral radicals independently selected from
-OH, oxo (=0), -CHO, -~-SH, -NO;, -CN, -F, -C1,
-Br, (0;-C4)-alkanoyl, {C;-C,)-alkoxycarbonyl,
(C1-C4) -alkanocyloxy, {C1-C;) -alkylsulphinyl,
(Cy-C4) ~alkylsulphenyl, {Cy-C4) -alkylsulphonyl,
(C1-C4) -alkyloxy-80,-, (Cy-Cy) ~alkyl-S0,0-,



(C1l-A4)-al kanoyl, (Cl1-C4)-al koxycarbonyl, (d-C4) -al kanoyl oxy, (Cl-C4)

-al kyl sul phinyl, (Cl-C4)-al kyl sul phenyl, (Cl-C4)-al kyl sul phonyl, (Cl1-C4)
-al kyl oxy-S02-, (Cl-C4) -al kyl-SQ20-, NR2R3; CONR2R3-, (Cl= C4)--al kyl.
-optionally- substituted by one or several -CH or -F, and (Cl-C4)-al koxyl
optionally substituted by one or several -OHor -F, b) a five- or

si x-menbered aromatic heterocycle contajning fromone to three heteroatons
selected from0O, S and N, being this heterocycle optionally substituted by
one or several radicals independently selected from -OH, oxo (=0), -CHQ
-SH, -N®2, -CN, -F, -d, _-Br, (Ci- - al kanoy 1- - al koxycar banyl ,
(Cl- C4) - al kanoyl oxy, (C1-BBFR3y ky|§§$%$ﬁa‘?ﬁ/1, @I&&)gﬁ%@| s 1Yy

(C1- C4)-al kyl sul phonyl, ghfdt Chhtal kByoneSBe . setrdref) -RIKYbe SA20- .and
-NR2R3, - CONR2R3, (Cl-C4)-alkyl optionally substituted by one or several

-OH or -F, and (Cl-C4)- dFkoSall- RyRal PRE oL usslshitoged obysans al

-OH or -F;, c) benzene suhst| byagng.-ormseveral radicals independently
selected from-CH, -CHO Q§SEEHE§%%)ZOR& IE—' -d, -Br, (Cl-C4)-alkanoyl,

(Cl-C4) - al koxycar bonyld) &Cl-f2dicdkanbyboxya (Livex) - arkylsik-plemiyered
(C1-A4) - al kyl sul phenyl, 1- CA) - al kyl sul phonyl , (f‘%% C4) - al kyl oxy-,S02-
(C1-A) - al kyl - S0, - NRE'&g,er-oegﬁ%R&con(':Efpé?- al ™ op?’i‘%naltpy s‘ﬁlfs‘ﬁ tuted
by one or 96 heteroatoms selected from O, S and N, being
—this heterocycle optionally substituted by _one.
or several radicals independently selected from

-0OH, oxo (=0), -CHO, -SH, -NO,, -CN, -F, -C1,

-Br, (C1-C4) ~alkanoyl, (C,-C,;)-alkoxycarbonyl,
(C1-C4) ~alkanoyloxy, (Cy~C,) ~alkylsulphinyl,
{C1-C4) ~alkylsulphenyl, {C1-C4) -alkylsulphonyl,
(C1-C4) ~alkyloxy-S0;-, (C1-C4) -alkyl-s0,0-,
-NR2R3, -CONR2R3, (C1-Cy) —alkyl optionally

subgtituted by one or several -OH or -F, and
(C1-C4) -alkoxyl optionally substituted by one
or several -OH or -F; and

e) phenyl or phenyl optionally substituted by omne

or several radicals independently selected from

-QH, -CHO, -8SH, -NO;, -CN, -F, -Cl, -Br,
{C1-C4) —alkanoyl, {C;-C4) ~alkoxycarbonyl,
{C;~C,) ~alkanoyloxy, (C1-C,) ~alkylsulphinyl,
{C1-C4) -alkylsulphenyl, (C1-Cs) —~alkylsulphonyl,
(C1~Cy) —alkyloxy-S0,-, (C1-C,) ~alkyl-S0,0-,
_NR2R3, -CONR2R3, (Ci-Cy)-alkyl optionally

substituted by one or several -CH or -F, and
(C1-C4) ~alkoxyl opticnally substituted by one
or several -OH or -F;
17~ is a biradical of a cycle selected from the
following groups:
a) cyclopropane, cyclobutane, cyclopentane,

cyclohexane and cyclohexene, all optionally



several -OH or

-H or -F phenyl,

-F, (Cl1-C4)-al koxyl optionally substituted by one or several

phenoxy and benzyl oxy; and d) a bicyclic system

consisting of a benzene fused wth a five- or six-nmenbered ring optionally

containing fromone to three heteroatons

this bicyclic

selected fromO, S and N, being
systemoptiona-|-|-y--substituted-,by _ one--or _sever-al

radi cal s i ndependently sel ected fron1-E§§ oxo (=0, -CHO -SH, -NO2, -CN,

-F, -d, -Br,
- al kanoyl oxy,
(C1-C4)-al kyl's

(Cl-C4) -

al kanoyl, (Cl- - al koxycar bonyl, (Cl-C4)

(cl-c4) -al kylsul phinyl, (Cl-C4)-alkyl sul phenyl,

ul phonyl , .

(Cl- C4) - al kyl oxy- SOB-, (Cl-C4)- al kyl - SQ20-

“NR2R3, - CONRZR3, (Cl- ca5ubstdsutssdi obyl | yoneuby t uBsYeRrlone rddisadsr al

-OH or -F, and

(Cl- C4) - phdepanaatipnaldiectelst irkamed By, 0N@xPr (38

eral

-OHor -F, -Zis aradical selected Tfromthe followng groups: a) -QI-J-T
wherein -Q is a biradi cafHO( CH2Y8H3-; -NQ», | s-8Y.def rBed ab&le; - IBris as

def i ned above;

and -T is

-H, a.b) (Cl-C4)-alkyl;
fol I owi ng: cycl opropane, (Cycdbalkasoylayy] opent dfe;Cqyaldybeniphingl,
all of them,ont) oY sSHER LY ©9 (BY-E2a1xy1sulphonyl,

cycl ohexene,

b}

c)

(G- ElkafBV O | O bR e iR A

rcat " froma cycle seél ec rom

(C1-C4) ~alkyloxy-850:-, (C;-C4) -alkyl-850,0-,
~NR2R3; GONR2R3,  (Cy1=Cg)-alkyl . optionally.
substituted by one or several -OH or -F, and
(C1-C4) —alkoxyl opticnally substituted by one
or several -OH or -F;

a five- or six-membered aromatic heterocycle
containing from one to three heteroatoms
selected from O, S and N, being this
heterocycle optionally substituted by one or
several radicals independently selected from
-OH, oxo (=0), -CHO, -8H, -NO,, -CN, -F, -C1,
-Br, {C.1-C4) -alkanoyl, {C;-C4) —alkoxycarbonyl,

(C;1-C4) -alkanoyloxy, (C1-C4) ~alkylsulphinyl,
(C1-C3) ~alkylsulphenyl, (C.-C4) ~alkylsulphonyl,
{C1-C4) —alkyloxy-S0x-, (C1-Cs) -alkyl-80,0-,

