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through different splicing and pronoter usage (Fajas

et al., J. Biol. Chem 1997, 272, 18779-18789). The
BEARyROUMNIDfART shows a wide tissular distribution,

whi l e PPARy2 and PPARy3 are confined to certain

tissues: PPARy2 is expressed only in adipose tissue
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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 variety of physiological functions playing a
ceﬁtral role in homeostasis and lipid metabolism (Vamecqg et

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



acids, regulation of insulin sensitivity and bl ood
glucose levels, differentiation of macrophages that
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carci nogenesi s, hyperpl asia, and adi pocyte
differentiation, the latter being the nost verified
function of the PPARy (Ginmaldi, Prog Lipid Res.
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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 1049684) and tesaglitazar (2, EP



NOj OOHOOOOHII, (2) The use of compounds

totally or partially blocking PPARy activity is
w@e@hnlodsdr the inhibition of adi pocyte PCT/EP2004/006330

differentiation, which constit®tes an effective

treatnment for obesity. PPARS activation has been

shown to lead to increased |levels of HDL chol estero
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insulin (Aiver et al, Proc Nat Acad Sci USA, 2001

98, 5306-5311). The invol verent of PPARS in fatty

acid oxidation in nuscles was further substained in
MRa knock-out mce (Mioio et al., J. Biol. Chem
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1, WO 02/14291, WD 01/79197, WD 99/4815, WO

97/ 28149, WD, 98/27974, WD 97/ 28115, WD 97/27857, WO

97/ 28137, 97/ 27847). Taken together,2 hese

observati ons’ suggest that PPARS activat fn is useful

in the treatnent and prevention of cardiovascul ar

di seases and conditions including atherosclerosis,
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may prove to be efficacious drugs for decreasing

Hitolascul ar di sease associated with netabolic
syndronme, a condition conprised of a cluster of risk
factors that also includes insulin resistance,

FHIE tacBiRh eI ARSI Shb&En 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-obese rhesus
monkeys, while lowering the levels of LDL, triglycerides,
and insulin (Oliver et al, Préc Nat Acad Sci UsSA, 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 PPARS 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, théese observations suggest that
PPARS activation is useful in the treatment and prevention

of cardiovascular diseases and conditions including

atherosclerosis, hypertriglyceremia and mixed dyslipidemia



(Mukj erheer, Drug News Perspect. 2002, 15, 261-267).

Pro-differentiation and |ipid accunul ati on effects
whawe/1wen reported in rodent and cul tured huPEITEP2004/006330

keratinocytes, as 'well as pygotection agai nst cel

deat h upon PPARS activation (Tan et' al., Genes Dev.

2001, 15, 3263-3277; Schrmuth et aI J. Invest.
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Targets, 2004, 8, 39), and bone diseases (Pe| et a
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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
requlator 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. Chem.
2003, 10, 267-280).

This indicate that research for compounds displaying various

degrees of PPARy and PPARS modulation should lead to the



Consequently, it is of great interest to provide new

t herapeutic agents that selectively nodul ate PPARy,
w@ea4PRABy |/ PPARy. Kundu and col | aborat or s hB@EEP2004/006330

descri bed benzam des (3), (4) 5and (5) as

N-~-glucosi dase inhibitors (Conb. Chem Hi gh. 2002,
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the group consisting of -OR1, “NR2ORL and - NR2R3
wherein Rl, R2 and R3 independently Trepresent “H or

cohSeqtdht B kyl 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. Chemn. High.
2002, 5, 545-550). These compounds are structurally close to
those of this invention, but were described for different

uses.
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R R=H  (3)
R=OMe (4)
R=Br (5)

SUMMARY OF THE INVENTION

One aspect of the present invention relates to the provision

of new compounds of formula (I),



-W is a biradical selected fromthe group:
-NHCH(E)-, - N(E) -CH2-, and -N(D) -CH2-CH2-; wherein
wa2008/180988di cal of the -G 1-J-K type and D i SPEI/EP2004/006330
radical of the -G1'- J-K typggwhere: -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 gbut ane, cycl opentane, cycl ohexane
and cyclqhexepe, | optionally substituted by one or
[ ndependently sel ected from-OH oxo

-SW -M2, -CN, -F, -d, -Br, (Cl-C4) -
(Cl C4) -al koxycarbonyl, (Cl-C4) -
al kanoyl oxy, (Cl-C4) -al kyl sul phinyl, (Cl-C4) -
al kyl sul phenyl, (Cl-C4) -alkyl sul phonyl, (C1-C4) -
al kyl oxy-S02ZhH, (Cl-C4) -al kyl-3S020-, -NR2R3, WO
2004/ 110983 PCT/ EP2004/ 006330 7 CONR2RS3, '
(Cl-C4)-al kyl optionally substituted by one or

e I | optio
SperrrreroByebhe B abfetiye Refptk, s BBl porphs ana
mnxtumemenm@em@qmunnamd hetmwocyhhfmacentﬁbalng fnavaeptable

0 to three heteroatons selected ffom0, S a

cﬂf‘é A4RT enaﬁa di Bx’e‘i”f’lg TP GHNIET y2EhbaF t EP@H‘ byW]B‘?l‘éeln the
EnSRVer Bénzéﬁ@' na 'ﬁﬁ%z%deéﬁﬁé’tﬁﬁl’@éﬁ e@nf rIﬁ’é'@a %r para-
oxo (=0, -CHO -S (d
R9§lt¥9maﬁ@%d (Cl-C4) -al koxycarbonyl, (Ci- CA) -

al kanoyl oxy, (Cl-C4) - al kyl sul phi nyl, (Cl-C4) -

al kyl sul phenyl, (C1-C4) -alkylsul phonyl, (Cl1L-C4) -

< kyl oxysSQ@2- rad{dalAkelaldtyld FPdh , th®BRZFpup consisting of

-OR1, -NR20OR1l and -NR2R3; wherein R1l, R2 and R3

independently represent -H or - (Ci;~C,;)-alkyl;

-W- is a biradical selected from the group: -NH-CH(E)-, -
N(E) -CH,-, and -N(D)-CH,-CH,-; wherein E is 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 -(CHz)i1.4- biradical;
-I - 1is a biradical of a cycle selected from the
following groups: |
a) cyclopropane, cyclobutane, cyclopentane,
cyclohexane and cyclohexene, all 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, (C1-Cy) -
alkanoyloxy, (C1-C4) -alkylsulphinyl, | (C1-Cy) -
alkylsulphenyl, ( C1-C;) -—alkylsulphonyl, (C;-C4)-
alkyloxy-S0,-, (C1-C4) ~alkyl-S0,0-, =-NR2R3, -



CONR2R3, (Cl-C4)-al kyl optionally substituted by one

or several -CHor -F, and (ClL-C4) - al koxyl optionally
w@egtiass ed by one or several -OH or -F; c) PENEPR964/006330

or benzene substituted by one gr several radicals

i ndependently selected from- OH -CHO -SH, -NQO2,

-CN, -F, -d, -Br, (Cl- C4) - alkanoyl , (C1- &4) -

L Sa o e Ch (- SR ot Byl aunstitutea

- al kyl sul phonyby (@ﬂe%r ﬁ\)@tlag_xy ~802- or(Clg A)and  (c;-C,) -
-al kyl - S020-, -NR2R3, - CONRZR3, (Cl-C4)-al kyl
optional ly subdtkPRYhd owfignaldy s@&%lt@@%r bg, one or

and (ClL-C4) - gg{;gg_xgi |&palé. substituted by one or
several -OH or -F; bi cycl I c system consi sting
of a benzené))faseﬂvew t bra eﬁlxzﬁnembemd( eeohattd rhagerocycle

optionally conta ning fromone to three heteroatons
sel ected from B°% %“ {tnﬁpgl bi Tl i EOsy &N heteroatoms

2004/ 110983 P@éf@@@&ﬂ/ @3:5)%300 8 Beidigy opt,i 0BRLLY heterocycle
substi tut ed by one or several radicals |ndependently
sel’ ect ed fromPeHgoRBtipeaily suheritsted- NgponeCr several

2l koxybar bonyl (G a S EEPRARRE A, et e Erom -om, oo
- al kyl sul phi ny(=0) C1- CH()) - —SHkyI—Nwlzpherml,, -6CLl-@4), -Br, (Ci-
o ot sl oty (Gl Gl R S (RO T e
optionally Subéikéﬂ&ffbxw 0 06, SEYBEA i@ HyT B (cy-cy) -
and (Cl-C4) - al koxy tiona Iy Substitute y “one or
several -OH oral]p,;lsulphenyl (C1-Cy) —alkylsulphonyl, (Ci-C4)-
alkyloxy-S0,;-~, (C1-C4) ~alkyl-80,0-, -NR2R3, -
CONR2R3, (C;-C4) -alkyl optionally substituted
by one or several -OH or -F, and (Cp-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~C,)-
alkanoyl, (C1-C4) ~alkoxycarbonyl, (C1~Cy) -
alkanbyloxy, (C1~C4) ~alkylsulphinyl, (C1-Cy) -
alkylsulphenyl, (Ci-C;)-alkylsulphonyl, (C;-C,)-
alkyloxy-SO,~, (Ci-C,)-alkyl-S0,0-, -NR2R3, -
CONR2R3, (C1-C4)-alkyl optionally substituted
by one or several -OH or -F, and (C;-C,)-
alkoxyl optionally substituted by one or
several -OH or -F; and
d) a bicyclic system consisting of a benzene fused
with a five~ or six-membered riﬁg optionally
containing from one to three heteroatoms

selected from O, S and N, this bicyclic system



-J- is a bond or a biradical selected fromthe
follow ng groups: a) - (CH2) 1 4-alkylidene; b) -0-,
WO 2004/1186 , -SO2-, -CO-,. -0CO, -COO, - OCONRZE/EP2004/006330

-NR2COO-, -CONR2-, -NR2CO-, -BR2-, - NR2SCR-,
-S02NR2-; and ¢) -O (Cl-C4) -, - (Cl-C4) -0-, -S
(Cl-C4) -, - (Cl-C4) -S ' -SO (Cl-C4) -, - (Cl-C4)

SO C(I}SO(ZC1 Cajfflg zapte.eilaégy &6 %tteél% W%everal
- OCONR2- (Cl Q&hlcals mgféndeﬁtl@)selecte(dﬁ:lf%m -OH, oxo
- OCONR2-, - .- NR2000- Cl-4)

- NR2CO- ((31 c4)=0), ~CHEy- &8 ,--@@qu -CN, (- mg:l -Br, (C

(2?2 849) -:Nmﬁﬁs%l%@é’yﬁ) ((E 1-Cs C)f-l N%%carbégl%ww (C1-Ca) -

(Cl-C4) - NR2S@Rkaneilozya radﬂ‘li:—ah)sellbgleullph@nylhe (C1-C4) -
following groyps: a) -H b) (Gl-CA) - Ay
radi cal from thgﬁﬁ‘élgléﬁﬁ’g? (%'%5 'I‘I"'ef}{lfi 1ﬁlé)vvl n&’l (C1=Ca)
cycl opropane, 5¢¥ghekytapg-, CY{@J-QH@“&&R?J. -Spgb-ONEXAWR2R3, -
and cycl ohexene, "al | "WO 2004/ 110983 PCT/ EP2004/ 006330

‘9 of them opt FENBRRY, suS1iCalredkmy) opptédpnaddyer gnbstituted

[‘adl cal s i ndi&ndgﬁ%‘l yojéelse%&dafrorBH C?flmoieo (50%: (c.-c,) -

- Br

-al kanoyl ( Chaikéxyial keptyicardidnyl , su}(>£]:1@ﬂi)ed by one or
- al kanoyl oxy, (Cl-C4) -al kél sul phi nyI (C1-4)
- al kyl sul phenﬁ?«ve(fé} C@¥i O%| k¥ sul phonyl, (Cl-C4)

-al kyl oxy-S025 o (£l - kY - %%%Qtd;lcalN@&Sected from the
- CONR2R3, (C1- C4) al kyl optionally substituted by one

or several -OfocdlowEngaggoups:
a) - (CH,) 1.4-alkylidene;
b) -0-, -8-, -S0-, -s80,-, -CO-, -0CO-, -COO-, -
OCONR2-, -NR2COO-, -CONR2-, -NR2CO-, -NR2-, -
NR2SO,-, -SO;NR2-; and
@) -0-(C1-C4) =, =-(C1-Cs)-0-, -8-(Ci-Cs)-, -(C1-C4)-S-
, -8S0-({C3-C4) -, =-(C1-C4)-80-, =803-(C1-C4)-, -

(C1-C4) =80,-, -0CO-(C1-C4) -, -COO-(C1-C4)-, -(Ci-
C4) -0CO-,  -(Cy3-C4)-COO-,  -OCONR2-(Cy1-C4)-, -
NR2COO- (C1-Ca) ~, - (€1-C4) -OCONR2~, - (C1-Cy) -
NR2CO0-, -CONR2-(C3-C4)-, -NR2CO-(Cy-C4)-, -(Ci-
C,) -CONR2-, - (C3-C4)-NR2CO-, -NR2-(C3-C4)-, -(Ci-
C,) -NR2-, ~SO,NR2-(C3-C4)-, -NR2SOz-(C1-Cs)-, -
(C1-C4) -SO,NR2-, - (C1-C4) -NR2SO2-;

-K is a radical selected from the following
groups:

a)-H;

b) (Cl'—C4) -alkyl;
c)a radical from a cycle selected from the
following: - cyclopropane, cyclobutane,

cyclopentane, cyclohexane and cyclohexene, all



(Cl-CA4) - al koxyl optionally substituted by one or
several -OHor -F, d) a radical froma five- or

W@ Roo4reyRer ed heterocycl e contai ni ng from oneP€DEPI0€E6330
heteroatons selected fromO, Sand N, being this
het erocycl e optionally substituted by one or several
radi cal s i ndependently selected from -0OH, oxo (=0),
-CHO, -SH, -N@2, -CN, -F, -d, _-Br, (Cl-C4)
- al kanoyl , (CleC4) f%\l%\’f‘ko??l::i'a?ﬁﬁﬂﬂ, S%‘éﬁtéﬁ)lted by one or
-al kanoyl oxy, ¢&dedef) vaAldHaaW PRLA%bendbft1$) selected £
_al kyl sul phenyl . (Cl-C4) -al kyl sul phgﬁ]{h , (gll-sci)ec ed  trom
- al.kyl oxy- S02-50H Cloxa) (=8l ky|-&R0-5SH, NR¥®@3, -CN, -F, -Cl1,

- CONR2R3, (CL-G4)-al kyl_optionall i b
(SRS, (CLGR o it gl St Y SR

substituted by(mpe,) oalka&neybbxy OH or -(&; -epd-£Lkylsulphinyl,
phenyl or phenyl optionally substituted by one or
several radi cal e Cabeptrgbitipheamybct ed Car 6 -aldsylsulphonyl,

-CHO, -SH, - tNark168d-g0Br, (Cl- -0y) - - -
- al kanoyl, (Cl-C4) -a?ko%?y%a bsonzyl', (C1- cAY Ca) ~alkyl-50,0-,
- al kanoyl oxy, (NBRRR34) - alJONR2RW3phi nWIC,-C{IGIl4)1l  optionally
- al kyl sul pheny| Cl- -al kyl sul phonyl Cl-C4)

~ - al kyl oxy-soz-s,u‘i%f-]tt‘;‘%le)d- a?%y\ﬁ?%ofgf-,sg‘-’ﬁ?ﬁa%,'og or -F, and
- CONR2R3,  ( Cl- (¢4)-€3) kylk&pyl onpdiyond@12004(5409838ted by one
PCT/ EP2004/ 006330 10 substituted by one or several

-OH or -F, and®® (ML aiFo@A -&pti onal |y substituted
by one or geveral,g Prfgf'om'_"a | 553 rg?kca'sigi—n?embered

cycle selected fromthe OW Nng groups:
cycl opr opane, Iteimiipcdiee, comtajprin@nefrom one to three

heteroatoms selected from O, S and N, being
this heterocycle optioﬁally substituted by omne
or several radicals independently selected from
-OH, oxo (=0), -CHO, -SH, -NO,, -CN, -F, -Cl,
-Br, (C1-C4) ~alkanoyl, (C1-C4) ~alkoxycarbonyl,

(C1-C4) -alkanoyloxy, (C1-C4) ~alkylsulphinyl,
(C1-C4) ~alkylsulphenyl, (C1-C4) ~alkylsulphonyl,
(C1-C4) ~alkyloxy-S0,-, (C1-C4) —alkyl-S0,0-,
-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; and

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

-OH, -CHO, -SH, -NO,, -CN, -F, -Cl, -Br,

(C1-Cy) ~alkanoyl, (Cl-Cg ) ~alkoxycarbonyl,
(C1-C4) ~alkanoyloxy, (C1~Cy) ~alkylsulphinyl,
(C1-Cy4) ~alkylsulphenyl, (C1~Cy) ~alkylsulphonyl,
(C1-Cyq) ~alkyloxy-S0O;-, : (C1-C4) ~2lkyl-S0,0-,

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



cycl ohexane and cycl ohexene, all optionally

substituted by one or several radicals independently
w@edoeatmss from - OH, oxo (=0, -CHO, -SH, - NCO2PCFER004/006330

-F, -d, -Br, (Cl1-C4) -alkangg!l, (Cl-C4)

- al koxycar bonyl, (Cl1-C4) -al kanoyl oxy, (Cl-C4)

-al kyl sul phinyl, (C1-C4) - aI kyI sul phenyl, (Cl-C4)

-al kyl sul phonyl Cl-CA4) .- S Cl- C4) _

- al kyl - S020- bﬁﬁg‘g&}‘% f%l %\Seraf ) or ¢, and
optional ly SL{*@LCI)UIaﬁdedwy]Dnepﬁﬁ.o&aleyal su&tbu:utéd by one
and (Cl-4)-al koxyl tionally subst ituted by one or
several -OH o,or ,sevgy:a PPeOYor Féi x- menber ed aromati c
heterocygle g@l JHQM 08 ol Oci eees@%%vc%at Offom the
sel ect ed from being this et erocycl e

optionally sukfsihlmnlag Igyroups or several radicals
mdependentlié sel.ected from Px0 é:O , -CHOQ__-SH, -

) CVY¢ opropgpe,( Cl- C%rc ékW( %%/’I ’ (ny&{.)opentane,
- al koxycar bom@ acloﬁiggcaﬁé) aldkarQy1ohkxen€l- CAll optionally
-al kyl sul phi nyI (C1-A4) -al kyl sul phenyl, (Cl-C4) )