-NR2R3, -CONR2R3, (C1-C4)—alkyl optionally
substituted by one or several -OH or -F, and
{C1-C4) ~alkoxyl optionally substituted by one
or several -OH or -F;

benzene substituted by one or several radicals
independently selected from -OH, -CHO, -SH,
-NO,, =-CN, -F, -Cl, -Br, (C,-C4)-alkanoyl,

(Cy-C4) ~alkoxycarbonyl, (C,-C4) ~alkanoyloxy,
(C1-C4q) ~alkylsulphinyl, (C1-C4) —alkylsulphenyl,
{C,1-C4) —alkylsulphonyl, {C,-C4) —alkyloxy-80,-,
(Cy-C4) —alkyl-80,0-, -NR2R3, ~CONR2R3,

(C;~C4) -alkyl optionally substituted by one or

a.a)



or several radicals independently selected 97 from-0OH, oxo (=0),, -CHO
-SH, -N®2, -CN, -F, -d, -Br, (Cl1-C4)-al kanoyl, (Cl-C4)-al koxycarbonyl,
(C1l-A4) - al kanoyl oxy, (Cl-C4)-al kyl sui phinyl, (Cl-C4)-alkyl sul phenyl ,
(C1-A4) - al kyl sul phonyl, (C1-C4)-al kyl oxy-S02-, (Cl-C4)-al kyl -S020-,
--NR2R37- --CONR2&3y -(C2,-C4) _=al kyL_-optionall-y-. substituted by one or
several -CHor -F, and (C1-C4)-alkoxylggptionally substituted by one or
several -OH or -F, a.d) a radical froma five- or six-nenbered heterocycle
containing fromone to three heteroatons selected fromO, S and N, this

het er ocycl e bei ng optional | ubst .t ut ed y ne_o Vi radi,cal
i ndependently sel ected ﬁel"o%/ﬁ bg %JIOC“{ﬁfk "%Zol’télﬁ‘na
-Br, (Cl-C4)-al kanoyl, é@sﬁ@u@é&wwebwlsevéﬁimbm&an@v

(C1-A4) - al kyl sui phinyl, (Cl-CA4)-al kyI sul phenyl, (C1-C4)-al kyl sul phg—nyl
(Cl- C4) - al kyl oxy- S02-, (HRRRONY aﬁqé%/ LenE.OXY; NRRR3, - CONR2R3, (Cl- C4)- al kyl

optionally substi tutg %Vb é';+ ogél%:ln ofa bgﬁ gl@ FRAHAXY!

optionally substitute one or ; g) phenyl  or phenyl

optional ly substituted Vﬂy:h)né oflmveparl S:!ad-ﬂr@mbsmddepgm@emnmonally
containing from one to three heterocatoms
gselected from O, § and N, being this bicyclic
system—optionally--substituted by .one_or _sewveral

radicals independently selected from -OH, oxo

(s0), -CHO, -SH, -NO,, -CN, -F, -Cl, -Br,
(C1-C4) -alkanoyl, (C1-C4) -alkoxycarbonyl,
(C1-Cy)-alkanoyloxy, (C1-C4) -alkylsulphinyl,
{C1-C4) ~alkylsulphenyl, (C1-C4) ~alkylsulphonyl, . |
{C1~C4) —alkyloxy-80;-, {C1-C4) ~alkyl-s0,0-,
-NR2R3, -CONR2R3, (C1-Cy) ~alkyl optionally

substituted by one or several -OH or -F, and
(C;-C4) —alkoxyl optionally substituted by one

or several -OH or -F;

-2 is a radical selected from the following groups:
a) -Q-I-J-T wherein

-Q~ is a biradical -{(CH;)i.3-;
-I- is as defined abowve;
-J- is as defined above; and

-T is a radical selected from the following
groups:

a.a) -H;

a.b}) (C1-C4)-alkyl;

a.c}) a radical from a cycle selected from the
following: cyclopropane, cyclobutane,
cyclopentane, cyclohexane and cyclchexene,

~all of them optionally substituted by one

or several radicals independently selected



selected from-0OH, -CHO -SH -NO2, -CN, -F, -d, -Br, (Cl-C4)-alkanoyl,
(C1-A4) - al koxycar bonyl, (Cl-C4)-al kanoyl oxy, (Cl-C4)-al kyl sul phinyl, 98
(C1l-A4) - al kyl sul phenyl, (Cl-C4)-al kyl sul phonyl, (Cl1-C4)-al kyl oxy-S02-,

(C1-A)-al kyl -S020-, -NR2R3, -CONR2R3, (Cl-C4)-al kyl optionally
substituted by one or several -OH or -F, and (Cl-C4)-al koxyl optionally
substituted by one or several -OH or -E;, and -a:-f-)- -a radical_..from

.-a_ bicyclic- system_ consisting of 87benzene fused with a five- or

si x-menbered ring optionally containing fromone to three heteroatons
selected from 0O, S and N, being this bicyclic system optionally
substituted by one or severfziom r:HcaPs0i Md€penddiQ,y s ect-80af r ofN, OH,
oxo (=0, -CHO, -SH, -N&2, LN, -F,_sd, -Brg.(Cs-C4)yxalkan

(Cl- C4) - al koxycar bonyl (Cl-Fg})-al Karoyl oxy, YCL- M)-gfk%‘ﬂas%#%ﬁf‘ﬁyﬂ'f
(Cl- C4) - al kyl sul phenyl, (Gr,62))-aksdsdaybomyll, (Cl-04)-adkaypogiyx$)2- ,

(C1-A) - al kyl - S020-, - NF\’2R3,c _gS\IRZ'@ili Cj‘.l-%al kyl optionally substituted
by one or several -OR or F( 1TaMNd Y]éy)p;h | optionally substituted by
one or several -OH or -F; bjc;=e0HAEytSlphtniiyher ein

{C1~C4) ~alkylsulphonyl,

(C1-Cy) —alkyloxy-80z-, (C1-Cy4) -alkyl-80,0-,

~NR2R3+ -~CONR2R3, -(C;~C.)=alkyl._optionally.

substituted by one or several -0OH or -F,

and (C;-C;}-alkoxyl optionally substitu_ted

by one or several -OH or -F;

a.d) a radical from a five- or six-membered
heterocycle containing from one to three
heteroatoms selected from O, 8§ and N, this
heterocycle being optionally substituted by
one or several radicals independently
selected from -OH, oxo (=0), -CHO, -SH,
-NO,, -CN, -F, -Cl, -Br, (C;~C,)-alkanoyl,
(C,-C4) ~alkoxycarbonyl, (C;-C4)-alkanoyloxy,
(C1-C4) ~alkylsulphinyl,

{C1-C4) ~alkylsulphenyl,

(C1-Cy) ~alkylsulphonyl,

(C1~Cy) ~alkyloxy-S0,-, {C1-C4) —alkyl-80;0-,
-NR2R3, -CONR2R3, (C;-C4)-alkyl optionally
substituted by one or several -0H or -F,
and (C;-C;)-alkoxyl optionally substituted
by one or several -OH or -F;

a.e) phenyl or phenyl optionally substituted
by one or several radicals independently
selected from -OH, -CHO, -SH, -NO.,, -CN,
-F, -Cl, ~-Br, (C1-C4) ~alkanoyl,
(C1-C4) -alkoxycarbonyl, (C3-C4)-alkanoyloxy,
(C1-C4q) ~alkylsulphinyl,



sis 2o0r 3;, -x- is selected fromthe group consisting of -0-, -s-, -so-,
-S2- and -NR4-, being R4 a radical selected fromthe group: b.a) -H b.b)
(Cl-do)-alkyl; 99 b.c) cycloal kyl, cycloal kyl -CO, cycloal kyl - (C37-C3)
-al kyl and cycl oal kyl - (C1-C3) - al kanoyl, wherein the cycloalkyl is a five-
or six-menbered ring optionally substituted by one or several radicals
selected from-0OH, oxo (=0, -CHO -SHyg-NO2, -CN, -F, -4, -Br,

. (_C1,=C4) _ =alkanoy_1., (C 1-C9.)=a] .ioxy_car bonyl, (Cl-C4)-al kanoyl oxy,
(C1-A4) - al kyl sul phinyl, (Cl1-C4)-alkyl sul phenyl, (Cl-C4)-al kyl sul phonyl ,
(C1-A4) - al kyl oxy-S02-, (C1- -alkyl.5S020-,, - NR2R3, - CONR2R3, (Cl-(4)-al kyl
optionally ~substituted by g?‘r?é‘ ) -adk, gﬁlp@nﬁ,_ F, and -(Cl-C4)-al koxyl

optionally substituted by qog-@f) —%ﬁ\k%&hl ogfy1f; b.d) phenyl, phenyl-CO,
phenyl - (C1-C3) -al kyl and phenyl - (Cl-C3) - al kanoyl, being this _aromatic ring
optional |y substituted by o1& -Adkieryr8fetal s dEreCldedBIMSA-. - CHO,

(Gi- O~ ai kanoyl oxy, (GL-on 5P EST sul S (i 8 e ESHERRRee
substituted by one or several -0OH or -F,
and (C;-C;)-alkoxyl optionally substituted
by one or several -OH or -F; and

avE} a radical .from. .a. bicyclic system.
consisting of a benzene fused with a five-
or gix-membered ring optionally containing
from one tc three heterocatoms selected from
0, 8 and N, being this bicyclic system
optionally substituted by one or several-
radicals independently selected from -OH,
oxo (=0), -CHO, -8H, -NO,, -CN, -F, -C1,
-Br, (C1~C;) ~alkanoyl,
{C1-C4) —alkoxycarbonyl, (C,-C,s)-alkanoyloxy,
(C;-C4) ~alkylsulphinyl,
(Cy-C4) —alkylsulphenyl,
(C:~C4) —alkylsulphonyl,
(Cy~Cs) -~alkyloxy-80,~, (C1-C4) —alkyl-80,0-,
-NR2R3, =-CONR2R3, {(C;-C,)-alkyl optionally
substituted by one or several -OH or -F,
and (C,-C;)-alkoxyl opticnally substituted
by one or several -OH or -F;

b) - (CHp)g-X-P-I-J-T wherein

s is 2 oxr 3;

-X- is selected from the group consisting of -0-,
-8-, -80-, -80,- and -NR4-, being R4 a radical
gelected from the group:

b.a) -H;
b.b) (C1-Cyo) -alkyl;



(C1-CA4) - al kyl sul phonyl,
- NR2R3,

-CH or

- OONR2R3, (Cl-C4)-a

-F, and (Cl-C4) - al koxyl

(C1-A) - al kyl oxy-S2-, (Cl-C4)-al kyl-5020-,
kyl optionally substituted by one or several
optionally substituted by one or several

-OHor -F, and b.e) a heterocycle, heterocycle-CQ

het er ocycl e- (C1-C3)-al kyl and heterocycle- (Cl-c3) -al kanoyl, wherein the

100 heterocycle is a five-
three heteroatons sel ected

optionally substitut ed by one or several radi cal s selected from-0OH, oxo

or six-nmenbeg®d ring containing fromone to

fromO, S and N, being this heterocycle

(=0, -CHO, -SH, - (C1-C4) -alka OO
(C1-CA4) - al koxycar bonyl (El 3"’ foxy (C1-CA4)-al ng%ﬁ?%ﬁ?’%ﬁ" !
(C1- C4) - al kyl sul phenyl , (Cle@}ealkyls(ﬂﬁﬁbhyhlky.’(ﬁl C4) - al kyl oxy- Sag4d,

(Cl- C4) - al kyl - 5020 NR2R3

subst i t ut ed b;/ one or ;everaFYc%ﬁF(éckﬁgA%ga&l SFLIO‘%@%IL%%H oniPPfy

substituted by one or severaycléklmyl ks aP-five-a d@ngigimémbeféd?yidgd-

biradical; -1- is as define

r adi cal

as defined above; ¢

d above .S gs def] ned above; and -TiIs a

PoETpERbY | RUSAUASBe DY R olF LSPYeRal; 5

radicals selected from -OH, oxo (=0), =-CHO,
-SH, -NO,, ~CN, -F, -Cl, ~Br,

_(C1-C4) -alkanoyl, (C1-C4y) —alkoxycarbonyl,.

(Ci-C4) ~alkanoyloxy, (C;-C4)-alkylsulphinyl,
(C1~C4) -alkylsulphenyl,

- {C3-C4) ~alkylsulphonyl,

b.d)

b.e)

(C1-C;) ~alkyloxy-80;-, (C1-C4) -alkyl-50.0-,
-NR2R3, -CONR2R3, (C;-C,)-alkyl optionally
substituted by one or several -OH or -F,
and -(C;-C4) -alkoxyl optionally substituted
by one or several OH or F;

phenyl, phenyl-CO-, phenyl-(C;-Ci)-alkyl
and phenyl- (C,-C3)-alkanoyl, ©being this
aromatic ring optionally substituted by one
or several radicals selected from -OH,
-CHO, -S8H, -NO;, -CN, -F, =-Cl, -Br,
{C1~C;) -alkanoyl, {C1-C4) ~alkoxycarbonyl,
{C3-C4) ~alkanoyloxy, (C1-C4)-alkylsulphinyl,
(C1-C4) ~alkylsulphenyl,
(C1-Cy4) -alkylsulphonyl,
(C1-C4) -alkyloxy-80,-, (C1-C4) -alkyl-80,0-,
-NR2R3, -CONR2R3, (C;-C4)-alkyl optionally
substituted by one or several -OH or -F,
and (C3-C:)-alkoxyl optionally substituted
by one or several -OH or -F; and

a heterocycle, heterocycle-CO,
heterocycle- (C;-Cs) -alkyl and

heterocycle- (C;-C;) ~alkanoyl, wherein the



-R5 is ar

adi cal selected fromthe group: <c.a) -H c.