-al kyl sul phon;ﬁubst(l(l;nt@d) -BYkyl ong- SO, (seMeggl  radicals
- al kyl - S020- | ky -
optionally sm%lgtlgﬁt%l%ég tb??\ls%?grcngévgﬁ%fﬁ bH - l9,xo (=0},
and (Cl-C4) - aldgoxy! osH, onaI-II\yozsubst-CNut ed- B‘y oneclor -Br,

several -OH or, -F, V\D 004/ 110983 PCT/ ER2004/ 0
11.c) benzene (&abgtl‘t %@H‘ 'one or sevet $L} égq%éﬁYgarbonyl

i ndependent ly @ELQQ o ¥ 1y, - CHO (cSh,) —)a'fﬂ%lsulphlnyl

-CN, -F, (C1-4) "-al kanoyl (Cl

- al koxycar bony(IC1 (Zal—a(jdyyl@mwloxy (C1-C4) ~alkylsulphonyl,
(Cy~Cy) ~alkyloxy-SOy-, - (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 -OH or -F;

" b) 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, -SH, -NO,, -CN, -F, -Cl1,
-Br, (C1-Cy) -alkanoyl, (C,-C4) ~alkoxycarbonyl,

(C1-Cy) —alkanoyloxy, (C1-C4) ~alkylsulphinyl,
(C1-Cy) —alkylsulphenyl ' (C1-C4) —alkylsulphonyl,
(C1-Cy) ~alkyloxy~S0z-, (C1~Cy) ~alkyl-S0,0-~,
-NR2R3, -CONR2R3, (C1-Cy) —alkyl optionally

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

or several -OH or -F;



(C1-C4) -al kyl sul phinyl, (Cl-C4) -alkyl sul phenyl,
(C1-4) -al kyl sul phonyl, (C2-C4) -al kyl oxy-S02-,

W@ Bo4/Thps3 al kyl - 5020-, - NR2R3, - CONR2R3, ( Cl-E41)/EP2004/006330
-al kyl optionally substituted4ly one or several -OH
or -F, and (Cl-C4) -al koxyl optionally substituted by
one or several -OHor -F and d) a bicyclic system
consi sting OS benzene fused five-

si x- menber e ﬁW%ﬁl%%?Vu%%&lt%YnPﬂﬁ PForﬁeéfl‘?éallo radicals

three het er oatigfffepesfle@iigd ea@RedS aR8mN -6881 NO-cro, -smH,
this bicyclic %st em optional |y substituted by one or

several radi caW i ndéPenderiid y s€lect eBrfrorﬁCiG;‘k)-cﬂdd{anoyl

( =()) [ CHO - C4
- al kanoyl , (C1- (‘334) La Jkk%%ca boy}ﬁ (Cl %C& glkanoyloxy,
- al kanoyl oxy, ((@1@@49allaifmbphmywl (c(Q2;)CAHlkylsulphenyl,

-alkylsulpheny -al kyl sul honyI Cl-
- al kyl oxy- S02- cl('écs'@f YLFK %\Qﬁ- a11)<Y10XY S02-,

- CONR2R3, (Cl Log) kylkppiaopal ly sul ted by o
or several or ?F an}QP gé?ﬁ@) al ko%h{2t optionally \FONR2R3,

substituted by(Cangs) allkgl epptiokldy sabstz.‘uweal by one or

radi cal selected frgmthe follow ng. grou
a)-Q I-J-T whéeitt (1(} ?"{a\ bi%adi c&l - ?3%2) 1Cg-C.) ~alkoxyl

-1- is as def id@ﬁio&lﬁq_\lgf substitudeddeli e @QO\&V@@_ -OH or
WO 2004/ 110983 PCT/ EP2004/ 006330 12 -T is a radi cal

sel ected from*He38 | owi ng groups:
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, S and N, being this bicyc‘lic
system optionally substituted by one or several
radicals independently selected from -OH, oxo

(=0), -CHO, ~SH, -NO,, -CN, -F, -Cl, -Br,

(C1-C,4) ~alkanoyl, (C1-C4) ~alkoxycarbonyl,
(C1-C4) ~alkanoyloxy, (C1-C4) ~alkylsulphinyl,
(C1-C,) ~alkylsulphenyl, (C1-Cy) ~alkylsulphonyl,
(C1-C,4) ~alkyloxy-S0,;-, (C1-C4) ~alkyl-S0,0-,
-NR2R3, ~-CONR2R3, (C1-C4) —alkyl optionally

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

or several -0OH or -F;

-7 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 above;

-J- is as defined above; and



a. a) -H a.b) (Cl-C4) -alkyl; a.c)a radical froma

cycle selected fromthe follow ng: cycl opropane,
weymhobesane, cycl opentane, cycl ohexane and PCT/EP2004/006330

cycl ohexene, all of themoptiq@nally substituted by

one or several radicals independently selected from

-OH, oxo (=0, -CHO -SH, -NO2, CN -F, -d, -Br,

(Cl-C4) -alkan (C1l-A4) .;al ar bonyl_, C4)

- al kanoyl oxy, o'%(Cl- -aF%?iLgﬁ pﬁ ?Fte cfr " the following

-al kyl sul phenygl;roulﬁg;l C4) -al kyl sul phonyl, (Cl-C4)

- al kyl oxy- S02-, (Cl 4) -al kyl -5020-, - NR2R. 3,
- CONR2R3, (C1- @4% ‘a’fkyl optionally substituted by
one or severalg (to al fl (C1-A4) - al koxyl
optionally substltu eg4 by ohe’ or several -OH or -F;

a.d) a radicalafe¢)em aaflivel drcui XanmeRlgeedkelected from the

het er ocycl e cont ai§ﬁi&ﬁg) .fromone to three heteroatons
selected fromo0, SOAAE"RDSthi s WAORFPERE bei nFyclobutane,

optionally substi {&i-a g@ﬁtaﬁ%e Qy SEMEL B nd aghaalcircs'lﬁhexene,

i ndependently selécted from-0OH,~.oxo (=0, -
-N®2, -CN, -F, -Chll-mf pmmc@pbmneddqylsubqiﬁlttmed by one

- al koxycar bonyl , 1- CA4) - al kan
- al kyl sul phi nyl . o Sec‘%f*‘) 2l Tz?z ﬁ%eﬁ?ﬁepef%%n&y selected
- al kyl sul phonyl!’, (E@ime4~)OH al kxboxx0$92-,cHC1l- Cdh, -No,, -CN,

-al kyl - S®20-,  -NR2R3, - CONR2R3, (Cl-C4)-al kyl
optional |y WO 2004F110983 % EP2004P006330 (C1-Cs) ~alkanoyl,

(C1-C4) ~alkoxycarbonyl, (C1-C4) ~alkanoyloxy,
(C1-C4) ~alkylsulphinyl,

(C1-Cy) ~alkylsulphenyl,

(C1-C4) ~alkylsulphonyl,

(C1-C4) ~alkyloxy=-S0,-, (C1-C4) ~alkyl-S0,0-,
-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;

a.d) a radical from a five- or six-membered
heterocyqle containing from ome to three
heterocatoms selected from .O, S 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, ‘(Cl—C‘;)—alkanoyl,
(C1-Cy) ~alkoxycarbonyl, (C;-C4)-alkanoyloxy,
(C1~-C4) ~alkylsulphinyl,

(C1-C4) ~alkylsulphenyl,
(C1~C4) ~alkylsulphonyl,
(C1-C4) -alkyloxy-S0;-, (C1-C4) -alkyl-S0,0-,
-NR2R3, -CONR2R3, (C;~Cs)-alkyl optionally



13 substituted by one or several -OHor -F, and
(Cl1-C4) - al koxyl optionally substituted by one or

wG@ewen#loss OH or -F; a.e) phenyl or phenyl optiPCEEP2004/006330
substituted by one or severalid adical s i ndependently
selected from-0OH, -CHO -SH, -NO2, -CN, -F, -d,
-Br, (ClL-4) -al kanoyl, (Cl1-C4) -al koxycarbonyl,
(C1-C4) -al kanoyl . - A noal kyl sul phi _ -
(CLl-C4) -al kyl sul %%ﬁﬁlft%(egi-?ﬁ) 3Ky S%F}’%%IOI%)% [TOH ox -F,
(C1-C4) -al kyl oxy-a8@R2- ,(C(€1:)CA)Lkcatyldy| e}_SeanallgNtF)&EEstituted
-CONR2R3, (C1-C4) .-alkyl optionally substitute y
one or several - YopgeF,OIpasr?ﬁre(ré]}- CHF- 8k oXyl
optionally subgfd) WeshyDYoPNShdiy B ey bnail¥ Bubdtituted by
and a.f) a radical froma bicyclic system consisting
of a benzene fuse®nfi t hox fiseersnl si xadaépbéred ¥ndgpendently

optionally containj fr to.fhre et ergat om _
sel ected from O, gé%ﬁgeﬁonggl&ﬁg :qﬁ’s bl‘ég)t}él [ cé}?ys@ r mCN,
optionally substit-iit,ed by ok, or sevBral radigzats)-alkanoyl,

i ndependently selected fr -OH, .oxo (=0, -CHO -SH,
Moo N, -F, '-o(,Cl‘gér‘,a%mrh%ﬂano;/lc,l'cf)cﬁjéiﬁ)mifloxyr

- al koxycar bonyl , ((€l=€&4)- B{Ek@q%kﬁ 1, (C1-C4)
. -al kyl sul phi nyl ((CIJ‘F-%)) gfal kyl sul p)l?eynyl ,  (C1-c4)

- al kyl sul phonyl , ((Ci-Cd)-alkkidwhphes@d-, (Cl- C4)

;)g't ikg'néls’loflo - NRRR3e, y GNRZRZ ) ek 7t - al kyl
(C1-C4) ~alkyloxy-S0,-, (C1~C4) -alkyl-S0,0-,
-NR2R3, -CONR2R3, (Ci-C;)-alkyl optionally

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

a.f) a radical from a bicyclic system
consisting of a benzene fused with a five-
or six-membered ring optionally containing
from one to three hetercatoms selected from
O, 8 and N, being this bicyclic system
optionally substituted by one or several
radicals independently selected from -OH,
oxo (=0), -CHO, -SH, -NO,, -CN, -F, -Cl,
-Br, (C1-Cy4) —alkanoyl,
(C1-C4) ~alkoxycarbonyl, (C;-C,)-alkanoyloxy,
(C1-C4) ~alkylsulphinyl,
(C1-C4) ~alkylsulphenyl,
(C1-C4) ~alkylsulphonyl,
(C1-Cy) -alkyloxy—soz—, (C1-C4) —alkyl-80,0-,
-NR2R3, -CONR2R3, (C;-C,)-alkyl optionally

substituted by one or several -OH or -F,



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

2004/ 110983 PCT/ EP2004/ 006330 14 and (Cl-C4) - al koxyl
wo@pittoneBd y substituted by one or several - O-POY/EP$)4/006330
b) - (CH2) s-X-P-1-J-T whereimgs is 2 or 3; -X is
selected fromthe group consisting of -0-, -S-, -SO,
-S2- and -NR4-, bei ng R4 a radi cal selected fromthe

group: b. a) H b b o) -al kyl; b.cg)

cycl oal kyl , cycl odt @(9c4 %Qﬁ%ﬁflkyppteéfaééy substituted
-al kyl ‘and cycl O%Ekyéne(%%@véﬂzﬁaﬂ%ﬁ orgrein the
cycloal kyl is a five- si x-nmenbered ring optionally

substituted bybbne(@ﬁz)sséiv@r-é}-JrﬁdwharslBel ected from

-OH, oxo (O) -NO2, -CN, -F, -d, -Br,

(Cl-C4) -al kandyl q_%)él Fy3i al koxycarbonyl,  (Cl- CA)

- al kanoyl oxy, {X1- G4) seldytedi phonylche (é:ﬂ:o?) cons:.stlng of
-al kyl sul phenyl (CL-4) -al kyl sul phonyl

- al kyl oxy- S02-791C1-E1) -aPRyl - SFP-, and\RoRB4-, belng R4 a

- CONR2R3, (Cl- %1cé‘ik§éle@£§doﬂ% hYerR ted by

one or several - -F, and oxyl
optionally sublstéll): utdﬂ, by one or several Hor F, b.

phenyt - (o1l C 8 ey Co b i g s A

b.c) cycloalkyl, cycloalkyl-CoO-,
cycloalkyl- (Cy-Cs) ~alkyl and
cycloalkyl- (C1-C;) ~alkanoyl, wherein the
cycloalkyl is a five- or six-membered
ring optionally substituted by one or
several radicals selected from -OH, oxé
(=0), -CHO, -SH, -NO;, -CN, -F, -Cl, -Br,
(C1-Cy) -alkanoyl, (C.1-C,) -alkoxycarbonyl,
(C1-Cy) —élkanoyloxy,

(C1-C4) —alkylsulphinyl,

(C1-C4) -alkylsulphenyl,

(C1-C4) —alkylsulphonyl,

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

b.d) phenyl, phenyl-CO-, phenyl-(C;-C3)-alkyl
and phenyl-(C.-C;)-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, (Ci~Cy) —alkokycarbonyl ,



aromatic ring optionally substituted by one or
several radicals selected from -0OH -CHO -SH -NO2,

WO 8N4/11083 - Cl , -Br, (Cl-C4) -al kanoyl, (Cl- CARCT/EP2004/006330
- al koxycar bonyl, WO 2004/ 110983; PCT/ EP2004/ 006330 15
(C1-C4) -al kanoyl oxy, (C1-C4)-al kyl sul phinyl,

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

(C1l-C4) -al kyl oxy- SO: 1- - a | - S020-, - NR2R3
- CONR2R3, (Cl1- C4) - al i%}lr éﬁ ﬁ(@?&r’w O%¥bstituted by one
or several -OH or'-(&;- @r)da@_q;;_li—l%)_mhgh@xyl
optionally substituted by one or several -OH or -F;

and b.e) a heterocycl(@J, %ét-@ﬂ-@i@@llép@@lylheterocylcl e-
Cl-C3) -al kyl and Cc al kanoy
(S e ey iy

wherein the heterocyc e X- menber ed
ring containing fromonpedoealky@exyhgber pat@F%,) -alkyl-S0,0-,
selected from0O, S and N, being this heterocyc

cle
optional Iy substitut™2B3: one or ~SEVRRRE r adi cal(§1 C4) -alkyl

|l ected f CH,
:c,é ec gr ngll‘r o ? I noylllig'%;b Lsgi ?%K%yca%onfseveral

(C1-C4) _al kanoyl oxy-OH(@i €R) aaﬂk;&bsud:ﬁhalydqul optionally

(C1-4) -al kyl sul ph §A al kyl sul phon
(C1-C4) -al kyl oxy- s bs‘f’cﬁ%ﬁ ’?’%l - 852 -e,"e%al ~OH or -F;

b.e) a heterocycle, heterocycle-CO,
heterocycle—(cl—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 O, S and N,
being this heterocycle optionally
substituted by one or se\}eral radicals
selected from -OH, oxo (=0), —CHb, -SH,
-NO, -CN, -F, -Cl, -Br, (Cl—c4)—alka;10yl,
(C1-C4) -alkoxycarbonyl,

(C1~C,) ~alkanoyloxy,
(C1-C4) —alkylsulphinyl,
(C1=C4) -ailkyl sulphenyl,
(C1-C4) -alkylsulphonyl,
(C1-C4) ~alkyloxy-S0,-, (C3-Cy)-alkyl-S0,0-,
~-NR2R3, ~-CONR2R3, (C1-Cy) —alkyl
optioﬁally substituted by one or several
-OH or -F, and (C;-C4)-alkoxyl optionally
substituted by one or several -OH or -F;
-P- is a bond or a -(CHy):.4~ biradical;
-I- is as defined above;

-J- is as defined above; and



-NR2R3, -CONR2R3, (Cl1-C4) -alkyl optionally
substituted by one or several -OHor -F, and (Cl-C4)

WO a00kox0gB3 optional |y substituted by one or seR€r/EP20040H96330
or -F, -P- is a bond or a - (Gg2)1_4- biradical; -1I-
Is as defined above; -J- is as defined above; and WO
2004/ 110983 PCT/ EP2004/ 006330 16 -T is a radical as

def i ned abov 5PI-JTV\/nere|nU|s
1 o0or 2; -R5 i%s ig raadé%{l*z‘géﬁelae%t ST Gr oup: .
a) -H @)b) (€l GLOo-1gH 1@ wassleadl kyl and
.cycl oal kyl - (Cl1- C3) -al kyl, wherein the cycloal kyl is

a five- or Usiis nkrferd ring optlonally substituted

by one or ewer c f H, 0XQ..
(yO) o ﬁglasl. %éﬂ% s%r_leec}t‘?% U0 Qg th<eC§r
- al kanoyl (Gi- 504) -~y koxycar bonyl, (Cl-C4)

- al kanoyl oxy, 1- ) I kyl sul phl nyl, (Cl-C4)
- al kyl sul pheny? (3(c££1 % )f% sul phonyl , (Cl-C4)

- al kyl oxy- S02- C(Cl 1
CCoNRRR3, (CLER © ]Qiuonégﬁ %’ubstuﬁ”tea‘cﬁ yC3) -atkyl,

one or several -O—HdllerEFJ,n artdle( Cl:y@&))alklylloxyls a five-

optionally substltu ed one or_severa
c.d) phenyl and phener T%ib & -5 R OPEéPHQﬂY Substltuted

by one or several radicals- selected from
-OH, oxo (=0), -CHO, -SH, -NO,, -CN, -F,
~-C1, -Br, (ci—c‘;) -alkanoyl,
(C1-Cq) -alkoxycarbonyl,

(C1-C4) -alkanoyloxy,

(C1-C4) -alkylsulphinyl,

(C1-C4) ~alkylsulphenyl,

(C1-C4) -alkylsulphonyl,

(C1-C4) ~alkyloxy-80,-, (Ci1-C,.)-alkyl-S0,0-,
~-NR2R3, -CONR2R3, (C1-C4) -alkyl
optionally substituted by one or several
-OH or -F, and (C;-C4)-alkoxyl optionali}'r
substituted by one or several -OH or -F;

c.d) phenyl and phenyl-(C;-C;)-alkyl, being

this aromatic ring optionélly substituted
by one or several radicals selected from
-OH, -CHO, -SH, -NO,, -CN, -F, -Cl, -Br,
(C1-C,) ~alkanoyl, (C1-C4) ~alkoxycarbonyl,
(C1-C4) -alkanoyloxy,