c.c) cycloal kyl and cycl oal kyl - (C1-C3)-al kyl, wherei

five- or

radicals s
(Cl-A4) -al
(Cl-A4) - al
(Cl-A4) - al
optionally

si x-menbered ring optionally substituted by

b) (Cl-Clo)-al kyl;
n the cycloal kyl is a
one or several

elected from-OH, oxo (=0, -CHO, -SH, -N®2, -CN, -F, -d, -Br,

kanoyl, (Cl-C4)-al koxycarbonyl, (Cl-C4)-al

kyl sul phi nyl, (Cl-C4)-al kyl suldhenyl, 101

kyl oxy- S02-, (Cl-C4)-al kyl-5020-, -NR2R3,
substituted by one or several -OH or -F,

kanoyl oxy,
(C1-A4) - al kyl sul phonyl ,
- CONR2R3, (C1-CA4)-al kyl
and (Cl-4) - al koxyl

optional |y substituted by oReeocyelerdk aOfige-- br @it mehBeykdandn
C3)-al kyl, being this aronatlc ring ogtlonally substltuteg by

phenyl - (Cl-
one or sev
-Br, (Ci1-
(C1-A4) -al
(Cl-A4) -al
optionally
optionally

eral radicals sel cON@inips fxpp 9vgo

oshregy hetegoatpms. q |

4) - al kanoyl , (C1f£%%3 I@pxxg% oyl , s (&ha®Hyr, aI5%F9§I0£Kls

kylsulphinyl, aIkyIsu henyl (C1-
kyl oxy-S02-, (Ci- @ﬂt&a-‘IOIWIClQOZQPtJLORaMRSS

CA) "al kyl'sdl phonyl ,
eolrared (lwL- gnp al kyl

substituted by qne oI Seueralas @ " ssfoct b Gh Bk AblkgY!

(=0), -CHO, -S8H, -NO;, -CN, -F, -Cl1l, -Br,

substi t ut ed

(C1-C4) ~alkanoyl, (Cy-C4) -alkoxycarbonyl,

{C1-C4) ~alkanoyloxy, (C:~Cs)-alkylsulphinyl,

(C1-C4) ~alkylsulphenyl,
{C1-C4) -alkylsulphonyl,

(C1“C4) -alleOKY—SOZ- ’ (Cl-C4) '-a.lkY].—SOgO" '

-NR2R3, -CONR2R3, (Cy-C4)

-alkyl optionally

gubstituted by one or several -OH or -F,

and {C;-C;)-alkoxyl optionally substituted

by one or several -OH or -

F;

-P- ig8 a bond or a -{(CHz):-.~ biradical;

~I- is as defined above;

-J- is as defined above; and

-T is a radical as defined abowve;

c) - (CH,),-CO-NRS5-P-1-J-T wherein

u is 1 or 2;

-R5 is a radical selected from the group:

c.a) -H;
c.b) (Ci1-Cy)~alkyl;

c.c) cycloalkyl and cycloalkyl-(Ci-C3)-alkyl,

wherein the c¢ycloalkyl

js a five- or

six-membered ring optionally substituted by

one or several radicals selected from -CH,
oxo (=0), -~CHO, -SH, -NO;, -CN, -F, -Ci,

-Br,

(Cl"‘C4) —alkanoyl ’

{C;-C,) -alkoxycarbonyl, (C;-C,)-alkanoyloxy,

(C1-C4) -alkylsulphinyl,
{C,-C4) ~alkylsulphenyl,



by one or several -CH or -F;, and c.e) a heterocycle and

het erocycl e- (C1-C3) -al kyl, wherein the heterocycle is a five- or

si x-menbered ring containing fromone to three heteroatons selected from
O, Sand N, being this heterocyclo optionally substituted by one or
several radicals selected from-0OH oxo (=0), -CHO -SH, -NO2, -CN, -F,
-d, -Br, (Cl-C4)-alkanoyl, (Cl-C4)-alK¥kycarbonyl, (Cl-C4)-al kanoyl oxy,
(C1-A4) - al kyl sul phinyl, (Cl-C4)-al kyl sul phenyl, (Cl-C4)-al kyl sul phonyl ,
(C1-A4) -al kyl oxy-SQ2-, (Cl-C4)-al kyl -S020-, -NR2R3, -CONR2R3, (Cl-C4)-al kyl
optionally 102 substituted fay-epp-&lkyks@ptongagral -OHd or -F, and (Cl-C4)
-al koxyl optionally substituted by one or several -OHor -F, -P- is as

defined above; -1- is as def{Gie§ahtRbyloxy-80-as deiGunEe) BHNEL-SP~,-T i's
as defined above; d) - (CI—IZ)_‘?!\,RMRLC?Q%LQ&[I s(dlscg)s_gﬂgli,f_eq)ﬂ%b\fﬁn d R6
or

and R7 together with the N are jolned mng a five- or” six-nenbered cycle
optionally containing fromsshetitutedecndanei ol severatoatBhsosel-&t ed
fromO, S and N, and that be 4 used St | (o] gT=3e] A fjve-
or six-menbered cycles opti (r);%gq I 3%on"§aia§'?cr?§&gne6‘g%£rg€ae€ye¥alnsqﬁ)e‘{telﬁt\(@%te s
sel ected fromthe group by one or several -OH or -F;

c.d}) phenyl and phenyl-(C;~-C;3)-alkyl, being
_this aromatic ring optionally substituted

by one or several radicals selected from

-0d, -CHO, -8H, -NO;, -CN, -F, -Cl, -Br,

{C1~Cy) ~alkanoyl, (C1-C,) -alkoxycarbonyl,
(C1-C;) -~alkanoyloxy, (Ci1-C;)-alkylsulphinyl,
(C,-C,) ~alkylsulphenyl,
{C.1~C,;} ~alkylsulphonyl,
(C1-C4) -alkyloxy-S0,-, (C1~C4) ~alkyl-80,0-,
-NR2R3, -CONR2R3, {C;~C4)-alkyl optionally
substituted by one or several -OH or -F,
and (C,-C4)-alkoxyl optionally substituted
by one or several -OH or -F; and

c.e) a heterocycle . and
heterocycle- (C;-C;3) -alkyl, wherein the
heterocycle is a five- or six-membered ring
containing from one to three heteroatoms
selected from ©, S8 and N, being this
heterocyclo optionally substituted by one
or several radicals selected from -OH, oxo
(=0), -CHO, -SH, -NO,, -CN, -F, -Cl, -Br,
(C,-C4) -alkanoyl, (C1-C4) -~alkoxycarbonyl,
(C1-Cy) ~alkanoyloxy, (C1-C,)-alkylsulphinyl,
{C1-C4) -alkylsulphenyl,
(C1-C4) -alkylsulphonyl,
(C1-Cy) —alkyloxy-S0;-, (C1-C4) ~alkyl-80;0-,
-NR2R3, -CONR2R3, (C;-C4)-alkyl optionally



conposed of 0, S and N, all the cycles being optionally substituted by one
or several radicals independently selected from-0OH, oxo (=0), -CHO  -SH,
-N®2, -CN, -F, -d, -Br, (Cl-C4)-al kanoyl, (Cl1-C4)-al koxycarbonyl,
(Cl1l-A4) - al kanoyl oxy, (Cl1-C4)-al kyl sul phinyl, (Cl-C4)-al kyl sul phenyl,
(C1-A) - al kyl sul phonyl, (Cl1-C4)-al kyl oxy-S02-, (Cl1-C4)-al kyl -5020-, -NR2R3,
-CONR2R3, (Cl-C4)-al kyl optionally s&ﬁétitut ed by one or several -OH or
-F, and (Cl1-C4) -al koxyl optionally substituted by one or several -CH or
-F; and e) - (CH2)u-CO NR6R7 wherein u is as defined above, and R6 and R7
are as defined above; 1G¥PSKtHCRePEr 0918 0CE heg VRoMpRNRE DY fotthulox (1) is
nei t her 2-(4-benzyl oxyhenzoyl gnino) - henyl pr opk eaiL.G;aci d