(C1-C4) -alkylsulphinyl,

(C1-Cy) -alkylsulphenyl,

(61-04) -~alkylsulphonyl,

(C1-C4) ~alkyloxy-S0,-, (Ci-C4)-alkyl-S0,0-,
-NR2R3, -CONR2R3, (C1-C4) ~alkyl



this aromatic ring optionally substituted by one or
several radicals selected from -0OH -CHO -SH -NO2,
WO 8N4/11083 - Cl , -Br, (Cl-C4) -al kanoyl, (Cl- CARCT/EP2004/006330
- al koxycar bonyl, (Cl1-C4) -al4mnoyl oxy, (Cil-C4)
-al kyl sul phinyl, (Cl1-C4) -alkylsul phenyl, (Cl-C4)
- a: ty: sul phonyl, (Cl-C4) -al kyloxy-SQ2-, (Cl-C4)
-al kyl -5020-, -NR2R3, .- R3 1-C4) .-al kyl WO
2004/ 110983 PCT/ EPZG’@EFG’%E% g S}I?(Sg&ﬁ‘%%gl %;Y oneor several

substituted by one cpmsexera, addd @r,-cf) -ahkox¢El- 68)ionally
-al koxyl optionally substituted by one or several -CH

or -F;  and c.e) a [FEbstdEPERE HYd Onfetel RENgE@RLl -OH or -F;
(C1-C3) -alkyl, whergiyn the heterocycle is a five- or

si x-menbered ring containing fromone to three

Reteroat‘oms sel ectedd from 0, S and Metesicyglehi s and
et erocycl o opti onall substi tyted ne.or seyeral,
radicals sel ected #@%ﬁr-"@}{ca&igce":@w'a- ¢ - gpjpérein  the

-N®2, -CN, -F, -0, peBerddibi6d)isalkapoyt, Lls@4)membered
- al koxycar bonyl, (Cl-C4) -al kanoyl oxy, (Cl1-C4)

-al kyl sul phinyl, (@ing4) cahkyisimphedyom (enecq)to three
2L U phONYT . (Ch G B A 085 EED, 5 ana
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,
(c.-C,) —~alkoxycarbonyl,
(Cy-C4) ~alkanoyloxy,
(C1-C4) —alkylsulphinyl,
(C1-C4) ~alkylsulphenyl,
(C1-C4) —alkylsulphonyl,
(C-Cs) —alkyloxy-soz; , (Ci-C;)-alkyl-S0O,0-,
-NR2R3, -CONR2R3, (C1-C4) —alkyl
optionally substituted by one or
severalseveral ~OH oxr -F, and
(C1-C4) ~alkoxyl optionally substituted by
one or several -OH or -F; ‘
-P- is as defined above;
-I- is as defined above;
-J- is as defined above; and
-T is as defined above;
d) -(CH,)s-NR6R7, wherein s 1is as defined above,
and R6 and R7 together with the N are joined
' forming a five- or six-membered cycle
optionally containing from one to three

additional heteroatoms selected from O, S and



optionally substituted by one or several several -CH

or -F, and (Cl-C4) -al koxyl optionally substituted by
wop@4por098everal -OH or -F -P- is as defined aROWEP2004/006330
-1- is as defined above; -J- {g as defined above; and

-T is as defined above; d) -(CH2)-NR6R7, wherein s is

as defi neg a?ove and R6 and R7 together with the N

are joi ne ormng a five- ered

optional Iy confai ﬁ’Pﬁ‘gtPF&nf“&ﬁ(ebFo)éPﬁ?gborafiH?’%%&ﬁgFed by one

het er oat ons selgcted fhQR-_0orSsandndna?ed/ £308983 opt 11
PCT EP90047 006550 VT8 1 cand ™t fat may be & E4398 optionally

substituted bycomsaipingwone og- sevexpl- hefBgpagons selected
cycl es opti O”a't{;‘é& s I%'&‘% 09 Bl ds%‘feba' apd N, all the

het er oat ons sel group coipose

and N, all the cy@n@sesodiaigwgom¢mnauy ystﬁuskisitumédbjoyone or
one or several radi cal s inde enojently el ect ed np:

-OH, oxo (=0 sevggal _xpdic n% %y ed from

(Cl-C4) -al kang y al k@;zfdcatggnyLNo C1c1¢4 -F, -Cl1
- al kanoyl oxy, % ‘4 -Crgkyl sul phi nyl , 2'( ) '

- al kyl sul phenyl B:x,cuogac@)aa@qmmhonm 04()e§lkexycarbonyl

- al kyl oxy- S02- CL-C4). -al k S020-

_ CONR2R3, (Cl- d&§1 él*)k;ﬂ)‘llfw ‘P%Jn%’ﬁy subSt F%)n a4y SsaRhinyl,
or several -OH @;-cp -ameyl&&ClpKe)ya) ka)xy4c4c)pta11®nyalsh1)1phonyl
substituted by one or several -OH or -F;, an

- (CH2) u- CO- NR6RLanRe) e2 Hkyil 9%y 280atef i ned (29309@? -y -8020-,
R6 and R7 are %ﬁﬁgﬁfﬁed—eeﬁﬁ§R3, (C1-C4) -alkyl optionally

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

(C1-Cs) -alkoxyl optionally substituted by one
or several -OH or -F; and
e) - (CH,)y-CO-NR6R7 wherein u is as defined

above, and R6 and R7 are as defined above;

with the pfoviso that compound of formula (I) is neither
2- (4-benzyloxybenzoylamino) -3-phenylpropionic acid, nor
2—[4—(4—methoxybenzyloxy)benzoylamino]—3—phenylpropionic
acid, nor

2- [4- (4-bromobenzyloxy) benzoylamino] -3-phenylpropionic acid.

In a particular embodiment of this aspect of the invention,
in the compounds of formula (I), -W- is -NH-CH(E)-. Imn
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- is -NH—CH(E)—, and -Z is a radical of the
- (CH,) s-X-P-I-J-T type. In another particular embodiment -W-
is -NH-CH(E) -, and -7 is a radical of the - (CHy)s-0-P-I-J-T
type. In another particular embodiment -W- is -NH-CH(E)-, and
-7 is a radical of the - (CH,),-NR4-P-I-J-T type. In another



with the proviso that conpound of fornmula (1) is
nei ther 2-(4-benzyl oxybenzoyl am no) - 3- phenyl propi oni ¢
W@200d/11098F PCT/EP2004/006330

2- [ 4- (4- met hoxybenzyl oxy) benzgy am no] - 3- phenyl propi on
ic nor acid,
2-[ 4- (4-bronobenzyl oxy) benzoyl am no] - 3- phenyl propi oni ¢

acigl. in a Eg{)ti cul ar enbodi nent of this aspect of
PREC{FULATI oRTPOAMERE colfpoutds of (BdrfHrzCHa)., Ay another
partNeb Chl E) embd im0t NG past i Gy Fﬂt@iﬁb@ﬁiz—rrentaﬁé_/rv -% is a

IS -NHCH(E)-, and -Z is a radical of the “QGI-
¥g@écaln t hehe par-&ulal  dnfsdi mef - Whotber particular

- =, and.,-Z i radi cal of _the . .
?%&K‘%TD BART yé’??ﬁ i aroier Putt7€utdrd radical of the
e (g AP -IVG-Irs tyid.Chid BinothéRdpafti sudaradibddifent -w-
{ he - m) S-O-P-1-J-T type. In another particular

thbodi Bt ~CHy-Ge-«NH- 8RGE) - ~Zandis- 7 ias arvegdicedl ofof  the
1 hey:) (BHR) t2gNR4+R- - J- t ; 4 . -
_28%517)f109831P%T|\I?E5§8|84/ o%’as%’%ilééppgfg?%%g{%%p embodiment -W
PAbodi FéRl ~-CNY-~Qte-, N ( Bpd- CH2ZCH24is. | m anatiddcal of  the

[ [ t -W_is -N - CH2- CH2- d-Z,
PR S ARl BT R0 B Bveey | 25 2By Bk B imstyar embodiment -
pardicadbcal epbogharerndrr Wydes. - N (E) -CH2-CH2-; and -Z

is aradical of the (CH2)-X-P-1-J-T type. In another
particul ar enbodiment -W is -N(E) -CH2-CH2-, and -Z

bSa § C ( - N l;n,_gnof her

%lzer ??](F: u arééenllﬁg%%r?% n(%f ‘%g?psx%%l’l(%;lnna&éﬂ%% -l?lczlﬁ%[e- Z

(3Sh 3 ath tdadnofl drhypher(yAH2)2- MRAFPR-ButbxhHeypss1l oY) benzoylami

a ther.cgr?rticuilecfr qu dinent -A is a radical of the

IOHT R Prast it MafF an‘p?oiﬁﬁi‘s; of the present ,

(25#534(KLbéﬁé?ﬁ3%yphenyl)—2—&4—(3—bromobenz loxy) benzoylamin
Xzylxgxf) ben

(2S) - 3- (4-benzyl oxyphenyl') - 2-] 4- (4- but oxybe
AlBarepionip|grishimatihylasistenmst hyl ester; (2S) -3-

R AR HII 53 1 oPdpcarbemaa o pRp=oyLant
nﬁmperionic acid methyl ester;

(25) -3- (4-benzyloxyphenyl) -2- [4- (2-fluorobenzyloxy) benzoylami
nol propionic acid methyl ester;
(28)—3—(4—benzYloXyphenyl)—2—[4-(3—methylbenzyloxy)benzoylami
nol propionic acid methyl ester;

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

(25) -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~
trifluoromethylbenzyloxy)benzoylamino]propionic acid methyl

ester;



(2S) -3- (4-benzyl oxyphenyl) -2- [4-

(2-chl orobenzyl oxy) benzoyl am  no] propi onic acid
woredohstiosest er; (2S) -3- (4-benzyl oxyphenyl) - 2PCT/BP2004/006330

(2-f1l uorobenzyl oxy) benzoyl am 20 nol propi onic acid

nmet hyl ester; '

(2S) - 3-(4-benzyl oxyphenyl ) -2-[4- (3-net hyl benzyl oxy) ben

|_am Loni id ,mat,h ter; (2S) -3-
oo S AR e 2T Mgt er (29
tioliyflleidiosyn eyl deg apioxy prepd opianeeafiphephohi esaetl

hyl  ester; (2S) _-3- §4-b nzyl oxyphenyl) -2- [4-

nme
(@éb'ﬁﬁﬁﬂﬁ%&%@ﬁ?§?§?@f@§ﬂ oy-afi eI propi oni ¢ aci d
P?z%?)&é?. P R BTy oY A PS I REPREPBES .yt 35ifipenme iyt
egdg@irgam  no] propionic acid nethyl ester; (2S) -3- ‘
, ~benzyl oxyphenyl) .- 2- [ 4- -
(%%)Fﬁ’do(r‘ld%ﬁt?éﬁ@e@%ﬁ B@ﬁg[éy'l(:}ﬁi no] propi onic acid
mR iy b o 22041 543933 plPepiER2804£066R808hy20 ;
(25) -3- -lﬁﬁﬁg% oxyphenyl?ﬁgb- [4- (2-0- yiiester )
(2680 yi3et (WMP&W&P -Brdpi-dRir-ethexybrerH)Px¥sbepzoylami
A Boptonl oy horphomd 2 (4 15 (4 0
pr opoxyphenoxy) pr opoxy] benzoyl am no} propi onic acid
(zest) RBl- (4edtearzyLO2Sphedyl() 42bdhz\(Mebypheébehkyldxy) Benzoylamin
3- net hagxyben on%&genz%ylanino] propionic acid
OrERPC PCL BEFNYS. CEESfdnzy| oxyphenyl) -2- [ 4-
) ﬁtzhwuw%&%@q@wya}menzwhamab@n't:,cc?e'nahexylpropion

methyl ester;
e 8igt methards wisdeyphenyl ) - 2- [ 4- (4- but yl benzyl oxy) benz

B8 B, Gl B AR 2T e s ) beBRRYyRmino)-
3ppbRingfl pricpiatiic BRidy meedlydr pster;
Gathar e IR 1942 a2 A 8L Y L PR Y benzoyt
amino] propionic acid methyl ester;
(ZS)—3—(4—benzyloxyphenyl)—2—{4—[2—(3—methy1quinoxalin—2—
yloxy)ethoxy]benzoylamino}propionic acid methyl ester;

(28) -3- (4-benzyloxyphenyl) -2-{4- [2- (pyridin-2-

yloxy) ethoxy]l benzoylamino }propionic acid methyl ester;“

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

yloxy) ethoxyl 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)propoxyl benzoylamino }propionic acid methyl ester;

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

yloxy) ethoxy]benzoylamino}propionic acid methyl ester;

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

yloxy) ethoxy] benzoylamino }propionic acid methyl ester;



3- phenyl propi onic acid nethyl ester; (2S) -3-

(4- benzyl oxyphenyl) -2- [4- (2-pyridin-2-ylethoxy)
wheeaoyl9s3 am no] propi oni c acid nmet hyl ester; PCT/EP2004/006330
(2S) - 3- (4- benzyl oxyphenyl ) - 2- p4- [ 2- ( 3- net hyl qui noxal i n
- 2- yl oxy) et hoxy] benzoyl am no} propi oni ¢ aci d net hyl

ester; (2S) -3- (4-benzyloxyph.enyl) -2-{4- [2-

(] L41 a sol prasbhgn popzon| o okr oy et hdRIRa-2-
ﬂ?”ﬁﬂ?“eli?’ﬁ] M R R AT AT R A ]

%"y ot § ‘bﬁn?}ﬂ@% %M St %ﬁ@qmnpmlgn 2-
(qw no?l n- 1%1;] lfel{ lahoxyé}gv Zc%ﬂam no préﬁ)o ame%%er'
@ehys - é&sﬂmnzyl(q’éﬁ)phe’hy]( )4—:i}e[mz-yﬂ 0X(BpmRTHy) qu&-n{o&allﬁr— 2-

ﬁ%ﬁ WXN i gﬁ%‘#&}%ﬁn&rﬁ edd Puaplyester;

€84)er3- (4-benzyloxybenzoyl 4-b lox
(25) -3- (4-br orophenyl )= 2. amlnzo)(s oy Ry G aRAN | A Propion
13 BeAd hoxy] benzoyl am no} propioni c acid nethyl ester;

§%§)rre hgﬁi noxa *}%@’er)zylo}&zg be[nzoylamlno] -3~ (4-

k;érmg/])cetwmmﬁmm}aulm| oni c acid nethyl ester;
Vgiég 4/110983 PCT/EP2004/006330 21 (25) -3-
ARRZY L2 4 (Z2- (3- et hyl qui noxal i n- 2-

the I g set hyl: ;ester;
dﬁk@gﬁ (4- t;ﬁ*%%xyphe y@aﬂﬁ%ﬂ{}?‘%o?%_oﬂl% la)éld%
X{% Hepzylioxykenizyld~ {3- [2- (3-methylquinoxalin-2-

). et hox benzo lham.no Qpi.oni.c aC| |sopropyl
es%ggé”e% ]b (1%} ) %)?S’ﬁ SRy ) ac '4 [ 2-
14{GBNHEdzdex¥b§ﬂ2?13~[4 (3- benzyloxybenzyloxy)benzoyl]amlno

yl oxy) et hoxy] benzoyl am no} propi oni ¢ acid propyl ester;
}(PZESP Iondg EHA oxybenzoyl ani no) - 3- (4- benzyl oxypheny! )

(3 benzyloxﬁaﬁbgylg%??bxﬁEggﬁznythlngl 84(4 benzyloxyphenyl
) peropyilamdiyplaeriyd;) propionic acid; 3-{

éﬁ%ﬂygq %l éygsnz 1oxyﬂénzy&oxy)benzoylamlno]—3~(4—
benzyloxyphenyl)proplonlc acid;

- (4-benzyloxyphenyl) -2- [3~ (biphenyl-4- ylmethoxy)benzoylamlno
Ipropionic acid;
2—[4—(3—benzyloxybenzyloxy)benzoylamino]—3—(4—bromophenyl)pro
pionic acid; |
3~ (4-benzyloxyphenyl) -2~ [4~ (4- butylbenzyloxy)benzoylamlno]pro
pionic acid;
2—[4—(4-butylbenzyloxy)benzoylamino]—3—cyclohexylpropionic
acid;A
{(3~benzyloxybenzyl)—[4—(4—butylbenzyioxy)benzoyl]amino}aceti
¢ acid; |
r3-{(3rbenzyloxybenzyl)—[4—(4-butylbenzyloxy)benzoyl]amino}pro

pionic acid;



di benzyl am noet hoxy) benzoyl ] am no} pr opi oni ¢ aci d;
3-((3-benzyl oxybenzyl ) -{3-[ 2-(3-net hyl qui noxal i n- 2-
W@ k@st)09e3 hoxy] benzoyl } am no) propi oni ¢ aci d; 3P§T/EB2004/006330
- benzyl oxybenzyl) - [4 - (3 -<9enzyl oxybenzyl oxy)
benzoyl ] am no }propionic acid;
2 [4 (4 benzyloxybenzyloxy)benzoylan1no] 3-(4-benzyl ox
b b 15 gggon'g i oben ) 1 ]
SUEY f2y 6x§5 Az VP oRY B n%o@Y%%¥%d?§%E?%~amlno pro
@gﬂgglgéyghenyl)proplonlc aC|d

3 (4 benzyloxy henyl ) - 2-[ 3- henyl - 4- yl met hoxy) benzo
3yKéﬁbﬁgzy?pKMpggnyi ) agrd4- (2- ﬁlorgbenz%loxy)beg%oylamlno]pr

3- zyl oxybenzyl oxy) benzoyl am no] - 3- (4- br onophe
OR§F?6% agg?énlc aci d; ~ 3- p-s-d P

3@44bb&ﬁ¥ymbx9bhﬁnbié22E44642bmeyhbbh@yZplyxy)benzoylamlno]pr
"benzqyl am, no] pro pionic acid,

OElP@l€4aS&§ylbenzyloxy)benzoylanino]-3-cyc|ohexy|prop

BOZMCbeﬁ% Benhghzylquyhenzyl) - [4-
but yl nzy oxy) benzoyl] am no}aceti ¢ acid,
.t&l&@&ohemnyhgiyb@nyﬂb%ypbeszUQP?FB@hEyPB*9P16eﬂ§b9F]and

P EEB PR R 1y 50 - 14- {22004 110985
34 FARR R X RlaeRy bxdr) béngdybanimbépzybdopi beazdgl am

ino] pro pionic acid;
3-(4- benzyloxyphenyl) 2-[4-(2-chl or obenzyl oxy) benzoyl a

b
T hfloncol) WS 2o oot Do Delend), | e cems
agkd4)3alxﬁ&benzyloxyph@ww&@) =2lkyu, (3- (C1-C,) ~alkoxyl,
é%]flL@gl ano;{benzyloxy)bagz 5—&1E8¥9c89h8ﬂ&i aci d; and

(Cy{h)—alkanoyloxy shall Dbe’ 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
processes, 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, nitric, 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-
trifluoronethyl benzyl oxy) benzoyl am no] propi oni ¢ aci d.
waboosnagiesuit, the description and clainms, the tBCTEP2004/006330

(C1-4) -alkyl, (C1-Co) -alkys, (Cl-C4) -alkoxyl,

(C1-4) -al kanoyl, (Ci1-C4) -al koxycarbonyl and
éCl-Cﬁ)aalkanoyloxy shall be' construed as straight or
ranched.. Sone of the_conpounds. af fornula,(l) ,of the

T SRR R o ORa) S e BHE TS s o PaF LN (Gqetabic, and

R ES LIk ES e ddivepricton iiRc| wdepeaeh @fe formula (I)

the possible stereoi somers and m xtures thereof,

meaf t iRsul subptisesscc Ryxt ar cBetRblEof 1M si ffie example, an

Shanty gre rmelf@i b epadrrgd % =AheRkedl Ex coigrRil ¥ i4s€dor  an

processes, tor exangl e, by chromatographi c separation

adfuniieium adeni;c o ximaye be acetvedimateed etiithal aphaseganic or

by resolution of the racem L.xture_ by f tional .
QRGN sabPSR- t i RRESRFRITe (PRITRIGondrite  includes

SRR THSRO an Y £1E£BY1 a¥ié Ne/h Sacb¥peaBYBRENGrganic base
resol“uti on or by biotransformation. Pharnaceutica?ly

udlepiah| elvaindunndiydeoxidmngcelkdng hyderxidp, potassium
salts of inorganic j ch h ' .
e e

5 mesdi then sakt $a@fi odr ganianiaei ddesemdims acethe, number of

benzenesul phoni c, benzoi c,_ canphor sul phoni c, ndelicg,
s 10988 P@T?E@?O@A?q}oé%oth%s‘%gﬁ%i’esﬁ phoftons and

%?§§ﬂ§’ succinic, fumaric, tartaric, and nmaleic.
I kew se, an acid proton in conmpounds of fornula (I)
may be substituted by a netallic ion, for exanple, an

- al kal i ne_nmetal ion,.an alkaline-earnth al .ion or. an .
Simiah S GPTRSUI B RO Al %4 (e P GRS dvention
My ERPEHARKC RARA.vAeBCEEPWabL € agr gaslivat@beforms such as,
I ncl udes diethylamne and triethylam ne. An
ﬁ@@e@x@@?%einbYéﬁﬂF%Sbagbe PHEFRBES 1AVERTACEmencompasses all

Q.ygﬁ Oﬁ%&?e—r&éliﬁé%&yﬂ;ﬂﬁg dhi APLASS i;MQ.eraceut:i.cally active.
Some of the compounds of general formula (I) may exhibit
polymorphism, encompassing the present invention all the

possible polymorphic forms, and mixtures thereof.