2-[ 4- (4- met hoxybenzyl oxy%enzo%ﬁgm no%gg[l%k)lenyl p?%%?%gllc a%?g?&rll%lrly

2-[ 4- (4- br onobenzyl oxy) Femzdyiltaredoby3opheny| peoprahi €Ocod.-F;2. The
conpound according to claim \%hergi ani s -NHCH (E) - . 3. The conpound
according to claim?2, wWeld A28 8°PY8ical of the -Q1-J-T type. 4. The
conpound accordi ng 410 cl ai m 2,5 whereknned hSodefadical of the -
(CH2)s-X-P-1-J-T type. 5. The conpound according to claim4, wherein -X- is
-0-. 6. The conpound accordi i§ #6 EPALRTE, 2hpeeeidnd is 2 and -X is - NR4-.
7. The conpound of gl ai m4l,; werelRgWihgyaN I(E) -CH2-CH2-. 8. The conpound

according to claim7, wherein -Zis aradical of the -Q1-J-T type.

d}y - (CHs)s,-NR6R7, wherein s is as defined above, and
R6 and R7 together with the N are joined forming
a five- or six-membered cycle opticnally
containing from one to three additional
hetercatoms selected from O, S and N, and that
may be fused or substituted by one or two five-
or six-membered cycles optionally containing one
or several hetercatoms selected from the group
composed of O, S and N, all the cycles being
optionally substituted by one or several radicals
independently selected from -OH, oxo (=0), -CHO,
-SH, -NO, -CN, -F, -Cl, -Br, {C1-Cs) —alkanoyl,

{Cl-C4)-alkoxycarbonyl, {C1-Cy)—alkanoyloxny,
(Cl1-C4)-alkylsulphinyl, {(C1-Cq)—alkylsulphenyl,
{C1-C4)-alkylsulphonyl, (C1-Cy)—alkyloxy-50;-,

(C1=C4)-alkyl-50,0-, -NR2R3, —~CONRZR3,

{Ci-C4)-alkyl optionally substituted by one or
several -OH or -F, and (C;-C4) -alkoxyl optionally
substituted by one or several -OH or -F; and

e) - (CH;)4-CO-NR6R7 wherein u 1s as defined above,

and R6 and R7 are as defined above;



WO 2004/ 110983 PCT/ EP2004/ 006330 1 04 9. The conpound according to claim7,
wherein -Z is a radical of the -(CH2)s-X-P-1-J-T type. 10. The conpound
according to claim9, wherein -X- is -0-. 11. The conpound according to
claim9, wherein s is 2 and -X- is -NR4-. 12. The conpound according to
claiml1, wherein -Ais an -ORl type radical. 13. The conpound according to
claim1l selected fromthe group const@%ing of:

(2S) - 3- (4- benzyl oxyphenyl ) - 2-[ 4- (4- but oxybenzyl oxy) benzoyl am  no] propi oni c
acid nethyl ester;

(2S) - 3- (4- benzyl oxyphenyl ) - 2-[ 4- ( 3- bronpbbenzyl oxy) benzoyl am n o] propi oni c
acid nethyl ,ester; . . .
(28)-3-(1¥ﬁ£h§§F0 §8Héﬁglfb§§[ﬁgTQQ%W?o?%b%ﬁ%@Pﬁ&¢f8eﬁfbfﬁé&Perno]propionic
aci d net pH (4esled@izyloxybenzoylamino) -3-phenylpropionic acid, nor

(25)-5- (4 henzy] oxyphenyL) - 3[4 (2.114or obenzyl o) benzoyl am; ol pr opi oni

(2S) - 3- (4rhenzyl oxyphenyl ) - 2-[ 4- (3- et hyl benzyl oxy) benzoyl ami  ngLpr opi oni c
acid nethyl ester; (28)-3-&4-benzy|ox phenyl ) -2-[4- (3- o _

trifl uor drdtdnylldoEnLpeERY ¥ BeAZEYP AR NI PPl ohird easi I nedtiepiic asidr;

(25) - 3-(4- benzyl oxyphenyl )-2-[4-(2- met hoxybenzyl oxy) benzoyl am no] propi oni c
acid nethyl ester;

(2S) - 3- (& banzy| axypbenyl ) a2epdd{2gmetdy| belzinl dxy) bedzxdiam Wnolipr opi oni
acid nethy| ester; (2S)-3-(4-benzyl oxyphenyl)-2-[4-(2-
trifluoror 7%% H@ﬁzyloxy)benzoylanino]propionic acid nethyl ester;

3. The compcund according to claim 2, wherein -Z is a radical

of the -Q-I-J-T type.

4. The compound according to claim 2, wherein -Z is a radical

of the - {(CH;)s—X-P-I-J-T type.
5. The compound according to claim 4, wherein -X- is -0-.

6. The compound according to claim 4, wherein s is 2 and -X

is -NR4-.
7. The compcund of claim 1, wherein W is -N (E) -CH,-CH,-.

§. The ccmpound according to claim 7, wherein -2 is a radical

of the -Q-I-J-T type.



WD 2004/ 110983 PCT/ EP2004/ 006330 105 (2S)-3-(4-benzyl oxyphenyl)-2-[4-(2-o0-
t ol yl et hoxy) benzoyl am nol propi oni c acid nethyl ester;

(25) - 3- (4- benzyl oxyphenyl ) -2-{4-[3-(4- propoxyphenoxy) propoxy]
benzoylanino% ropionic acid nethyl ester;

(25) - 3- (4-%8 &“&74*@&%heny| )-2-[4-(:'3- net hoxybenzyl oxy) BEREBIARIAH)
propionic acid nethyl ester; (28) -3- ¥4-benzyl oxyphenyl) -2- [4-

(2- et hoxybenzyl oxy) benzoyl am  no] propi oni c acid nethyl ester;.

(2S) - 3- (4- benzyl oxyphenyl ) - 2-[ 4- (4- but yl benzyl oxy) benzoyl am n ol propi oni c
aci d net hyls estiey jcompound according to claim 7, wherein -Z is a radieal
(2S)-2-[4-(4-bytyl benzyl oxy) ben. z: oyl am no] - 3-cycl ohexyl propion is acid
met hyl est &t% %ﬁﬂQi@g%ﬁfﬁ%l(@fﬂégh§YB%inoxali_n-2y|oxy)ethoxy]benzoylanino}-
3- phenyl propi oni c acid nethyl ester;

2S) - 3- (4- benzyl oxyphenyl ) -2-[4- (2- pyri di n-2-yl et hoxy) benzo
gm 210] p$ opi Whi é‘h@c?cl:%mp@%;ﬁ);u a@épé :',Lngpyto claim g, wherg:)m -X- yis -0-.