Compounds of 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 field of
organic synthesis. Preferred methods include, but are not
limited to, the general processes shown in the attached

schemes.



hydr oxi de, sodi um carbonate, and sodi um hydroxi de.

There may be nore than one cation or anion dependi ng
woroshessinber of functions with charge and oPCT/BR2004/006330
val ency of cations. and aniong Some of the conpounds

of formula (1) of the present 1nvention may exist in
unsol vated as well as solvated fornms such as, for
%ggle hydrates. The present invention enconpasses
gél—‘——guéh above-nentioned fornms which are
pharmaceutical Iy active. Some of the conpounds of
genep@l formula (1) nmay exhibit polymorphisg o
engpnpPAssi t he BP9 mYent i on al | ossilpl e
| r ° there oK,
H@eneral stiructure (1) be prepa%@ Wi ng
vari gus pPocesses perfgggly known any skill person
int @ field of or | nt hesi s. Conpoungp/)of the
present invention ﬁ%& be%nt hesi zed using the
met hods described bel W) as, well as other pgrocesses
known in the field of organic synthesis. PrefdGad-OH
nmet hods i nclude, but are not limted to, th¢ genera
processes shown in the attached schenes.
2004/ 110983 PCT/ EP2004/ 006330 24 Metho
agent or OO OH SOCl 2/tertiary base ( \
HO/ 1 (Il) HWORS (IV) (I11) Z-1zZ& or
WORL (la) 0

(l2)

According to a first method (Method 2), the phenolic acid
(IZ) 1is 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 (Elmére, Amino Acids Pep. Proteins 2001, 32,
107-162). Final compounds (Ia) are obtained by Williamson
etherification by displacement of a leaving group (L.G) bonded
to a type -Z radical with the phenol (IV) (using for example
NaH, K:CO; or Cs,CO; as a base 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 .0Org. Chem. 1966, 31, 1996-1997;
EP .875510), or by Mitsunobu reaction between (IV) and a Z-OH
type alcohol 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).



According to a first nethod (Method A), the phenolic
acid (Il) is treated with the am ne derivative (111)
WO pookhe98pr esence of . a suitabl e coupling ageneCT/ER2004/006330
exanpl e the conbination of 195(3
-di net hyl am nopropyl) -3 -ethylcarbodlimde (EDC) and’
1- hydr oxybenzotri azole (HOBT), or with thionyl
etl-,lhor. e in the presence of a tertiary base such as
. am ne (El nore, Am no Acids Pep. Proteins 2001,
32, 107-162). Final conpounds (la) are obtained by
WIllianmson etherification by displacenent of a

| ea ] group (LG _bonded g type -eradi cal
0ol o By f or |exanmsl e ORNaHZKRCC3
a base in a SotyémeSudh as DWF or o

et al., Bi.oorg. Med. CGhem 1997, 5,
1381- §g88;, Cantello et al., duaMed. Chem 1994, 3gdy
3977-3¥B5, Solar et al., J Org. Chem 1966, 31,
1996-1997; EP .875510), 0(093;1 M t sunobu reaction
between (1V) and a Z-OH typeyal cohol in the presence
of, for exanple, diethyl azedicarboxylate (DEAD) and
tri phenyl phosphine in tetrd of uplane as a sol vent
(M tsunobu, Synthesis 198 ghes, Org. React.
1992, 42, 335). WD 2004/ 110983 PG/ EP2004/ 006330 25
Method B O \ Z-LG.or Z-O—IZ\(I ORE Z-OH OR HO: OR
FO O(V) (Ma) (M1) (OH)- Z00

Coupling agent or /U\

SOCl,ftertiary base HW

A=0R; (la)
A=0H (Ib)

An alternative strategy (Method B) involves prior alkylation
ofAthe,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 -Z is a radical of the - (CH;)s~X-P-I-J-T type where X is
O or S8, for the alkylation of the phenol another altermative

procedure may be followed (Method C).



O (Vib) O Coupling agent or SOCl2/tertiary base HWA
(rrry ooz ~/ WA A=ORL (la) A=CH (I b) An
w@bdoennmss ve strategy (Method B) invol ves pri oPCT/EP2004/006330
al kyl ation of the phenolic @sters (V). After basic
hydrol ysis of the resulting ester, the final
compounds (1) are synthesized by reaction with the
ng gerlvatlve (I11). Alternatively, and only in
—tg-gl’rs-pemflc case of. para substitution of the
'arorratlc ring, the phenolic ether (VI) may be forned
nucl eophilic substitution starting from
the rvn’lLt ompound (VII). When -Z is a radical
of wdie -ECHz)s X-P- LG FEAC ype where X is Oor S, for
t he al ky “ition of th phenol another alternative

procedure may be foll d (Mtheod C-. WO 2004/ 110983
PCT/ EP2004/ 006330 26 | g0 WORS V1 HO LG~

(D)9 L&Z (1V) 0, D4»YWLRS LGIRO 0 0 PR
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T-d\ TdH-P- 7
LG~(CH,), LG,
OR —_—.
'HO LGz/(A)S\ ©
w © (IX)

The phenol (IV) or (V) is treated with the suitable doubly
functionalised alkylidene derivative (EP 875510) and, then, a
nucleophilic' substitution reaction with the desired alcohol
or thiol is carried out to obtain the compounds (Iaa), and
(Iéb) or the esters (Xa) and (XIa), depending on the initial
phenol. The hydrolysis of:the esters (Xa) and (XIa) and their
subsequent reaction with the amine derivative (III) also

leads to the compounds (Iaa) and (Iab). The derivatives of



X (M11) }!
T-J-1-P~ s ) O
wa@xidatiosh WORS T-
T-J-1-P-"1'!'s (lab) t
(111)0 WORL 0 HW ( )(RTJIP~I-/s(tad)0

"01~j50 ¢l ~~OR T-J-1-P (Xa) R=al kyl T-J-1-P~S~jsO

tg-xO_DSﬁla(Qof() jf_ "f[;(ag]_'a) %é éh)oglg")(];tagif g%pg_ Oﬁleopbtamed by
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(lab) or the esters (Xa) and (Xla), depending on the
initial phenol. The hydrolysis of ~the esters (Xa) and
w@ doajii@sxl their subsequent reaction wth thePEIEP®04/006330
+# derivative (I111) also |eads tggthe conmpounds (I aa)
and (lab). The derivatives of WO 2004/110983

PCT/ EP2004/ 006330 27 the sul phoxide (lac) and
sMdplng (1ad) types are obtained by oxidation of the
correspondi ng thioether (lab) in the presence of
oxi di zi ng agents such as, for exanple, hydrogen

per oxi de or n}chjoroperbenzoic acid. WO 2004/110983
PCT/ EP2004/ 006330 28 Method DRO O HO I / MIORS LG
(CHz); N(PQ-P-1-J T %5

| R,
HO (CHz) (X1 bG) - Pt ( s ) LW%G/
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T-J-1-P (laeb) (laec) (laed) 4000 HW'ORS HW'' OR1
HWAOR, (I11) (I11) (I11) 00O0R GCORCOR~O~\
W@R04/110P83- | - P NMO T-J-1-P, NMO T-J-1-P, NMO "PCTEPR)4/006330
R=al kyl (XVIl1a) R=al kyl (OH)"og XVIlla) R=al kyl (OH)
(XVIb) R=H (OH) (XVI1b) R=H c(WIlb) R=H R'-CHO H
RLGRCOX 0 HCORT-J-1-P-NHRT-J I PN'f 0 (XV)

T-J- 1- P- NH Depr ot gct | 0 . i
b ) PO e B B s G S e, ene
a'ﬁ@nﬁa@"'zgicia\%ﬂ( 5@%%&' SbtalnOd( bX¥brEYha0 frfd Bhel-ghéndls (IV)

Z ~s ( D 2004/ 110983 PCT/ EP2004/ 006330 29 When
orZ (8 afehbipehihg ofwphaelteCHRfd VRRAIEYLALIPY saitgqesheln every

anm nes, (l.ae y opt ai ned _st ast 0 e 0 .
Sy budti) B3 O, OB, 84e5IGE pHERBI e, MOk Saction
Wikl es douayefunctdsmaliiselod1Rylilenehdecdsatdfre and, then,

henol -~ (1V), the reaction
é%e nucfg;gg i i

ilic substitution with thé desired amines; or the
etherification with the protected amine compound (XII) (as a
trifluoroacetamide derivative, for example), and subsequent
functionalisation  of the amine released after its
deprotection (in a basic 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 (Taed) 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. Proteins 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 Z-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
those 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



with a doubly functionalised al kylidene derivative

and, then, the nucleophilic substitution with the
waele®isnedsan nes; or the etherification wth tPEI/EP2004/006330

protected am ne conpound (XI3) (as a

trifluoroacetam de derivative, for exanple), and

subsequent functionalisation of the am ne rel eased

after i depr, ti (i bagi j | i Abuino, J.
et (FATTAES TR ot Sethecrt tonr S r e ,
Med el Ghetnhe IBSH r ed9c oA, Fhmet e?f i &hpmansureeapised in

the (laeb) and (laec) types are obtained by the
SHHeMR drent of the conpound (laea) with alkylating

agents or by reductive al kyl ation, respectively. The

am des (laed) are synthesized by acylation of the
Sawmsodnd (laea) with the corresponding acid derivative

in the presence of a tertiary amne, or by treating

the secondary amne with an acid in the presence of a

coupl i ng agent ch as, for exanple the conbination

of ERG.mnd HOST fore,_  Ani Agl ds Pep. Proteins

2001, 323107-%¥62) *'1g thETca . the phenol (V),

the am nqlqg1 (lae) are obtai ned) by reaction of their

precursor agids (XVIb), (XVIIR) arfd-9%vViI%Fkb) with the

am n¥=cfeRi varNyves (111) following the nethods outlined

above. These jds, in turn, |@igePbtai ned fromthe

phenol (V) {4l owm g an analggous process to that

used in the case of ™ the phenotl (IV). The Z-CH or & LG

type conpounds are pr13~(1h=ma{s/.LeI))z:i‘\tH haweion al“+&adyHeen

descri bed. Some of them arg cofirerciat™y avdflable or

may be prepared foll ow ng quet hods anal ogous tR# those

used to synthesize others that are already known, such

as those that are explained in detail in the follow ng

docunents: EP 03g62228; WO 97/ 31907; WO 01/00603;

Daoud et WO 2004}119883 PCT/ EPZ004/ 006330 30 al., J.

| ndi &a-Rhem Sog” 89, 6.,.p31 8 and Aqui no, J.
Med. CherffH 1996:—39—962- 569, \$of® of them summari sed
in R5 ks

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, 1991, Ed. John Wiley & Sons;
Juaristi, Enantioselective Synthesis of pB-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



Schenme 1. Schene 1 0 O T-J-1-PENH X Sa T-J-1-P\R N
R4 RA R=-CAc, -000RL R4 4 -COR OH Reduction X(°
W®2004110983T- J- |1 - P OH Activation T-J-1-P 1 N RAPCHEPI04/006330
T-J-1-PA X1~ LGOT-J-1-P483 | N, RS R5 Sone of the
conmpounds (I111) are commercially available products,
particularly when they are a-am no acids. Qthers have

al r-ea een -des |hed ynt hesi.zed f.0l |

S S TR 5 P TR S B BB BBy Hh? arter
4d!&§edmen$dv1ap@fdlﬁg@nl en@hedesianboxkA%kidd. Johe desired
Wley & Sons; Juaristi, Enantioselective Synthesis of
o8- aatidds , (TOGY), arEd obfjelieygdvDH) . An approach for

the preparation of the a-am no acids (Wis

-NH-CH(E)-) is the Sorensen synthesis (Mori,

sketanghedron 1985, 2369-2377; Schene 2), wherein
dial' KyT~ WO 2004/ 110983 PCT/ EP2004/ 006330 31

acyl -am de-nmal onate is alkylated in a basic medi um

and, agter _o
o)

O
- : HN OR 1) Base _ HZN\(“\OH
e - 2)E-LG L
0O~ 'OR - 3) Hydrolisis/decarboxilation
(XIX) (i)

N-Substituted glycines and f-alanines (W is -N(E)-CHp- 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)3,' or
by A.nucleophilic substitution of the esters (XX) or (XXI) with

the suitable amine (Scheme 4).

Scheme 3

0]
_1)ECHO _ H \/U\
H N\/U\OR 2) Reduction EN N OR
(ltib) (llic)

o)

0]
1) D'-CHO /\/U\
/\/”\ = 07 N OR
H,N OR 2) Reduction H

(lid) (Ille)



subsequent hydrol ysis and decarboxyl ati on, the desired
a-amno acids (llla) are obtained. Schene 2 'Y 0 0 O
wOoR00DRLDE3 Base H2ZN The OH 2) E-LG 0 OR 3) PCT/EP2004/006330
Hydrol i si s/ decarboxlation E $XIX) (ilia)
N- Substituted glycines and (3-alanines (Wis -N (E)
-CH2- or -N(D) -CH2-CH2-) may be synthesized by the
J8l ads; shown  bel low, either' by reductive am nation
re—corresponding glycine or alanine with the
sui t abl e al dehyde (Schene 3) using reducing agents
such as NaBH4, NaBH3CN or NaBH(AcO) 3, or by
nucl eophilic substitution of the esters (XX) or (XXlI)
with the swta%le am ne (Schenme 4). Schgnme 3 0 HN
1) E-CHO E A0 2 CGRNE)EtReductionbv. (1lib)
(Ilic) Ot ) Regr Ek/\H OR a
(11id) ([IIe Vo 28047 1EGbEE PeT EP2004/ 006330 32
Schene 4 0 0¥ NH2/Et3N N HLG OR cHf'® or CHBON E OR

0 (0]

E-NH,/Et;N /\/U\
/\/U\ ——— D
LG OR CHCI; or CH,CN ” OR
(X)) (lilg)

An alternative process for the synthesis of P-alanines (III)-

would be’ the addition of the corresponding amine to the

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

Scheme 5
0 D-NH, Et:N 0
\/“\ 2t D /\/“\
"NOR  EtOHorCHCL \H ~"“oR
(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;-C4)-alkyl
moliety, to vyield the Ccorresponding carboxylic acid; the
esterification of the carboxylic acids (Ib) with the RI1O0H
‘alcohols; and, lastly, the amination of the -COOR1l group to
obtain the corresponding amides. The hydrolysis methods used

are the usual ones, for example, using an alkaline hydroxide



(XX) (I I If) O ~\ EENFHM/Et3ND ~vJj° LG/ OR CHC 3
or CH3CN ~H OR (XXI') (Illg) An alternative process

wo 200418z ynt hesi s of P-alanines (111)" woul dPGEEP100£006330
addi ti on of the correspondi ngggam ne to the
a, (3-unsaturated ester of interest (Schene 5) Schene 5
OO0 DNH2 Et3Np\ /' \' OREtOHor CHCI3 NORH

XXII (111 9g) nve SIO of a_conpaund of fornu

t FHHYS er%ﬁ%@ nv8fved SO i WY é SSL'%E)gﬁlcatlon
PR delat @ rd @k&ﬁﬁ!%ﬁhm@hgypuseahQs&aéméleatlons
consi dered are: the hydrolysis of the -000RL
substituent, wherein -Rl represents a - (d-C4) -alkyl

gﬂ% ey to yleld t he correspondi ng carboxylic acid;
4ﬁ%§——ester|f|cat|on of the carboxylic acids (IDb) Wit h

the RICOH alco.ols and, lastly, the an1nat|on of the
-COORL ¢ 0 aln the _corresponding :n1d s. The
hydr ol ys{js g ~od @k the usugl dpet

exappl e, g al¥ aI 'ﬁe—h%dr i dell o 'OO¢N110@§3
PCT/ E 006330 33 i AR oug&hnth. ol . The

am nati on ang Fsterlflc ;d@wcmﬁhg%g§sescﬁ%f t hose
OO

comonl y used {Schene 6). 'Schene 6 ) (OH) \ K
WﬂElwmaomRmme/

a) SOCl,, NHR,R, a) SOCl,, NHR,OR,

or or

b) NHR,R;, coupling agent b) NHR,OR,, coupling agent

(lc) (Id)
The compounds of the present invention are ligands of the

PPARy and PPARS. 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
medicament for the prophylactic and/or curative treatment of
a condition associated with metabolic diseases, particularly
non-insulin-dependent diabetes mellitus, obesity,
hypercholesteroléemia, 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, skin wound healing, and cutaneous



or (la) b) R OH coupling agent (Ib) a) SOC 2, NHR2R3

a) SOCl 2, NHR2ZORL or or b) NHR2R3, coupling agent b)
WORIR20R983 coupl i ng agent O O O Z--1 / W NR2R3 PCT/EPE}004/606330

WNR2ORL O (lc) (l1d) The coggpounds of the present

invention are |igands of the PPARy and PPARy.