(25) - 3- (4- benzyl oxyphenyl ) - 2- {4-[ 2- ( 3- net hyl qui noxal i n-2- yl oxy) et hoxyl
benzoyl am no} propi onic acid nmethyl ester;

(2S) - 3- ( 4- benz yihex yohgoyphil- 2efdrfng pyr idiadm29, wherein s is 2 and -X-
onxy)ethox%JQ_ oyl am no} propionic acid nethyl ester;

(25) - 3- (4- benzyl' oxyphenyl ) - 2- (4-[ 2- (qui nol i n- 8-
yl oxy) et hoxyl benzoyl am no} propi oni ¢ acid net hyl ester;

V1 oxy) et oA bRty ASE b PO PGAIES oh o ATy ddigretn -A 1s an -OmI

(25) - 3- (4- benzypexypdesdd ) - 2-{4-. [ 2- (qui nol i n- 2-

yl oxy) et hoxy] benzoyl am no} propi oni ¢ acid nethyl ester,;

(2S) - 3- (4-benzyl oxyphenyl ) -2-{4-[ 3-(3-net hyl qui noxal i n- 2-

yl oxy) propoxy] BeRz euhptRa) RECBLEMNS @F I TR AY ke$8LEEG from the group

consisting of: ‘

(28) -3- (4-benzyloxyphenyl) -2~ [4- {4-butoxybenzyloxy) benzoylami
nolpropionic acid methyl ester;
(28) -3~ (4-benzyloxyphenyl}-2- [4- (3-bromobenzyloxy) benzoylamin
o]ﬁropionic acid methyl ester;
(28} -3- (4-benzyloxyphenyl) -2- [4- (2-chlorobenzyloxy) benzoylami
nol propionic acid methyl ester;
{28) -3- {4-benzyloxyphenyl) -2- [4- (2-fluorobenzyloxy) benzoylami
nol propionic acid methyl ester;
(28) -3~ (4-benzyloxyphenyl) -2~ [4- (3-methylbenzyloxy)benzoylami
nolpropionic acid methyl ester;
(23)-3~(4—benzyloxyphepyl)—2-{4—(3—
trifluoromethylbenzyloxy)benzoylamino] propionic acid methyl
ester;

(28) -3- (4-benzyloxyphenyl) -2- [4- (2~
methoxybenzyloxy)benzoylamino] propionic acid methyl ester;
(28} -3~ (4-benzyloxyphenyl) -2- [4- (2-methylbenzyloxy)benzoylami
noipropionic acid methyl ester}

{28) -3- (4-benzyloxyphenyl) -2~ [4- (2~
trifluoromethylbenzyloxy)benzoylamino]propionic acid methyl

egter;



(25) - 3- (4- br omophenyl ) - 2-{4-[ 2- ( 3- et hyl qui noxal i n- 2-
onxy)ethoxy]benzoyIanino}propionic acid nethyl ester;
(2S)-3-(4-fluorophenyl)-2-(4-[2-(3-methyl qui noxal i n- 2-

yl oxy) et hoxyl benzoyl am no} propi oni ¢ acid met hyl ester; WO 2004/110983
PCTI EP2004W6(3@3G@983106 PCT/EP2004/006330
(25) - 3- (4- benzyl oxyphenyl ) - 2- {4-[ 2- ( 3- rE¥*hy| qui noxal i n- 2-
yl oxy) et hoxy] benzoyl anm no} propi onic acid ethyl ester;

(2S) - 3- (4- benzyl oxyphenyl ) - 2-{4-[ 2- ( 3- nethquU|noxaI|n 2-
yl oxy) et hoxyphpnzoyd afd18s MFheﬁgin fAci4l fsQpropyl ester;

(2S)-3-(4- benzyloxyphenyl) 2- 3- et hyl qui noxal i n- 2-

yl oxy) et hoxyPbEheEie égm@npbpra@@xprurcb@mdeyeéhyl ester;
(2S)-2-(4-b | ox 45 b Nz phenyl ) propion is acid;
(28)-2-[4-(§§€gn92§ oxXy ?gélglzoy amwng(i&XS (4

benzyloxyph9n9p9$wphnnnnyjpmnpdxv]Beﬂtéylﬁmmnﬂ} exypénryt) - [4ei@- methyl
di benzyl am ggégoxy)benzoyl]anino}propionic aci d;

3-((3-benzy oxybenzyl ) -{3-[2-(3-net hyl qui noxal i n-2- yl oxy) et hoxy]
benzoyl}an1mm$p¥mpt@ﬁﬁanzyﬂdiyphenyl) z l4-(3-

3-{(3-b | 4- b | b |
aci 0, 2[4 PIENRRI R PRty Na R RHAGTLS. R BRepRSkypHeRss
) pr opi oni ¢ agky;3{ ?Aﬁ)be%rz[y%%pheﬂ{fy] %ypﬁn@d&&){%@ﬁgyh@ﬁyméngb ﬁam

benzyl oxyphenyl) propionic acid
3- (4-benzyl BR Eﬁ@ﬂ%@ﬂlqzﬁg}ﬁ(ﬂﬁﬁhéhyﬁsﬂﬁw1nethoxy)benzoylanlno ] proopi oni ¢

acid; 2-[4-(3z p ZM&Q%¥B§H§&%BF¥L?EPZQyt rq41 g Pﬁ@ﬂé éﬁujplonlc

acid; 3-(4-benzyl oxyphenyl 4- but yl benzy zoy am no
o]proplonlc acid methyl ester;

(28) ~2-[4- (4-butylbenzyloxy)benzoylamino] ~-3-cyclohexylpropion
ic acid methyl ester;
(23)-29{4-[2-(3~methquuinoxa1in—2yloxy)ethoxy]benzoylamino}w
3-phenylpropionic acid methyl ester;
(28)—3—(4-benéyloxyphenyl)~2—[4~(2—pyridin—2—y1ethoxy)benzoyl
amino] propionic acid methyl ester;

(28) -3- (4-benzyloxyphenyl) -2-{4- [2- (3-methyiquinoxalin-2-
yloxy)ethoxylbenzoylamino}propionic acid methyl ester;

(28) -3~ (4-benzyloxyphenyl) -2-{4- [2- (pyridin-2-
yloxy)ethoxy]benzoylamino}propionic acid methyl ester;

(28) -3- (4-benzyloxyphenyl)-2-{4~[2- (quinolin—s—
yloxy)ethoxy]benzoylamlno}proplonlc acid methyl ester;

(28) -3~ (4~benzyloxyphenyl) -2~ {4~ [2- (quinolin-7-
yloxy)ethoxy]benzoylamino}propionic acid methyl ester;