Therefore, they are expectedly useful for the

ro | acti c_and/ or _cur, |ve treat nt of
dﬁg&?Q%ga b?s§@$¢®t%§ Inip gﬁl ren 1at10n of

ebhekutiiag aec1h@nan aPEH.%uléBl?Sp@Eé ofot-R8LPHASEHE keloids.
invention rel ates to the use of these conpounds for

Thﬁéeﬁpeﬁar athba cﬁslzﬁcﬁ’re@ifcawﬁ]t inyentienpr dBhyidated to a
méﬂgﬁﬁ ﬂge éﬂ%ﬂggﬁlgf 6?9”@5&5&Ev@5%%%é¥ﬁéﬁt of an
I seases, par e arly

andmaﬂnsmhbmudepgndehhmdhabehéfenﬁhgifnem bhesabyye-mentioned

hyperchol estergl aem a, and oth i d-nedi at e )
PEEBRIPEIFSs, HEGH IR ASS “{ics st BETapEREically

e FBLRRIVEC aBVNALOER: a 'fBHnﬁﬁHat(IPncéﬁﬂohﬁ@ ammat or y
processes in general, such as rheunatoid arthritis,

at herosclerosis, psoriasis, and intestinal

ntl a bane di.seas rt| ular .
BRI S 360 DG L SRES SR FREL S hkrmacentical
cetbaseetisnBOc0P441 510983 Eﬁ%k&ﬁ@ﬁﬁﬂé@@ﬁ§38ff8ét1ve amount of

di sorders assocliated with an anonal ous differentiation

the eRping c (&l £ phPei ARt LRSTE8iARAE orfqgether with
apg}fgpggte dhBLakar 53 t)ha%m éeﬁetcﬁtllg 8cbB¥eabiBNekSipients.

toa nethod for t e prophylactic
Prafarabéytrehenenmpoﬁndn1saadmﬁhistaréddbnglhyhupanenterally
ering.fromthe above-nentioned pathol ogies, which
OEo Pﬁgéglgdntnlsterlng a therapeutically

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.

Additional objects, advantages and novel 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 description 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.



effective anount of a fornula (1) conpound. Anot her

aspect of the invention relates to pharnmaceutica
WEvposiosd ons conprising a therapeutically effRC/ER®04/006330
amount of the conpound (1), 4 the active ingredient,
together with appropiate anounts of pharnmaceutically
acceptabl e excipients. Preferably, the conpound is
E%%Skﬁ' tered orally, parenterally or topically.
é%out the description and clains the word
conprlse and vari ations of the word, such as

"conprising”, is not intended to excl ude ot her )
"Ho¥MR| wPeC enpohekibs, c&m@@@ d?a‘éQ epsen megorded using a

appi 102 'l\gr:'l\ﬁ %@@ﬁaﬁ%sg@gg fRe"h othvvll%lo?h MHz equipment

amcdi ochemllcalcl ghifds asee |equr¢msaiechmer@m a®) from the
refere &EAddltl onal objects, advant ages and nove
P& RE RECY WMt i M35 i TRE B R e Y%rPﬁanOBE?imEd with

an A‘ijﬁeﬂ%s ‘iEL'olét @ maiiad sp'e'&t&éant\é"ﬂ | Thec ﬁ%eﬁ@@é&ﬁ% of the
to those skilled in the art upon exam nation of
ddéi@mepﬂ:u cempoundls hesddakmethdyppreent c@ocwﬂemhels based on

The n I

e ery A oRTE R AoRSRELEERRE) oo  che
Berlesglemn Ihyt heytef | Wwhushr atugss onkheandrepac NokykGematic
be construed as limting. WD 2004/ 110983
noEeRERAtYXL006330 35 EXAMPLES 1H NVR spectra of the
conpounds have been recorded using a VAR AN
CEM NI - 200 MHz and a VARI AN UNI TY-300 MHz equi pnent
INAERVBDTATEIS JAV)ts are expressed as ppm (b) fromthe
internal reference TMS. Mass spectra have been
obtained with an Agilent 1100 VL nmass spectroneter.
MEReonoaencl ature of the different conpounds used in
the present docunent is based on_ the software AUTONOM
Toag: 6@atitéoRoEndl gaued) theopmindc geriyegiye (III), 1 eq of

£hRStLEYRS. (B ch psgs de JePAGRYSIEABLI£.3 eq of EDC in

tetrahydrofurane, the solution being 0.2 M in the aminic

derivative, 2 eq 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 aqueous 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



nomencl ature. | NTERVEDI ATES (1V) METHOD A1 To a

solution of 1 eq of the amnic derivative (111), 1 eq
wo@Roosttbwszncid (11), 1.3 eq of HOBT, and 1.3 eqrPOIf/EEDGEH006330

in tetrahydrofurane, the solagion being 0.2 Min the

amnic derivative, 2 eq of triethylamne were added.

The reaction' mxture was stirred at roomtenperature

for 18h, gnd. then water, and_dichl or gnet hape
dPTH@i%kg&ﬁF@nlaygwlﬁgs Wgtﬁargpaau Fﬁgﬁonate and,

faﬂlléﬁ.lq | el Wa$ 8xlr aciird 95teeitt as dlStllled off under

r'omet hane. “The organi c | ayers were_ conbi ned,
miriedovpresawhy deads el oivtadnedt ecesiing | wesr @urified by
The soIéFnt mas distilled off under reduced pressure
F%%ldue was purified by colum
chronatography NETHOD B: To a solution 0.1 Mof 1 eq
of the aminic derivative (l1I11) in anhydrous
METEHADOnet hane, 2 eq of triethylamne, and 1.2 eq of
G CQ&I@éP&Edbﬁgla%gd otlafd dgni¥es e3@ep@sk iJde(111), and 1
reaction s either refluxed with stirring
gcs exbnidae y carirreppndings tici de¢hdomigem itenplep st upeetate, the

ATy o nes) Jorg 180 1en V0 20881140383 amperiyst 21

St Ll'ﬁ%hhxﬂé‘l basage caneridk) Nalasy adddd arthe i peacthen mixture
sol ve was distilled off under reduced pressure and
wask @ﬁ{téqaared rleééue;@é wEStRurFEIEELDY  RRGpRfary amines) or
sqn{% 0 <¥ .?%rgtu}% a(ﬁﬂ.ﬂ‘&i‘?n RfinkHA of tHh, the
am i cC derlva rve ), and 1 " eq of " the
foﬁ&mdfﬂ@tazed chhdr itihe igvlstent mt@ietilh@d off under

sol ution being 0.05 Min t.he anm ni, erlvatlve
HRATSY RTEF §h?g %&a B R Lfdgs by column

IoriRasddP¥hfl xture was either refluxed W th
stirring (sSecondary am nes) or

TABLE 1

INTERM

IV.1 (28) -3- (4—Benzylokyphenyl) —2-(4 -hydroxybenzoylami
no) propionic acid methyl ester; 'H-NMR: 7.52 (d,
2H), 7.31-7.20 (m, 5H), 6.97 (a4, 2H), 6.81 (4,
2H), 6.74 (4, 2H), 4.94 (s,2H), 4.86 (m, 1H),
3.66 (s, 3H), 3.06 (m, 2H)

v .. 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 ester; MS: 306




stirred at roomtenperature (primary am nes). Then,
the resin was filtered, and the solvent was distilled
w@bdosundes reduced pressure. The obtai ned resPCEPXOE006330
purified by colum chromat oggaphy. TABLE 1 | NTERM
- IV.1 (2S)-3-(4-Benzyl oxyphenyl ) -2-(4-hydroxybenzoyl am
no) propionic acid nethyl ester; "HHNVMR 7.52 (d, 2H)
T - e 6.97 (d, 2H), 6.81 (d, 2H), 6.74
; A > , 4.86 (m 1H), 3.66 (s, 3H)
3 06 (m 2H) V. 2 '
(4 Benzyl oxyphenyl ) - 2- (3- hydr oxybenzoyl an
Bitonic acid methyl ester; Ms: 406 IV.3

A BRIl 2 L I BRI AT IO GRS Bfyascns

mﬁﬁmﬂﬁme 37 anANTERVERLATES {1vd a)-METHEY iRathive in
1.eq of phenol 3 eq of anhydrous

enS| of %V).,
e%g‘t gr'b('ihﬁt éusmal%O@ §18¢ F‘HEOZlﬁ‘étG ¥i QaPi Mein the

phndat hW) acﬁ‘éét %eftlkh%eausﬁ?ﬁnsi@k@ behag aRfRxi ol IySlOIl was
0.5 Min the henol (V), was refl uxed for 18h.

alfeveds fenhstonl wdownalanshvethe owbbbe domdarndhst r@wﬁ::te;i The
j he 0 s, distilled of

Slveheldht gk gh ooho AR Bl pedfalktagna he

obﬂtlajlfnledd rby idakuwasc buetigtiedr Bphyol MmHERrEinafography .

suspensi on of 1 eq of phenol (V), 3 eq of cesium

carbonate, 1.3 eq of the Z-LG derivative, and a

MEdhebyEhi ¢ anount of potassiumiodi de in anhydrous,

di net hyl formam de (DVF), the suspension being 0.1 M

A suspenghenobf( V) equwet pbenel 4V) 808 efopflBhsiihencarbonate,

1t.'3,e écd" SBE n%:ihoen %\—Iaﬁc-}aldle%\ﬁlxergtti%e?om dd Oé.Nn c%.ttalythic 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‘susﬁension 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 sodimﬁ sulfate and filtered. The
solvent was distilled' off under reduced pressure, and the

obtained residue was purified by column chromatography.

METHOD F:

To a solution 0.1 M of 1 eqg 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 eq of
the Z-LG derivative were added. The resulting solution 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



roomtenperature, and then water, and ethyl acetate

were added. The organic |ayer was washed three tines
wowRah/1b98he, then dried over anhydrous sodi unPGUEPRD€006330

and filtered. The solvent wa8 distilled off under

reduced pressure, and the obtained residue was

purified by colum chromatography. METHOD F. To a

st ORa8- ]dll\éto_lf cﬁqofff REeRA fé@ub@dagﬁ ‘érs%'isé DMind the

cont al n| ng a cat i c.amobunt of potassi I odi d

odtairegl ofesiElie smh wnhiyftirddd doyi reqammed fthomartega@@éldf
The suspension was stirred at roomtenperature for 10
m nutes and then 1.1 eq of the Z-LG derivative were
.g.The resulting solution was stirred at 80C for
18h, and then allowed to cool down to room
Tq eapscdtfrion Af el ©kf ngheneh der ald2eenylof the Z-OH

gacstaty t he grgani Iayer shed_t hy ' fs .
eb 1rvag-’lev“?’hen 3?|ged %ver anh %r o%\@ sog Egﬁgﬁﬁgggég}g{gha 1o
tdiddsfebfuina\0 26684/ddifGdPBEERG0MA/2006336 8Be phenol,
sol vent was distilled off _under reduced pressure, and

2 the eDbtofi n@FAesigEe wWaSIBdr i ¥R bylré%lftu metmosphere. The
f
é%get%g@{ (%§99¥5 e‘%g% F'Qti?ﬁgreao #t SPbyhi %n&fer%tt@ﬁ:ep for 18h.

e Z-OH derivative, and 2.2 eq
Thﬁn,t rtphesyplykrosphiaze d:tstltleltethhyﬂf otindane retihGEd pressure,

| utii,on bei 02M|nt henol
re Hfled T Sher t& eaﬁlrfg%é;her“éas Thepw:rl?;i T on column
cm@ﬁéﬁ@% %SII rred at roomtenperature for 18h.
Then, the solvent was distilled off under reduced

pressure, and the obtained residue was purified by
ﬁ.@_&dlﬁ‘n’h chromat ography. METHOD H. To a solution 0.01 M
eq of the Z-OH derivative in anhydrous DWVF, 1.1
Teqaof séDdtsodi WUmdlydMi d=f | & pea abffi neheeZe Obaddedivative in

anslklpﬁ% us\MlglvrI]F Stir{I ”(? u:“:ntécgf bUb Jl.drrrlqu}l@rlée :Lnsrfpearafflne 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.



1.2 eq
added,

wab@inemssd ti ng

wat er/ i

times with ethyl

washed

AL

0

‘ester were

80C for 20h
solution was carefully poured PUBEEP2004/006330
and the mxture fggned was extracted four
acetate. The organic extracts were

five times with brine, then dried over

us magnesi um sulfate and filtered. The sol vent
%tilled off under reduced pressure, and the

of 4-fl uorobenzoic acid nethyl
and the m xture was heated at'

ce,

obt ai ned resi due was purified by col um
chr omat ography. WO 2004/11008? PCT/ FP2004/ 006330 39
INME@@Z INTERNI VI a.
PAE XN C%JQI?B%?—IL‘ '“ﬁ‘.%)?% H’]Bécfﬁ# = cc’lt?xyil(dester,
(ZH), ﬁiﬁ(}ﬁ ~fR:2H.08. 98, (2H)3H) 7.857%.£6, (MH) 10R) P16.85
t, 2H)| Vla.2 . ,
4-[ 2- ( 2-BhengHbxaol0%- (¥ - 52Kt hy? )% hégy] BéHzoi 2-75 (s,
aci d nethwl H- 7. 99 .85 (m 4H),
A, eSter s (]
7.44-7. 2% gﬁ) ggwRd 4.23 (t, 2H), 3.85
Iz . 3H)|, 412%X14Phéﬂjloxhzb&—@syi%ﬁ}mﬂtayﬂ)ethoxy]benzoic
3-[2-Di benz Ianl et hox bgnzoi ¢ acid_ peth ster
1H NVR [P ?‘é’%h Fél %WF 99-%. %% (§“ an) ,
3H), 3-7744(@7‘5@ (% 9§H()t 62|'98 Vi@, 42H), 4.23 (t, 2H),
3-(4-Buty|benzy|oxy) enzoi c acid nethyl ester; M
299 VI 4.5 & ((@1 Py'irH)dl ?-28/| @tk ybén26i dsaciPd) et hyl
ters
V?%Tgihbgﬁtzgﬁgheiu: éPh Qf%%ﬁ%@ﬂgeggP cnethde'espgthyl
MB: 307 edtrer’; 4*H-AnButyldmrzydoxyppenzs)¢ aciab methykH) ,
ester; | M5 299 Vla.8 3 4- Benz%! x%benzylox%&sen20|c
aci d mgmA2 (s, 3H), 4 (s, 4
VIa.4 3—(4—Buty1benzyloxy)benzoic acid methyl ester;
MS: 299
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.l1l0 |3-(3-Benzyloxybenzyloxy)benzoic acid methyl
ester; MS: 349




ester; MS: 349 Vla.9 4-(3-Benzyl oxybenzyl oxy) benzoi c

acid nethyl ester; Ms: 349 Vla. 10

wB2@03ABe8x Yyl oxybenzyl oxy) benzoi ¢ acid net hyl BGI/EP2004/006330
M5: 349 WO 2004/ 110983 PCT/ ERgP04/ 006330 40

| NTERVEDI ATES (VI b) METHOD J: To a solution 0.1 Mof 1

eq of internediate (Vla) in a mxture of 3:1

t et rahydrof urane; net hanol, between 1.5 and 10 eq of
W@&@ﬁ;@é@iﬁ’&ﬁl Min water were added. The
resulting mxture was stirred at roomtenperature for
18h, then treated with HC1 1 N until pH=5-6, and

MEREHORCUed tw ce vvith et hyI acetate. The organic

ayers re dried_ov ydrous* sodi u Ifate
fﬂ I?ergé)ge UEHOL 58 Ve dl C% i F ed™S qﬁr éiﬁég%i in a
MAKEITE F @th@m;adf@@rarﬁmwﬁlm ,ptweéwwh by.5 and 10

col um chr omat ogr aphy. METHOD K:. To a solution Q.05 M

egf Qfeqlbifh%‘ﬁt‘eri??é&%@e(vﬂa)l‘“l AL niekeFol , Wok] gdded. The
RUATTYMIYH A (Gal. LefiRke AldedonThe gf&%&fx’engfor 18h,
solutlo was stiTred a roomten”peraturefm

thiean ttwesdtest] witin HCL 1 N omitiill gi=5pH, amd extracted twice

wi th hyl ace ce The organj c_extracts

rngeEbel  AFRrateus BN TRCRIIG At | Mg dripg over
a0 eelusasoddist | Iduadaekl dRder Fredesed.pr ensur golareﬁt was
t hé obtained residue was purified by colum

ddiptdAdedygr ofify. URAREE FeduReER\VPTOESUres- ppd the obtained
SR g0 A g s 0
3.78 (s, 4H), 2.95 (t, 2H)

METHOD K:

To a solution 0.05 M of 1 eqg of intermediate (VIa) in
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 under reduced pressure, and the obtained

residue was purified by column chromatography.

TABLE 3

INTERM

VIib.1 4-[2- (Dibenzylaminb) ethoxylbenzoic 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)




WO 2004/ 110983 PCT/ EP2004/ 006330 41 VIb. 2

4-[ 2- ( 2- Phenyl oxazol - 4-yl - 5- met hyl ) et hoxyl benzoi c
w@eood/11098H NVR: 7.95-7.83 (m 4H), 7.50-7.46 (PQT/EB1dp4/006330

7.01 (d, 2H), 4.28 (t, 2H), %P5 (t, 2H), 2.35 (s,

3H) VIb.3 3-[2-(D benzyl am no) et hoxyl benzoi c aci d;

'I—Lll;Nl\/R: 7.54-7.00 (m 14H), 4.40 (t, 2H), 4.31 (s,
A 20 (¢ 2L \lh 4
ool 9 ) Y L= IR \l., r=ym) VIS ]
VAR BRIy Eeh: 6T ¥ L a8 e thisl) s5Boxy] Begzoic
3- ( 3- Bergmlpxyhenaw 0xy). bgnzoss agi,d; b, 3830V b;.e6 (m,
4- (2-Pyridi n-2-yl et hoxy) benzoi ¢ aci d; MS! 244 VI D.
3- (4- BB berzydbx{ilbeRHdi c LAY (W5 2835 A5 (t, 2H) p
4-‘(2-Na|%hlLélgg @1 Hﬁl et hoxy) benzoi ¢ aci d; Ms: 293
Vi b.9 4 yI bénzyl oxy) benzoi c acid; M 285 VIb. 10
A4 Be mzynzaxom_@jmdqu&wé@mxgq bénza;tlch\&bld7 GQ NMR :
(br s, 2H) 43-7, 22{ (dd, 1H),
(d, 2H)|7 40?(050, ‘hH)gﬁ %5402#6:: |2|H1>ER|\¢ED”11ATE® 4H) ,
(M 11) g Fg a suspension of 1 eq of phenol
(1V) , land 2 ed of ‘cesium carbonate in anhydrous DVF,
Wife 4susS aedsal—merh@llmy@aedaZbeyo benzphenakid}OMseq3ab
ViéF@auSeolE B ;(%@%Ylfwbe&?érlpﬁéfﬁ %EPéStli &d aﬁnlfih Mﬁm éPS

°_"—

PR e

. 12 O 3 e 4
t hr ee tli nes vvlth rine” then dried over anhvdrous
VWkdi7um %dl#—aﬁyamxéﬁzyllbmye thenEbe csakidnt Mﬁ/as 285

rh c-+|||ar] off 1ndar accurn

VI-& ndd r@s.N@@élt@a&eau@.-ﬁfFl&&%ﬂ@srlaﬁﬁc 2chd; T
v%ij%;ré?gﬂz Q0T @RB:t e 2A KN A Z0%E BEZH48U0248 472
VIb.10 3—(4—Benzyloxybehzyloxy)benzoi‘c acid; "H-NMR:
7.60 (br s, 2H), 7.43-7.22 (m, 8H), 7.10 (dd,

1H), 6.94 (d, 2H), 5.02 (s, 2H), 4.97 (s, 2H)

INTERMEDIATES (VIII)

METHOD L:

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 eqg of LG;-(CHy)s-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
sulfate and filtered. The golvent was distilled off under
reduced pressure, and the obtained residue was purified by

column chromatography.



INTERM VII1. 1 (2S) -3- (4-Benzyl oxyphenyl) -2- [3-
(2-chl oroet hoxy)b enzoyl am no] propi oni ¢ aci d net hyl
w@2i0e11098H NVR:  7.71 (d, 2H), 7.50-7.33 (m 5SPOT/EF2006006330
(d, 2H), 6.93-6.89 (m 4H), 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) VI11.2 (2S) -3- (4-Benzyl oxyphenyl)
Tﬁé_ ﬁ- (2-chl oroet hoxy)b enzoyl am no] propi onic acid
ChyF ester: 1HNVR ~7.50-7.25 (m 8H), 7.10-7.00
(m 3H) 6.91 (d, 2H), 6.57 (d, 1H), 5.10-5.00 (m
3H), 4. .27 (¢t 2H), 3.83 (t, 2H), 378 (s, 3H), 3.24
IN&'@RMlH), 3.16 (dd 1H) INTERI\/EDI ATE (Xa) (XVla) and

VA Toral ngR) ooag - [PRgeFhERY P
i nt er medhab amhﬁb]pféﬁhsnic u&mawweeﬁi% ester; ‘H-NMR:
4-12- ( 3- Met I gui noxal 1 n- 2-yl oxy) et hox ben20| c acid
et hyl |Bsfar (Gt Ry §-69-Ud332H4m, 7586, (d.-061H4d, 2H) ,

7.88 (d 65;.7. 4 2 00 7
(t, 2(H),6'%.4§'?t9, %,gg ?96(?‘)8" Ki} 164 452'@7 54»5@ (m,
Xa. 2 34{pR)(3-azthylgui aixal i3n-e2 y[tDXY?HOhO)By]mn(ZSJA C3H) ,

acid net hyl ster; MS: 339 WO 2004/ 110983
PCT/ EP2’50§P088‘338H)43 XVl a. |

2o 3N OgC D5 IT3NaC
vﬁ%gig dé?%ﬁnétéé @égzgybﬁﬁgﬁgﬁgib 2 13 (BLBAX ¥ -8€thoxy) b

4<[2-(;enzpyyaminoiorzﬁaqunqoﬁmud1me@hybthskyrbelH -NMR :
nzoi c agi thyl gste 9 Xla. 1
3-[2-(7'%'%8%&% Nt P%hw)eﬁ’ox@(]% B c38pg 6.9 (d

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 (44, 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.1l 4-[2~ (3-Methylquinoxalin-2-yloxy) ethoxy] benzoic
acid methyl ester; 'H-NMR: 8.02 (d, 2H), 7.95 (d,
1H), 7.88 (d, 1H), 7.65-7.48 (m, 2H), 7.00 (4,
2H), 4.87 (t, 2H), 4.48 /t, 2Hi, 3.89 (s,3H),
2.64 (s, 3H)

Xa.2 3-[2-(3-Methylquinoxalin-2-yloxy)ethoxylbenzoic
acid methyl ester; MS: 339




met hyl ester; Ms: 295 | NTERVEDI ATE (Xb), (XVIb) and

(XI'b) The foll ow ng conpounds were synthesi zed
wa@ewendiosy to any of nethods J or K, starti ngP€¢T/BP2004/006330

intermedi ates (Xa), (XVlia) org3g(Xla). TABLE 6 | NTERM

Xb. 1 4-[2-(3-Methyl qui noxal i n-2-yl oxy) et hoxy] benzoi c

acid NB 325 Xb. 2

\II f‘llll n AV4
Ul\y

hanzoi
J L TV ||y TTO7\% LY A
T ek o

\I1 L
inoxalin- ELU17etﬁoxyﬂbe

thxizoa@&lmﬂﬁwslt@ﬂ;-ﬂs): ahloxy] be nzoic
aC|d 325 XVIb 4-12-

a2 hyli rzz@e&rmm %)O@IQ‘MMJ-PO@@&GWP- tyd ) efrhoixy ] be
ter

aci d; I\
3-[ 2- (Th| oéh cz'L yI nyel tHoxS?’] b8RZ0i ¢ aci d, M
%l MO éﬂoﬂd1ﬂi&£ﬁ§ﬂ%§ﬂ@E@Z@@A&%&§ﬁ3@thﬁ%y]bHﬁEBMEDIAEEld
(XI'V) The foI I ovm ng cs&pounds wer e synt hesi zed

ety h&?@DtoG starting from

accordi
(V) —and dHIHEb (Krtayor— (Xrtb)—TABLE 7

o) ot havy
Gt

ptrenot
| NTERM Xl V. 1 .

INEERMEBEIVIA - (X3)2, 23wl aexdod&aiby| ) ani no] et hoxy}

benzoic acid nethyl ester; Ms: 382 Xl V.2

4-{2-[Benzyl -(2,2,2-trifluoroacetyl)am no] et hoxy}
WRRNZRD L Aty NBSRYuRssd SerdBsyRtRe s NIERVERLOFEi hfVho any of

The fol | owi ng conpounds were synthesized either
meddmdd nf o6 KanygteirtisohdgeonD intqrmediatesg (¥l heXVIia) or

(erlorp i nternedi at e

TABLE 6

TNTERM ,

Xb.1 4-[2-(3-Methylgquinoxalin-2-yloxy)ethoxy]benzoic
aci‘d;‘MS: 325

Xb.2 3-[2-(3-Methylquinoxalin-2-yloxy)ethoxylbenzoic

' acid; MS: 325

XVIb.1 |3-[2-(3-Methyl-2-oxo-2H-quinoxalin-1-yl)ethoxy]be
nzoic acid; MS: 325

XVIb.2 |4-[2-(3-Methyl-2-oxo-2H-quinoxalin-1-yl)ethoxylbe
nzoic acid; MS: 325

XIb.1 3-[2- (Thiophen-2-ylsulfanyl) ethoxy]benzoic acid;
MS: 281




(1 X), and the correspondi ng am nes, or according to
method M frominternediate (XIV). METHOD M To a
w@odoutiiess 0. 1 Mof 1 eq of internediate (XIV) PEEER2004/006330
trifluoroacetyl) in a m xturegpf
tetrahydrof urane: nethanol (3:1), 5 eq of lithium
hydroxide 1 Min water were added. The solution was
Iﬁ&#&' %il( | ete dissolution, then diluted wth
/ethyl acetate, and then acidified
to pH=5 with HCl1 1 N. The organic | ayer was dried
over anhydrous sodiumsulfate and filtered. The
Thel edilowdaiadismnqualpffere gt hesiradl areesding wpdany of

tai ned resjidue .was -di so [ thanol .0, 1
et ofE. Bt 35 e B eSS ol plSOiey' il oprAeanifed tata) ox
(xaktwdi.on was refluxed for 18h, and then allowed to
cool down to roomtenperature. The sol vent was
distilled WO 2004/ 110983 PCT/ EP2004/ 006330 45 off
TaRger 7r educed pressure and the residual solid was
broken up with hexane. TABLE 8 |INTERM XV.1
4- (2- Benzyl am noet hoxy) benzoi ¢ acid nethyl ester;

96—t 2H 34724 (m—5H)—6-89—(¢
W.lz (t, 2H), 3.87 (s, 2H), 3.85 (s, 3H), 3.10
X@&. 12H) 3 -Wb- [2éaz¥Y-4 23 2( 2-BeREYuadbReBEND X ¥nbRBT et Boxy )

acid ngthyl ester; M. 286 | NTERVEDI ATE (XVIlla) The
f ol | owi| RgrEeAFoards WethydyreResiz¥8:a888rding to any

XN nd 143 NBERENAT NG B¢ PAST L FRRPECSCoF KFLRLo0] Sthomy )

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,

from intermediate (XIV).

METHOD M:

To a solution 0.1 M of 1 eq of intermediate (XIV) (PG =
trifluoroacetyl) in a mixture of tetrahydrofurane:methanol
(3:1), 5 eq of lithium hydroxide 1 M in water were added. The
solution 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 cool down to room temperature. The solvent was distilled



XVIlla.1l 4-[2- (N Benzyl - N-benzoyl am no) et hoxy] benzoi c
acid nethyl ester; 1HNWVR 7.99 (d, 2H), 7.43-6.77

WO 04ARIB3 4.91-4.70 (m 2H), 4.35-3.65 (m 4POT/ER2090006330
(s, 3H Xvilla.2 45
4-{2-[ N-Benzyl - N- (pyri di n-3-yl car bonyl ) am no] et
hoxy}benzoic acid nethyl ester; 1HNVR 8.80-6.85 (m

REQRNICHTER MO X NG IET JOEY AT S

upXwtikhbheXhaef ol | owi ng conpounds were synthesi zed
according to nethods J or K, starting from

internediate (XVilla). TABLE 10 INTER M XVI 1|
'I%ﬁﬁlﬁ N- Benzyl - N- benzoyl am no) et hoxy] benzoi c; b.|
© 8.06 (d, 2H), 7.41-6.81 (m 12H), 4.94-4.71

(m 2H), 4.37-3.67 (m 4H XViI|

A-f2- N- Bepnzyvl - N- /n\/rl din-3 \/I car hnn\/l \

IYTERY, henzoi ¢ acid; 1HNVR 8.75-6.85 (m 13H),
xv. 314 44(bﬂheﬁ9&%aﬁ1ﬁ8eéh8£ \ anS&ctééWHLﬁeth§1 ester;
The conpounds of “fornula (I shown in Table 11 were
synt hesTEeMRccdr 86 ngdt 02Bhy %f34f’eYh2)1;Is(®,t5HB, 6.89 (4,

S 305l S oo AL 9 Y0 200211000, s,

(4- Benzygl eyyrlengh) ;- #s: [éss(B phenyl al I yl oxy
. thenzo Ian1nn1nrnn|nn|r acid nmethyl ester:
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)aminol et
| 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)




IHNVR 7.73 (d, 2H), 7.43-7.25 (m 10H), 7.07 (d,

2H) , 6.98 (d, 2H) , 6.92 (d, 2H) , 6.76 (d, 1H),
wWG2®4/1(w¥$3 1H), 6.42 (dt, 1H), 5.10-5.00 (m 3POT/EP2004&6330

(dd, 2H) , 3.77 (s, 3H) , 3.2883.16 (m 2H) 2 (29

-3- (4-Benzyl oxyphenyl) -2- [4- (4-phenoxybenzylo

xy) benzoyl am no] propi oni c acid nethyl ester; 1H NWR

88 (m 20H), 6.48 (d, 1H),

é’.—“ﬂlﬁ 5 _}}%(XK@%I}S 77 (s, 3H), 3.25-3.10 (m 2H) 3
(28) -3- (4-Benzyl oxyphenyl) -2- [4- (biphenyl-

nethoxy)benzoylan1no]prop|on|c aci.d net hyl est
1_¥m Gorlowing comppmpdsy wegey SYBthesizen) accwrd:m'z (99 methods

J(rgfo}i%s i ?‘% Q,%H)f@z% #‘%8”“% a{@ X80, (m 2H) 4

(2S) -3- (4-Benzyl oxyphenyl) -2 [4- (3-
henoxybenzyl oxy) benzoyl am no] pr opi on| c acid nethyl
T@sﬁl@r 94 NVR 7.70 (d, 2H), 7.43-6.92 (m 20H), 6.48
(d,lH) 508504(m5H) 377(3 3H), 3.30-3.10
(m 2H) 5 (2S) -2- [4- (3-Benzyl oxybenzyl oxy)
yl am no] -3- 4-benzyl oxyphenyl) propi oni c acid
lV{Znathyl ester; 1HNVR 7.70 (d, 2H), 7.43-6.92 (m
0 6.48 (d, 1H), 5.09 (s, 2H), 5.08 (s, 2H),
TG 54072 -(W-B3HEy 130 Behioy 3Ehing) SPhdxFibeALoLE) VIO
2004/]}0983 PCT/ EPZOO4/ 00633% 48 6
K-2s) - 3 IéleIB%hwamaﬁpherﬁ?L) 2H)4- phénétngt 8kybefzo 12H),
ylamn) oRi gni me S 1 7.69
AT o i e L A Y O vl YT
XAH)T,T 644526dN>Bthy5 @6{5y®®d@nr3 ylcarbonyl)amlno]ethox

b.2 - |yl}benzoic 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):



3H), 4.22 (t, 2H), 3.77 (s, 3H), 3.27-3.10 (m 4H) 7
(2,S) -3- (4-Benzyl oxyphenyl) -2- [4-
W@ 3e0opheryd pr opoxy) benzoyl am no] propi oni ¢ aci BCTEP1994/006330
ester; "HNWR 7.70 (d, 2H),477.43-7.22 (m 10H), 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
I%‘?LEE .83 (t, 2H), 2.12 (m 2H) 8 (2S) -2- [4-
& | oxybenzyl oxy) benzoyl am no] - 3-
4- benzyl oxyphenyl ) propi onic acid nmethyl ester.
IH-NVR 7 70 (d, 2H) ' 7 46-7 35 (m 13H)

Ex¥. 06-6.97. (m 7H), 6.89 (d, 2H, 6.49 (d, 1H)

NG

. UI=J. ]

T (59 3105 BAnIAT BRDRRLRTPEnSaT R (3; bholy PBeqVRRILV10xy
hoxy)bebéﬁzbgmammhanp@bpmbﬁlacudaﬁ&ﬁhyl méﬁmyl Mester;
572 10 n(%28) 4 Benzyl oxyphe 2- [(3-

(3-phe I\E‘Fﬁiyl ax ) (benZBy i a?n”")r/?o'ﬁ FopiBni OHoi d7-07

met hyl} ( 6292[ 3
(4- Benzyl’oxy enzyl oxy)z(benzoyl Zim no %d 2H), 6.76 (4,

4- bem;chbey}ﬁhéﬂyl ddor opiEbni 6. 42 ddmit H) ,est er§-5.00 (m,

| H-NVR, 7. 47 3-7.0 2
(o ol o & Tpddy 28 brdS Sty Fer e,
3H). 3289-3.15 (m 2H) 12 (2S) -3- (4-Benzyl oxyphenyl)

-2- r'a- (hi phenvl - 4- vl net hoxv) bhenzovl am.nol propionic

2acid né?ﬁyr3eéﬂeBenZMEOXBPhevwibo@niiiégsshenoxybenzylo
PCT/ ER en phe
-2- [§9?§é8%8§§§§‘% ;é?oég }%enzofﬁCF Hﬁ opi o%igic::ér’
aci d mEigNR estzerrl M&A, 2H), 7.42-6.88 (m, 20H), 6.48
(d, 1H), 5.07-5.04 (m, 5H), 3.77 (s, 3H),
3.25-3.10 (m, 2H)

3 (28) =3~ (4-Benzyloxyphenyl) -2~ [4~ (biphenyl -4 -
ylmethoxy) benzoylamino]l propionic acid methyl
ester; 'H-NMR: 7.72 (d, 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)

4 (26)—3—(4—Beﬁzy10xyphenyl)—2—[44(3-
phenoxybenzyloxy)benzoylamino]l propionic acid
methyl ester; 'H-NMR: 7.70 (4, 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 (28) -2-[4~- (3-Benzyloxybenzyloxy) benzoylamino] -3- (
4-benzyloxyphenyl)propionic acid methyl ester;
H-NMR: 7.70 (4, 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)




588 14 (2S) -3- (4-Benzyl oxyphenyl) -2- [3-

( 3- phenyl propoxy) benzoyl am no] propi oni ¢ aci d. net hyl
wW@210e1109885: 524 15 (2S) -3- (4-Benzyl oxyphenyPQT/ER2004/006330

[4- (4-butoxybenzyl ox y)benzaoyd am no] propi oni c acid

met hyl ester; Ms: 568 16

(28) 2-[4-(4- Butoxybenzyloxy)benzoylan1no] 3 cycl

2l

6 (25 3Ues Ban é%r%ﬁ%ﬁ%ﬂmheaﬂrﬁ 7t va o%%me%hmwgbem
hoxy) b9maaxha§rpﬂe§mbﬁpboabﬁdaﬁéah?@t eyteﬁst &5 NMRS: 7.69
488 15&% 3 Benzyl oxyphenyl)
(2-br benZﬁDoxy7 }BeﬁZQQIaﬁmno]b@@bton700ﬁ0|ﬁdnetﬁ@l,
ester 5 (2 /Xyp
[ 4- (SGEE%nDbégzy d’xy“ﬁ)I benzoylaﬁ? ? FOpEg%%;% qﬁi(m'
met hyli 3a$t erg . 245 (£ p72HEQ 3.77 (s, 3H), 3.27-3.10 (m,
(2S) - 3- 4-Benzy|oxyphenyl)-2-[4-(2-ch|orobenzylox
y)ben26 anino]propionic acid nethyl ester; Ms: 530