(28) -3- {4~-benzyloxyphenyl) -2-{4-[2- (quinolin-2-

vloxy) ethoxylbenzoylamino}propionic acid methyl ester;
(28) -3- (4-benzyloxyphenyl) -2-{4-[3- {3-methylquinoxalin-2-
yloxy) propoxyl benzoylamino}propionic acid methyl ester;
(28) -3~ (4-bromophenyl) -2-{4- {2- (3-methylquinoxalin-2-
yloxy) ethoxy] benzoylamino jpropionic acid methyl ester;
(28) -3-{4-fluorophenyl) -2-{4~[2~ (3-methylguinoxalin-2-

yloxy) ethoxyl benzoylamino}propionic acid methyl ester;



pionic acid; 2-[4-(4-butylbenzyl oxy)benzoyl an . no] - 3-cycl ohexyl propi onic
acid; {(3- benzyl oxybenzyl) - [ 4- (4- butyl benzyl oxy) benzoyl ] am no}aceti ¢ acid;
3- {(3 benzyl oxybenzyl ) -[ 4- (4-butyl benzyl oxy) benzoyl ] am no}pro pionic acid,
WD 2004/ 110983 PCT/ EP2004/ 006330 107

3- (4- benzWQRPHRASA ) - 2- [ 4- (2- br onmobenzyl oxy) benzoy! anPREEPHOH060cni ¢ aci d;
3- (4- benzyl oxyphenyl ) - 2-[ 4- (2- chl or obert®@l oxy) benzoyl am no] pr opi oni ¢ aci d;
3- (4-benzyl oxyphenyl) -2- [4- (2-nethyl benzyl oxy)benzoyl am no] pr opionic
aci d; 3-(4-benzyl oxyphenyl)-2-[4-(3--

trifluoronmethy) enay-bexy)benzpkbapl nal-piuedizenzemathdl qaitbxalin-2-

3- (4- benzyl o nyl 4-(2-
t I‘I(f | uor O%EY%@ I j@j’%ﬁéﬁ%?ﬂ“hﬁﬁ?}'R)‘]Ciﬂ“‘é’&ilé‘nﬁelgc?ﬁhﬂiﬁSW%har maceut.i cal

conposi ti on(£Oy G- an@gc@gpggﬁyyp_y ngredi@dhet Byl HelApeuti Lol Y
effective anount of conpound” accor di ng to any oné of the claims 1 to 13
t oget her W%W}QWI Repzabami RO HIrgrHangac agiic bt PpropYe RHsty

fe)(;fl Fkgnﬁr:ln&%%ct ure b%f ntz%o%?@’g%ﬁ? forﬁffﬂznqrgo{nﬁtﬁgyggﬁo}g%lﬁﬁo? (r:TEr ;t ;[ \?e +
t r eat ment ojlcdsqs)msmm] beanoamanmho pmijd:nmg aalﬂmpyllﬁesﬁm of the
el canent FO0 Ve P ORRYL S0 PER S SRR P At A BoRF ELT e R Redi at ed
di seases i i@mneid;
(28) -2-[4- (3-benzyloxybenzyloxy) benzoylamino] -3- (4-
benzyloxyphenyl)propionic acid;
3-{ (3-benzyloxybenzyl) - [4-(2-
dibenzylaminoethoxy)benzoyl] amino}propionic acid;
3- ( (3-benzyloxybenzyl) - {3-[2~ (3-methylquinoxalin-2-
yloxy)ethoxyl benzovyl }amino) propionic acid;
3-{ (3-benzyloxybenzyl) - [4- (3-benzyloxybenzyloxy)benzoyl] amino
}propionic acid;
2-[4~(4-benzyloxybenzyloxy)benzoylaminol -3- (4 -benzyloxyphenyl
}propionic acid;
(28) -2~ [3- (4-benzyloxybenzyloxy)benzoylamino] -3- (4-
benzyloxyphenyl)propionic acid;
3~ (4-benzyloxyphenyl) -2-'[3- (biphenyl-4-ylmethoxy) benzoylamino
lpropionic acid;
2-[4-(3-benzyloxybenzyloxy) benzoylaming] -3- (4 -bromophenyl) pro
pionic acid;
3- (4-benzyloxyphenyl) -2- {4- {4-butylbenzyloxy) benzoylamino] pro
piénic acid;
2-[4- (4-butylbenzyloxy)benzoylamino] -3-cyclohexylpropionic
acid; |
{ (3-benzyloxybenzyl) - [4- (4-butyibenzyloxy}benzoyl] amino}aceti
¢ acld;
3-{(3~benzyloxybenzyl)-[4-(4—butylbenzyloxy)benzoyliamino}pro

pionic acid;



animal including a human. 17. Use of the conpound as defined in any one of
clains 1 to 13 for the manufacture of a nedi canent for the prophylactic
and/or curative treatnent of PPARyy / PPARS nedi ated di seases in an ani mal

i ncluding a human.. WO 2004/110983 PCT/ EP2004/ 006330 108 18. Use of the
compound a¥OdH A8 i n any one of claims 1 to 13 for tHE/FRAHESEUre of a
medi cament for the prophylactic and/or'®urative treatnment of a condition
associated with a netabolic disease in an animal including a human. 19. Use
according to claim 18, wherein the netabolic disease is

non-i nsul i n3 € épermtenyt] ckiygihengs ) relk[4 ¢ (B5- {idnobdn zv2 6xyUsen acgdli i) gxn ¢l ai m
18, wherein_the metabplic disease is obesity. 21. Use according to claim
18, wher ei P tHE et lic disease is selected from hyperchol esterol aen a,

and ot her i pitharediiahehHeanol ogi£s (2221 dked ol vl BRy T BERasThishsigdd ned in
any one'of clains 1 to 13 for the manufacture of a nedi canent for the
prophyl act | €P1e G¥<ickirati ve treatment of a cardi ovascul ar di sease

associ at ed ¥ A pBiARUI VO rSHRER 0Be 1k DA, ;»Tf:l [ [ f'anfH%{b . Use
of the corrpou_tnd as 2:};elfi r@d ig’qgny ([)ne(of ég{“ i ngnlf%éggigg?%?yt e ma} ufacture
of a nedi cappienioraqie prophyl actic and/or curative treatnent of

infl am"rgzi- o%_sg‘{_b%}lé' folr%%g{%r%pgggﬁf_s in general in an animal including a

human. accordi Wherein the inflanmatory process is
sel ect ed from fhexmaieritg laehlyil bkg) bamtby laintierg pebet oai 6. a@2bd; Usel accor di ng

to Clain]233—Yﬁﬁgéﬂé§f4¥§£h%%§ﬁgqgt?£Y(2_

trifluoromethylbenzyloxy) benzoylamino] propionic acid.

14. A pharmaceutical composition comprising, as an active
ingredient, a therapeutically effective amount of the
compound according to any one of the claims 1 to 13 together
with appropriate amounts of pharmaceutically acceptable

excipients.

15. Use of the compound as defined in any one of claims 1 to
13 for the manufacture of a medicament for the prophylactic
and/or curative treatment of diseases in an animal including

a human.

16. Use of the compound as defined in any one of claims 1 to
13 for the manufacture of a medicament for the prophylactic
and/or curative treatment of PPARy mediated diseases in an

animal including a human.