2T (79 4= Be ' ) 3
7y)benzoyF§n§ng p?éﬁ?gﬁ¥g9§ﬂ %& % 4e§§2¢ﬂ%§¥?5¥%%%§y)
22 (2Gpenzoyl4mBautptopypneoya¢1d2metnyl ester; 'H-NMR:

ggtL;FQrgseQéylox)'sigenzqylanan]pr8ﬁson'C C'&i 2H) ,

(29) - B5( 43Bgnay! opmy,phemy| ) s2sh4- (B- ”EHhY'@B@@ﬂS”@z (m,

y)benzoylan1no]prop|on|c acid nethyl ester; Ms
WO 2003H1 10989 0PClt EP2BY4/ G0GT30(s BO3HY, ( BSR5-3- 15 (m,

(4-Benéﬁ59x¥p§§n¥L2 2&;,[§.1£3($[|£ﬁyoronethy

8 (28) -2-[4- (4-Benzyloxybenzyloxy) benzoylaminol] -3~ (

4-benzyloxyphenyl)propionic acid methyl ester.
'H-NMR: 7.70 (4, 2H), ‘' 7.46-7.35 (m, 13H),
7.06-6.97 (m, 7H), 6.89 (d, 2H), 6.49 (4, 1H),
5.09-5.00 (m, 7H), 3.76 (s, 3H), 3.26-3.11 (m,
2H)

9' (28) -3- (4-Benzyloxyphenyl) -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, 5H),
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-ylmet
hoxy)benzoylamino] propionic acid methyl ester;

MS: 572




| benzyl oxy) -benzoyl am no] propionic acid nethyl
ester; MS: 564 25
W@ 28¥ABWE3- Benzyl oxyphenyl ) - 2- [ 4- (2- met hoxybeneg1/8P2004/006330
xy) benzoyl am no] pr opi oni ¢ aci ggnet hyl ester; Ms: 526
26 (2S5) -2- [4- (3-Bronpbenzyl oxy)benzoyl ani nol

-3-cyclo hexylpropionic acid nethyl ester; Ms: 475 27
(2S) -3- (4-Benzyl oxyphenyl) -2. [ 4. (2.

rfei;_h-y-l—benz-)d—e*——
1§) benZoARAm3mdorEsaizoRi kYRt e s 1y [ 3edBePhepgxybspgy Lo

28 (2S el ena ?ﬁQE’% 23
(2-tri %’iyaoreélr?g)ﬁ X—Jbe zy o% -benlzc%;‘/‘rfl%%l %) S?g?ﬁ:bnng'
acid n&tgsyl ester; I\/IS 564 29 (2S) -3-

(4- Bet 7ul nvur\hcun /1 \ t al vl at hovawy)

1henzoy) @ ric p‘l‘}oaeéﬁycb&wqwg’ry[zzgéi‘vpllwyéﬁ’EoP?ﬁy)
(29) - FredABREHPPRREIBAH ) a%l{i4me[t$1y1( 4ster; MS: 524

propoxyphenoxy) propoxy[benzoyl ami no}prépionic acid

1het hyl | @er3- (msmmxm@)nyla - A 4Bz UG R IREREY L oX

e e e S

(4- Benzadg:)xyphenyl) -2- [4- (2-ethoxybenzyl ox

v\hpn7nvlan1nn1nrnn|nn|r acid nethyl ester; 54"

1’@’3 3- ([aCEanay Eﬁw@h@%%ﬂ&%ﬁ{%ww%&w&}rﬁmcl
R i A )

12H), 6 @13)6«381(4(43erﬁ-j)loé@lﬁferﬁ¢) —JZH) [4- EHiDphedb 3-ylmet

2004/ 135560 HRSARAR OO RR S ~ 3eid mettyl * detee;
MS: 488

18 (28) -3- (4—Benzyloxyphény1) -2-[4- (é—bromobenzYloxy
)benzoylamino] 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

| y)benzoylaminol propionic acid methyl ester; MS:

530

22 (25) -3- (4—Beﬁzyloxyphenyl) -2-[4-(2-fluorobenzylox
y)benzoylamino] propionic acid methyl ester; MS:
514 )

23 (28) -3~ (4-Benzyloxyphenyl) -2- [4- (3-methylbenzylox.

y)benzoylaminol propionic acid methyl ester; MS:

496




34 3-(4-Benzyl oxyphenyl)-2-{4-[ (benzyl phenyl car banoy
1) met hoxy] - benzoyl am no} propi onic acid nethyl ester;

wa kboMiVIR98Y . 65 (d, 2H) , 7.40-6.77 (m 21H) , BCBHEPI004/006330
1H), 5.08-4.95 '(m 3H), 4.990(s, 2H), 4.42 (s, 2H),
3.74 (s, 3H), 3.25-3.06 (m 2H) 35
3-(4- Benzyl oxyphenyl) 2-{4- [(d| benzyl car barmyl ) me

T e R b Ty g ooty
2H), Qb%% x%ﬁ%be@z@ léﬁlnéﬁbroﬁlﬂﬁlé 9%cidn R&khyl
4.83|(s, 62 (s, 4.51 (s, 2H), 3.76 (s,
3H) 93219’-13 1”@ (I5]642H) 36

25[b‘“fﬁ§ é'fﬁy %%%%&ﬁg§§bﬁeh§l§1§Lfi o Tt REL BN z9%0

oxoet &gwyo]eh@mmmamo@@):@pmpnmm add dnemiyily| esest gr MS:

IH NNR: 7.65 (d,'2H), 7.41-6.81 (m 19H), 6.49 (d,

1H), §2§9497(m 3H), 4.80 (d, 1H), 4.45 (d, 1H),

263 19 gsz’s)d'ﬂ)-’[@- (Zﬁb-BioThébbE{thiH %) bén%éyéamnbmmZHizc%
enzyl oxyphenyl) di phenyl car banoyl ) ne

t hoxyhebaylpadpdminic} picagi mﬁlt@YéceéterH- Nﬁ’R 47561 (d

2751 g&%:%‘i@f?ﬁnzé’mﬂenyﬂ 8 M3t ny ToRRzTox

3- (4-|Bo et ZOMRREMAE ordplisnt c( Sadkd haxyphenydgtde; MS:
nyl carbanoyl ] net hoxy} - benzoyl am no) propionic acid
met hyI51é)5t er; I\/S 645 39

o1 ypl L,IUI XY

28'ar'myl ;’(?\g)hoxy(]4 enz e?%&épl on[?c (zgc?gﬂ)ﬁ% Ejlémethy
est er 1%2Mﬂwmmaﬂ@ﬁmmm ( Iax)ld;homtihyl
Tabl ¢ 12 were synt hesized according to any of nethods
A to (&St Mg F%%m intermediate (Vib): WO

55 200411 1883 PGTHRIHIIRRIT1L) -2- [4- (2-o-tolylethoxy)

benzoylamino] propionic acid methyl ester; MS: 524 '

30 (25) -3- (4-Benzyloxyphenyl) -2-{4-[3- (4-
propoxyphenoxy)propoxy]benzoylamino}propionic

acid methyl ester; MS: 598

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

32 (28) -3- (4-Benzyloxyphenyl) -2- [4- (2-ethoxybenzylox

y)benzoylamino] propionic acid methyl ester; MS:

540

33 3- (4-Benzyloxyphenyl) -2~ {4- [ (diphenylcarbamoyl)me
thoxyl -benzoylamino}propionic acid methyl ester;
H-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)




52 TABLE 12 Ex. 40

{[4- (2-Di benzyl am noet hoxy) benzoyl ] - ( 3- phenoxyben
waQioransd} acetic acid ethyl ester; 1H NVR  7PdREB20§H006330

(m 23H), 4.80-4.65 (m 2H), 4430-3.99 (m 6H), 3.72 .

(s, 4H), 2.90 (t, 2H), 1.27 (m 3H) 41 { (3

- Benzyl oxybenzyl) - [3 - (2 -di benzyl am noet hoxy) be

n7nv|1nn1nn lacetic acid ethyl ester: 'H NVR:

34 42- 4389 4-Renzyfipxypbepyls -83 {¢ml (bepzylphenylcagbamoy
gEB’ngggé?§%3§'8%e%ﬁ%y§§%1n3}590§§0n 48D, 2084 (fethyl
{[3-(zelatle&nzﬁHaNMRoeﬂhﬁﬁy)(bhnmy)l,] ’(34¢>Jrﬁsnw<yben 21H) ,

) SRV b 9 ! 1) 5050
3.70 (=.44N)(s, 2886 GlL742HE, iH$3 3.38-3(0% 3M) 48)

{[3-(2 - Di benzyl ani noet hoxy) benzayl | - (4- phenoxyhen

35y|)awﬁndﬁa@@nzwlaaw@h@nwio -8sf{ér [ (Atbanrylcarhamgybhme

E;n i; I_Dhoitz_yég (etnzo ﬁ%ﬂf%%r?éigglg %%g,@ r@ﬁéﬁ)]( 4§s€ér,

tert- BElHyNMRmzyj )69 [dj 2H()2 'mztmnzyiam(moetilmoy,) b.os

enzoyl ] am %}[acetl c acid eth I est er;

i G P B B g B o
’ 83 (M6 2H), 4.51 ,

{[3-(2-D benzy1 ari noet oxy) benzo I']- }(_% 'benzy)/l oxyb (s

enzyl )@m)no]sad@t |(<s,a<3inl ,et3h§ZI9 ésﬂ@r (m HZHIWR

7 A1

A R d) g B0 - 1133 074500 Rpen
3H) WOz00A/£1 1333 nRETAER2004/ 006330 _
oxoethoxy] benzoylamino}propionic acid methyl
ester; 'HNMR: 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 (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-Benzyloxyphenyl) -2- (4-{ [ (3-methoxyphenyl) phe
nylcarbamoyl] methoxy}-benzoylamino)propionic acid

methyl ester; MS: 645

39 . 3- (4-Benzyloxyphenyl) ~2-{4- [ (cyclohexylphenylcarb

amoyl)methoxy] -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):



53 46

- di benzyl am noet hoxy) be

weedoyiil
2H) ,

6.79 (d, 2H),
4.22-3.99 (m

{ (4 -Benzyl oxybenzyl)

- [4 - (2

nzoyl ] am no}acetic acid
7.47-7.23 (m 19H),

5.08 (s, 8¥), 4.71-4.62 (m 2H),

3.72 (s, 4H), 2.89 (t, 2H), 1.27

w83 er; 1H NVR

6H) ,

(m 3H) 47

3-

'H NVR:~8.01 (s,

14H)

5- Benzyl oxy- | Hi ndol

-3-yl)-2-[4-(2-di benzyl am
) - benzoyl am no] propionic acid nethyl ester;
1H), 7.64 (d, 2H), 7.41-7.22 (m
7.00 (dd, 2H), 6. 90 (dd,1H) 6. 74 (d_2H)

B 64

d, 1M , 517 (m 1H , 4.85 (d, 1H, 4.62 (d,

S e s bRy iE - 13 bpefotoen

(2-Di t%@rwlammgtclé@m) beaamal anetieyl - 3-edtlerre  'H-NMR:

t hyl - 1Hi ndol - yI)pr _J&onlc acid methyl ester;

' H NVR7 -£266 -(78,  @H) )53 4 B014H65 7(Ma- 7Hb1 (1m3° -3.99
12H), |7,08 77

(a1 oy %H)? ST M i N 0
41:!O|(—|) f{ %Hdﬂmzyﬁ]dbgyb%n&@’l(}t— [32|-(l)2 d@benzylamlnoethoxy) be
3- (5-Benzyl Qxy-, IH-| ndoI 3-vyl 2-di benz Iaml

noet hg éﬁ SIS ot Ot ¢ %E%(Qﬁil neffyF estIéIr

H NVR7 4 9% (859 35&',') 23H) Als 70"195(@3 A 2m) 7404464883
(m4H),669( . 5.16 (m 1H), 4.89 (d

4.71 (d(m,lH;H)a bSBQrB @le) (g, 7GIH)(S3 -30) (3, 6@H>(s 2.87

4H) , 3 q_g %Ii gb 2.86 (t, 2H) 50

{(3-Bgn y| 0X Uenzyz) (3( enzyl oxybenzyl oxy) ben

Zpy1 | anli ;o (Mlﬁé@lémlﬁbhaﬁhoe@t)henzdj-lNNRB phenoxyben

7.45728(m 14H), 7.06-6.81 (m 8H3t 08 14H}\TM

5.06 (|gy@uingizretiss (AridH) , &by (n?st%% H-NMR :

4.11-3.88,d8 &) m 1 285 M4a3B-4.56 (m, 2H), 4.30-3.85
(m, 6H), 3.70 (s, 4H), 2.86 (¢, 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 (¢, 2H), 1.33-1.19
(m, 3H)

44 { (4-tert-Butylbenzyl) - [3- (2 -dibenzylaminoethoxy)b
enzoyl] amino}acetic 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)

6. 9FCT/EP2004/006330
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- Benzyl oxybenzyl) - [4 - (3 -benzyl oxybenzyl oxy) b
we@pewasi(ossri no} propionic acid ethyl ester; 1H NMR/EP2004/006330

7.45-7.26 (m 14H), 6.96-6.82453n 8H), 5.08 (s, 4H),

5.05 (s, 2H), 4.63 (br s, 2H), 4.12 (m 2H), 3.66 (m

2H) , 267(m 2H) 126(m 3H) 523 {(4

oanzyul avwv)

gﬁggﬂl g%&' '?%#Ifox%}%e%z%l)\ —t” i%'—rd: & éﬁzﬁrm#ghoxy) be
7.46-7 ﬁzoym aﬂﬁh&}a&eﬂﬁcG aalﬁm e%wyl 5. @sﬁce(ls., BHNMR :
5.07 (> 4.13 (m

oH), 3|6 n? %%o?mz é?H@m 62|-‘?)7 éd:272me 63Mp 54, 2H)
{(4- Bergyd)@xxéenzzﬁ)) [ 2 (7§ !ge@gyl(glxy W/IRM% Zbé% 2%“'

zoyl ] api no}acetic acid ét est er

(m 13144 7.3073. 65, (mmm 8%. 07, 2199, 1/B7 6, 31)
- 4-23 (g 4 13-3 84 (n1 2H)

i? 26 ( n?f) &%fé%lhm{f?:gy B ﬁ}rﬁq}x—%—éﬂz)w% [44(23dijepzylami

- benz I eti id
estery RIbenY) Peflac é‘”mﬂ@@% f&%ﬁil 62503, %ﬂﬂ
5. 09- 4 @EEerm “BHNMR4: 76-8157 (6m  2H), 47284(q, (dzH) 2H),

4.14- 3, (m

3-{(3- E?Snzw oxXy e%fyll)z‘ﬁPs (73%@%‘%5% 03 Ben A% yided 1H) .
enzoy| ]eammomropuom & i d(@f hSKH)$St59rL7 1 NVR) , 4.85
7.45-7. 260m 6.78 (m  2H),
5.07- 4. irlﬁi) 24, éﬁ)(mBM (8, 12H)m 344 (s,

3.71-3 2. 2.39 2
3-[(4- ggﬁz§/lrgox§dkj)e(nszoy11¥y(3§b%§1% oxy%giiy?) g% éé]a) i%)

pr opi qi @Gacﬁtd élHr)yI ester MS: 524 57

5 A= 7z benz\v Cvuber\lz\lljr)vw\h
4e§nizckn;l Parh no}p d‘E’ %@Wemﬂ@%royl ging3T3- (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 (4, 2H),
6.56 (d, 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-y1l) -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 (4, 1H), 5.16 (m, 1H),
4.89 (d, 1H), 4.71 (4, 1H), 3.98 (t, 2H), 3.74
(s, 3H), 3.69 (s, 4H), 3.45 (44, 1H), 3.35 (dd4,
1H), 2.86 (t, 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, 8H), 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)
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(4-Butyl benzyl oxy) benzoyl am noj -3 cyclo
wheoolipoepi oni ¢ acid nmethyl ester; '"H NWR 7. 4ECUEBmmMmm1m

1H)

, 7.35 (d, 4H) , 7.20 (d, 24) , 7.12 (m 1H ,

6.47 (d, 1H) , 5.06 (s, 2H) , 4.87 (m 1H) , 3.76 (s,

1H),

2.62 (t, 2H), 1.78-0.90 (m 20H) 59 2- [4-

4-hro

(d,
(d,

(d,

63 Bem
nophen

1,
3 Den P S epE VL O IREN OV Mi0le - T b (uggm

or ophenyl ) pr opi oni ¢ aci d' net

( 2- naphémabert %nﬂﬁo%éfbpﬁﬂﬁ@eQ59&| BEL09] ISR G- -
acid neth | ester { [4
( 2- Di beh ﬁﬁﬁﬁbeﬁhox}ﬁﬂénzdyﬂﬁ—é @B-phEnOX&b 5.08 (s,

3?‘2%'.’76‘%9”?}@ B 25 B N, RS PR & g
(dd, 2H).13 6(W5 &) ,2H).65 4(H0 (qur) S.2 25H) (m4 Qﬂz% 127

2H),
3-{[3-

TNy R T DY L T [hesn ooy b

61
i engo%g}%mggo%?nroﬁf&nla Q@l@ XA ér'f[l e%t@er dd—Q\]MR

3 164%da 2§FMm601§H§%45 96~ 6 82 (m, 8H), 5 08 (s,

2H3- G0 467.20) (2. GH) {m,7. m,y,a 024 Mm, BH), . 6. 49
327 (dd

is{Jﬁ"é dBefﬁfl%}iY%en%% >E§e¥€z i %ﬁ&ﬂ%ﬂ;ﬂ}gybezxzx{wxy) b

3;{13 2 (m 9H), 2.88 (t, 2H), 2.6

nzylanlnoethoxy)benzoyl]naphthalen 2

B e g v
gi_;):e,% 75.(7%@2”4 ,4853 ) ,917({1 6. 5& 3 8gH), 2.07-4.99

(dz,oyﬂl—])a,m:zmc@fﬁc(es;ldl—b aci@. 84l 1H:ster; ‘H-NMR:

l\)

(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- (3-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 (a, 2H),
4.14-3.84 (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), 7.02-6.90 (m, 7H), 6.78 (m,
2H), 5.07-4.94 (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- (3 —benzyloxi;benzyloxy) b

enzoyl] amino}propionic acid ethyl ester; MS: 631
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3-{(4-tert-Butyl benzyl)-[ 3-(2-di benzyl am noet hoxy
WO b@naogB3 am no} propionic acid nethyl ester; BEF/ERIR4/006330
7.39-7.20 (m 14H), 7.10 (m %4, 6.95 (d, 1H, 6.91
(s, 1H), 6.85 (d, 1H), 4.72-4.50 (m 2H), 3.97 (m
2I—I) 3 70 3 55 (m 9H), 2.86 (m 2H), 2.71-2.48 (m

PR R S MM T LT T R e s e

yl]a Mflsﬁhﬁbfi’tbﬁléma@lﬂi‘?trﬁé!’ch st eéstéle' NMELNMK 477 45
2 20 (m 12H) (m 3 (d,
% 6180, (17 - 38H) (d4. @8)4. 50- 26 (d2H)2H)3, 97 ig (m,