17. Use of the compound as defined in any one of claims 1 to
13 for the manufacture of a medicament for the prophylactic
and/or curative treatment of PPARy / PPARS mediated diseases

in an animal including a human..



process is selected frompsoriasis, and intestinal inflamuatory disease.
109 26. Use of the conmpound as defined in an y one of clains 1 to 13 for

t he manufacture of a nedi canent for the prophylactic and/or curative
treatment of a bone disease, particularly osteoporosis, in an anim

i ncl udi ng ¥MIEHI9837. Use of the conpound as defined i ACHEEROBHWOBE clains 1
to 13 for the manufacture of a nedicand®® for the prophylactic and/or
curative treatnent of cancer in an aninmal including a human. 28. Use of the
conpound as defined in any one of clains 1 to .13 for the manufacture of a

medi canent fier. Uke prophyl aschpeundrngd aleMued! iive ahiyeahsesE el asksn1wesnd
heal i ng or cutggﬂeoui1 di sorders associateg&mﬁth an_anonal ous differentiation

of epidernie d&H LhHIAEGFEHFS Phe of SERACRBRbT TREI 5185 PXPREXA2CHAT nal

including aahdnBR. @FacWst ageakflbnd ¥ anYe&fdidienC!aidBeilk d0 wh Woerein
the nedicanment is admnistered orally,. parenterally or topically. WO

2004/ 110983 MeEEbrp200d] HeB330n B0 agpnaThenedidiow dc g to any one of
claims 30 or 31, wherein the admnnistration is carried out orally,
parenterally or topically. 33. A nmethod for the prophylactic and/or curative
treat nent &P .a@saniagebrihcg udd nglaimubéin, wisrfcfier ithg fretabeldondiseane

associ ated with nmetabolic diseases, .co Lsin m _ni INg a
t her apeut i cary "8 &6Pt Eﬂa%%ﬁﬁ¥ﬁ%% SLEBRPSTN - i@%@ﬁ*ﬁ' claim1
together with an appropriate anount of pharmaceutically acceptable

i pi .34, A hod _f h hyl [ [
excipients. 3% fmeLholall LO%CPLORNYS POl A0Ykel GkabbYS! hedtaen!

is obesity.

21. Use according to claim 18, wherein the metabolic disease
is selected from hypercholesterclaemia, and other

lipid-mediated pathologies.

22. Use of the compound as defined in any one of claims 1 to
13 for the manufacture of a medicament for the prophylactic
and/or curative treatment of a cardiovascular disease
associated with metabolic syndrome in an animal including a

human.

23. Use of the compound as defined in any one of claims 1 to
13 for the manufacture of a medicament for the prophylactic
and/or curative treatment of inflammation or an inflammatory

process in general in an animal including a human.

24. Use according to claim 23, wherein the inflammatory
process ig selected from rheumatoid arthritis, and

atherosclerosis.

25, Use according to c¢laim 23, wherein the inflammatory
process 18 selectad from psoriasis, and intestinal

inflammatory disease.



of an ani mal including a human, suffering froma cardiovascul ar di sease
associated with netabolic syndrone, conprising admnistering a

t herapeuticaly effective anount of a conmpound as defined in claiml
together with an appropriate anount of ﬁggrnaceutically accept abl e

exci pients. 35. A nethod for the prophyl ic and/or curative treatnment of
an ani mal, including a hunmen, suffering frominflamation or an .

i nfl ammatory process in general, conprising admnistering a therapeuticaly
effective anount of a conpound as defined in claim1l1l together with an
appropri at e .anmoynt of har maceuti cal | y_accept abl e exci pients. .36. A nethod
for the proﬁ%yl gfsﬁ (?fang?eOrcc_?fﬁﬁ’%"F? ea?r%%/fc}%_ o EEE ] rrﬁ’lf, Sladmedin
human, suff gni rghyf rosa baRRLELEEAFES ofC YMRid Bl ditnaiehin L5t $heNprdphylactic

t herapeuticaly effective anount of a conmpound as defined inclaiml

t oget her wi eindderappuoptivaee trxariumntof ofha nhoveat | ¢hsegsaccomutbianlarly
exci pi ents. 2004/ 110983 PCT/ EP2004/ Q0633Q,. _1'1'! 37. A nmethod for the
propﬁyl acti E%gE&Pg’F%&Fat e @zﬁﬁ‘?ﬂ 1“@“%&n§manﬁllu,mqnﬁcl udi ng a human,
suffering fromcancer, conprising admnistering a therapeuticaly effective

anmount of a conpound as defined in claim]1 together with an appropriate
anmount of pﬁé’r-ngg@ancdlhej crapeiad| as efef prethtsn 38y Angeodliadms He to

LT oring. 1 pamt et RakFRRE Y el pakr Pt ibndnd¥hs, o

anonmal ous  dinfif/eretiuraitiioRe drepinenti 6f CéahSer Pt haUlagyimall higcIuelifRyf ion

of kel oids, conprising adm nistering a therapeuticaly effective anmount of a
conpound asP§®®Med in claim.1 together with an appropriate anount of

phar maceutical | y acceptabl e excipients. .

28. Use of the compound as defined in any one of claims 1 to
- 13 for the manufacture of a medicament for the prophylactic
and/or curative treatment of skin wound healing or cutaﬁeous
disorders associated with an anomalous differentiation of
epiaermic cells, particularly the formation of keloids, in an

animal including a human.

29. Use according to any of the claims 15 to 28, wherein the

medicament is administered orally,. parenterally or topically.
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32. The method according to any one of claims 30 or 31,
wherein the administration is carried out orally,

parenterally or topically.

33. A method for the prophylactic and/or curative treatment
of an animal including a human, suffering from a condition
associated with metabholic diseases, comprising administering
a therapeuticaly effective amouat of a compound as defined in
claim 1 together with an appropriate amount of

pharmaceutically acceptable excipients.

34. A method for the prophylactic and/or curative treatment
of an animal including a  human, suffering from a
cardiovascular disease associated with metabolic syndrome,
comprising administering a therapeuticaly effective amount of
a compouﬁd as defined in claim 1 together with an appropriate

amount of pharmaceutically acceptable excipients.

35. A method for the prophylactic and/or curative treatment
of an animal, including a human, suffering from inflammation
or - an inflammatory  process in general, comprising
administering a therapeuticaly effective amount of a compound
as defined in c¢laim 1 together with an appropriate amount of

pharmaceutically acceptable excipilents.

36. A method for the prophylactic and/or curative treatment
of an animal, including a human, suffering from bone diseases
coﬁprising administering a therapeuticaly effective amount of
a compound as defined in claim 1 together with an appropriate

amount of pharmaceutically acceptable excipients.
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37. A method for the prophylactic and/or curative treatment
of an animal, including a human, suffering from cancer,
comprising administering a therapeuticaly effective amount of
a compound as defined in claim 1 together with an appropriate

amount of pharmaceutically acceptable excipients.

38. A method for the prophylactic and/or curative treatment
‘of an animal, including a humen, suffering from skin wound
healing or cutaneous disorders assoclated with an anomalous
differentiation of epidermic cells, particularly the
fofmation of keloids, comprising administering a
therapeuticaly effective amount of a compound as defined imn
claim 1 together with an  appropriate amount of

pharmaceutically acceptable excipients.