, b6
’ g 79y 3- 8246M (@12 84 68 (2w 7276748 Mamy
- (-8 bem.zyimm rmﬁamow,) bﬂnzoyﬂ ]78(3} m”oen@mytm)

5- 7122

g- 8'2 %?héﬂ? ﬁ%ﬂogﬁbﬂ@é‘lé%&dfnmé%%¥134§§téﬁ} :%HNMR
67. ﬁ 6[% (@2- l%enz?lﬁﬁnﬁo@@hdw) &nzoyl.p6~6. 93 (m,
SR ST IR ST S

(d, 2|rﬁH) A.51od bas, 1Y), 34'1601(o'(d 3.71-3.65
(m 9H) 2789 (t 2H. 2 6 (m 2H) 68L25\ -2- [4-

¢Q- But b%z@&@l)ﬁé}@ﬁih%?ﬁmxwglmamlpﬁﬂm%ﬂ%flu

le(I:3ie‘gz§/r oxﬁlh%ﬁpré\@onﬁﬁc% %izs}nt?tthyﬂ‘begﬁé Foky H)—NMR’

benzoy 7.66’19 an]i pragy) ,i oni £5azi 2o nei)ylsmst er;. 1WB5.9852(m,
70 (2% (4- Bur#/I benzyl oxg) benzoyl am n

-3-cyc %{) he yﬁ‘ﬁro(ﬁ'o B acPd?%ePhi? d&terSHMs: L45’5 (s,

3H), 3.27 (dd, 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-Dibenzylaminoethoxy)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 (d, 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)
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{(3-Benzyl oxybenzyl ) -[ 4- (4-butyl benzyl oxy) benzoyl
wQ avsnopsxeti c acid nethyl ester; |H NVR 7. 4PCTVERB04/006330
(m 12H), 6.93-6.80 (m 5H), & 07 (s, 2H) , 5.03 (s,
2H) 4.74-4.65 (m 2H) 4.11-3.90 (m 2H), 3.75 (s,
{3H) 2.62 (t, 2H, 1.59 (m 2H), 1.35 (m 2H), 0.92

QLJ\ 72

BeAZ B GEERZFRTYIRERAYblt §F beAz S oss pEa e thoxy
1\}_|)Béﬁkbgl?8h1§n8‘z§;f‘&$%lsﬁigr éb&a\"\/R meL7h§5:Q 7.d2er;

g(l) ATBANNR  IHBI-Z.- 20- 3(n92 {iﬁi{) 2H) 103, ?fn,gslH)stP)G:%
1. 9 1.35 2 0.9
3H) 73 (g_{% ’Be%zy o>§ybenl’H))I’) § ?é [n(d'H)lH) ; %%.43+4.50
(4£Eu|t3(}nb:ermw (I\J/éy)gggz(? )d}ﬂ)a,mmo'}?mz)pﬂmm(m acdHl, 2.86
net hyll ester; : yl 1) -
[4 - AmJba%IQ/pb%nZ}rax%’ g‘é %lg”ylfag? oxygﬁﬂfﬁn?c
10 et '{éll S%%ﬁ&beﬁ'z"ywﬁ{s (24ai]6|§|1)%éyiéﬂuﬂééiiho§y9§|_benz

d, 4K 58 (br s, 2
3. 66- ;o@fh]enqlno?ppp:oplgnﬁz (a;qzldu—ometfnyEg geper2H) H-NMR:

%é?ger?yfléxy nﬁ?‘f)o’xﬁb?é% xﬁ &2?‘% 705 m, 1),

ycl ohexylogr opi oniLg) acied sra;etshyalo e&ﬁ,erzHlH MR8 -47.582 (m,
(d, 2H), 7.44-7.28 (m , 7.06-6.92 (m

,_6.40
(d, 1HRH)5. 0O 9%, 1254) 2Hy, 07‘5 (- 32%5 (1, 8?}:}3 2487 (m,
3,76 Z§I|)1Hb 73-3738 38, (3 18H) 76 (29) -2- [3-

( 3- Ber oxybenzyl oxy nzoyl am no] -3-c¢
el ohd >3y|{|qr39|c(|29mbeaezyai amphbgthegtebenzoly NMR(3 - phenoxyb

7.44-1.28 (m 0-6.93
5.08 (€nz¥ am&ﬂ@%p(fgpla?mc @‘%1 (fggtfp% eS§e§1 oflghMR:
(n] 1‘Hl45.7.22 (m, 16H), 7.11 (¢, 1H), 7.00 (m, 2H) ,

5%( 4-
] am
(m
4.
2.

6.90-6.84 (m, 4H), 4.72-4.49 (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), 2.89 (t, 2H), 2.66 (m, 2H)

68 (258)-2-[4- (4—Butylbenzyioxy) benzoylamino] -3-pheny
lpropionic acid methyl ester; MS: 446

69 (28) -3- (4-Benzyloxyphenyl) -2~ [4- (4-butylbenzyloxy
) benzoylamino] propionic acid methyl ester; MS:
552

70 (25) -2~ [4- (4-Butylbenzyloxy) benzoylamino] -3-cyclo

hexylpropionic acid methyl ester; MS: 452
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(4- Benzyl oxyphenyl) -2- [3- (4-butyl benzyl oxy )
Whewzoyl9sr no] propionic acid methyl ester; MPCT/BEDIZ@6330
(2S) -2- [3- (4-Benzyl oxybenzykpxy) benzoyl am no] -3-p

henyl propionic acid nethyl ester; M 496 79 (2S) -2-

B zon benzyl ox benzolamno -3-C
[3 (4 eny y y ) y ar - ]I\/R 502 80 { (13

- IezlzI;I I B?ﬁ'ﬁi‘f BXGF%ZYW4“BE#ﬁé‘éﬁipﬁawiowh%yzoyl

| am noj aealine }ackd ieet hycigst erpedib NVR ool o8l- 7. 18 _yur .
(m 12% T3 80 (m B5H). ety Ly ?rsneﬁH)

4.78- 4%{74{5m7 -28) , (mg, 114213> ,906(% eHpo (&.,725%8.,6’85(011 (s,

2. 35,(m, 21,0, 93
?:D 3H) géi( {%’(% ( enzy bxyb?ﬁzyl %5 21% 4. 1]? 3.90

- but yl h)émzyIZHOy,) benzo (syl | zm) no}szQpl pjn czgyl d ey m,
ester; % 7417% 8 01677(m 7H) ,
5. 05- 5, i‘n3§H)(ml42§ 732(#9 21’4}) 4.66-4.48 (m

, P {
?'z% 5 (I {‘?21’ éeﬁHyﬁBkﬁEh )4 84 glx mrEgéWelggy%%)‘bérﬁ%pyl
(4- Ben vyamxybéazytmxy) Iaerw‘loyl amtrmj], phe@gﬂ:erﬂcet HE-NMR :

?gl s/ew{/%é. Zoigl (2 lf%’gxy)ge‘{%gi@] SH 5[ %7 (s, 2H) ’

enzoylmﬂlm@}(%—phamyjpm09boaleza0hﬂ iyl seshek; 9o
486 84 Benzyl oxybenzyl oxy) benzoyl am no

phenyl Iél:et |3c éméﬁrne%%&/l gsbér;(Ovs:2HBB2 855023m,- 2H) ,
[3- (3iPeyzy| ﬁxy@gpzyb %é/) p,_enz&y am no] -3-p

enyl propionic _acid ester; Ms: 496 WO
2604/1139833Fﬁﬁﬁﬁiﬁm&yMéﬁﬁﬁﬁﬁk[4%%4 -butylbenzyloxy)benzo

yllamino}propionic acid methyl ester; MS: 566

74 3-{(4~Benzyloxybenzyl)—f4—(4~butylbenzyloxy)benzo
yl]amino}propionic acid methyl ester; 'H-NMR:
7.45-7.13 (m, 13H), 6.95 (4, 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), 5.09 (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 (4,
1H), 5.08 (s, 4H), 4.87 (s, 1H), 3.76 (s, 1H),
1.81-0.91 (m, 13H)




86 {(3-

zoyl ] am no}acetic acid nethyl
W@ 20084709825 (m 14H),

6H), 4.
(m 3H)

Benzyl oxybenzyl ) - [ 3- (4- benzyl oxybenzyl oxy) ben
ester; 1H NWR

7.10-6.75 (m 8H), 5. 08-4PGPEPINF/006330

78- 4.14-Fx$5 (m 2H), 3.77-3.68

87

4.57 (m 2H),

3- {(3 Benzyl oxybenzyl) [ 3- (4 benzyl oxybenzyl oxy) b

thvl ester: 1H NVR:
LUyI LAY T <
AR PYIS L bt 2R e dm i e SM%UW@%EH%%OXY
6H), 4|YBedz&6¥1aMindihropisPtd. 1N m@ﬂqgl eg‘geg,g
(m 2H) 88 (25) - [4- (4-Butyl benzyl oxy) Benzoyl am no
phenyl & |s aci d met hyI ester; I\/IS 432 89 (2S) -3-
4-Beny Y i L2-“‘ et
tbﬁoxy) %’g)gyl ﬁ‘lé &1‘ p]?%%%%%?’s} %ﬁ%y] me%%?@ramlw =3P
511 90|henylpropionic acid methyl ester; MS: 496
{14 (3 Benzvl oxvhenzvl oxv)henzaovl1-(4- benzvl oxyph
dRy| )an‘%&a%ei?c(%clé@ﬂ@iﬁﬁywwlomb@@@}@lamlnd -3-c
A{[4'(3f@1\§ benzyl qxyp
enyl ) api no )Q?y}gf%yéﬁf%/ ‘fﬂgg%l i’(J‘;;/Bes 3’ hsoz
80( 4- Bth?,’J-MWBd&Wﬁ)e&y{B—[B (4-butylbenzyloxy) benzoyl
[ (benzy ghene | car banmoyl ) net hox ]benzoyl ani no} p,
ropi on ‘?1% estetd 1HIRIVRY17. 4@steay (m H-NMR:
16H), 7 ]431-770§6('('?n Sy 6. 9816.8856M m’Z_DH)SH 6.6058. P22
(ml4|—l),506493(m3¥-|5,470d ( 413560?6
1H), 3| @& (§H)3H)4 73@453’ A0m( MRHY2 24H)14 33 29 3. rhl @H) ,
2H), 2 _
{3-1¢( Be%zy'f p%]enyl éar‘ ba #@yl Yhethox§perBByl ahi 3oy (- 28,
i ophentB-34 atmet izH)acial gty @pter; 1H NWR
7-40-7.31 (m BH) 7 20.7 15 (m m—h 7.15-7.09 (m
8}, 7o @ Perlamkerzs (8- @b Ebengylor) benzo
4.90 (Syl]2<';{'rﬁlno}‘ber%:L(o?zlczH)ac1dg %Qeéﬁyl st 13, Nﬁﬁ—m: ‘
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 (28) - [3- (4-Benzyloxybenzyloxy) benzoylamino] phenyl
acetic acid methyl ester; MS: 482
83 (258) -2-{4-[2- (3-Methylquinoxalin-2-yloxy) ethoxylb
enzoylamino}-3-phenylpropionic acid methyl ester;
MS: 486
84 (25) - [3- (3-Benzyloxybenzyloxy) benzoylamino] phenyl
acetic acid methyl ester; MS: 482
85 (28)-2-[3~ (3-Benzy16xybenzyloxy) benzoylamino] -3-p
henylpropionic acid methyl ester; MS: 496
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formula (laa), (lab) and (lae) shown in Table 13 were
washe®syed according to any of nethods D to FCT/EP2004/006330
starting frominternediate ( %él) and the
corresponding alcohols, thiol's or am nes: TABLE 13
Ex. 94 (2S) -3- (4-Benzyl oxyphenyl) -2- {4- [2-
(3-bromophenox  y)ethoxy]-benzayl am no} praopionic acid
et hyl| { (BsBenzylexxbRnzy1Y2 [Bd (4 2Ppnzylazyenaylpxy) ben

é?;%’(z%ygi?RQQo%gégtif é%%ﬁ;(%%ngg é%ggr(s 1ﬁF&MR
(4- Berzymxyplzsny(lno, -12;}{4 T2:0-(63-7eet try] q8ENP 5.08-4.89

xal i n-{2 yI oxg/)) et ho%] benzoy am no‘}npropl oni gsgm P“(d 21)
- 4 d, [

met hyl| { ! HEN 7559 L8 72%
1H), 531@}7530%8(;(}“ 4.88 (t, 2H), 4.47 (t, 2H),
3. 77 ( (m 2H), 2.64 (s, 3H) 96

El(qﬂS) )3( {éhlaBean;gymm;cg:men;zy)H 2{3{34- penzyzg)xﬁbdnzrgithyypb
enoxy) et en am nQ} pro |o net hyl
oot or | ePRORE IR By oRg Pt g MethiT Sabern R
6. 57. (@l' 4%':')7 22. Q?rr510}3H)(m73d'® 647'736('1\4, 3§H)(ms 6&')4 88
4.18-4.15 (m_ 2H), 8 (s, 3H), 3.26- %
[2.232((s(m 6HH)07 l(lz@} 4351(4(-“Ben%1§'] oxypﬁ@nw P 201{,4 5H)
- (pwridi y et hoxy] - benzoyl am no} pr opi oni ¢
aci d nrétr?%lg é’s?te(?‘ ?/éb 527 98 (2S) - 3- yprop
d&?‘BerZQGOXMRhQﬂyBhtyZbéﬂzyﬂBnyQéhﬁoylamﬁnylphenylacet
oxy) etjhoxy] - benzoyl am no) g ionic acid nethyl
est er ;| {27 Zéo@ﬁffégsgf PC¥PBP2004/ 006330 - -

89 (28) -3-(4- Benzyloxyphenyl) -2-[4-(2-pyridin-2-yl-e

thoxy)benzoylaminol propionic acid methyl ester;

MS: 511

90 { [4- (3-Benzyloxybenzyloxy)benzoyll - (4-benzyloxyph

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

91 {[4—(3—Benzy102ybenzyloxy)benzdyl]—(3—benzyloxyph
enyl)amino}acetic acid ethyl ester; MS: 602

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

[ (benzylphenethylcarbamoyl)methoxy]benzoylamino}p
ropionic acid methyl ester; H-NMR: 7.41-7.23 (m,
16H), 7.16-7.05 (m, B5H), 6.98-6.98 (m, 2H),
6.60-6.55 (m,14H), 5.06-4.93 (m, 3H), 4.70 (d,
.1H), 4.43 (4, 1H), 3.76 (s, 3H), 3.64-3.40 (m,
92 2H), 3.26-3.11 (m, 2H), 2.85 (t, 2H); MS: 657

{3—[(Benzylphenylcarbamoyl)methoxybenzoylamino}th
iophen-3-ylacetic acid methyl ester; ‘H-NMR:
7.40-7.31 (m, 5H), 7.29-7.15 (m, 6H), 7.15-7.09
(m, 1H), 7.09-6.95 (m, 4H), 5.88 (d, 1H),5.30 (s,
1H), 4.90 (s, 2H), 4.43 (s, 2H), 3.80 (s, 3H);
93 MS: 515 ‘




61 99 (2S) -3- (4-Benzyloxyphenyl) -2- {4- [2-
(4-imdazol -1 - yl-phenoxy) et hoxy]

whemwzouossi no} propionic acid nmethyl ester; MPCBHBER200W6330
(2S) - 3- (4- Benzyl oxyphenyl ) - 2-d®#- [ 2- ( 2- met 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)

G s T R O LA R e smom 4o

T&bﬂéf13Nﬁer58gyieﬁes1zed accordlng to any of methods D to F,

g - 3- (4- Benzyl oxyphenyl Q %2 (quinolin-7-yl
R éflﬁoxﬂroﬁlenzayﬁawﬁéﬁ reop Vohit aghd nehey| Corresponding

F%Eﬁ%l §gi 103 6AShes3- (4-Benzyl oxyphenyl) -2-{4-
U|no - yl oxy ethoxy] benzoyl am no} pr opi oni c
aci d net hyl ester M5. 577 104
%éﬁ# % (4- Benzyloxyphenyl) 2-{4-[3-(3-nethyl qui no

3. yl oxy) pr opoxy] benzoyl am no} propi oni ¢ aci d
met hyl ester; Ms: 606 105 (2S) -3- (4-Benzyl oxyphenyl)
-2-{4- [2. (J-nethyl-1Hi nidazol-
Eybsul1anyl)ethoxy]benzoylanino}propionic acid - VB:

29 1

9?§ffrig%%ﬁ%%-§§:Bénzy ”prhkﬂfif'g {4 f21T3 Eromophenox :

| sul ?ﬁ&th@kﬁpxuénbgyzwiﬁm ;m}@i@@i@m Cardidd neéthyyl
ester] 1HNWR, 7.66 , 50-7.25 (m Iﬂ

7. 25- fe®Rer i IQH}MR7 @37%d(d2H)2H>6 90 426 - 88H) (mp, BEH)
(d, 2H 0 98 (m 17, t
Oy 2thoal 8. (0mtt) 5, 9008 6 PRl 1 aPhD 4,350 sl e
VB: 568. V0 2804BHL09832PET] EPZO@A/ZI@)B:%SO

95 (28)—3-(4—Benzyloxyphényl)—2—{4—[2—(3—methquuino

xalin—z—yloxy)ethoxy]benzoylamino}propionic acid
methyl ester; '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 (28)—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 (ZS)—3—(4—Benzyloxyphenyl);2—{4—[2—(quinolin—8—yl

oxy) ethoxy] -benzoylamino}propionic acid methyl

ester; MS: 577




62 107
(2S)-2-{4-[2-(4-Bromophenyl sul fanyl) et hoxy] benzoy
WO 200unoP838- cycl ohexyl propi oni ¢ aci d net hyl estRCT/EP2004/006330 -
IHNVR 7.74 (d, 2H), 7.43 (g1 2H), 7.28 (d, 2H),
6.87 (d, 2H), 6.39 (d, 1H),4.95-4.80 (m 1H), 4.17
(LLZH)' 3.76 (s, 3H), 3.28 (t, 2H, 1.90-1.50 (m

5H) -~ 1.50-1 20 {m—5H— 1. 20-0-85——3H M5 —521
9??)0, ?h é%f 1 330yt r BRREYI O3VRUSTEL) 22 Tt HbRy PR SR By

8 (25 -T2 i , an:
gzlpi;%ﬁ(ég;y; ggbhaﬁa%pfégﬂ%gyl@mm PBbPohic est eraeid

" H NV 1H), 7.30-7.20 (m
1H), meOhglestey;4¥F; 8939 (d, 1H), 4.95-4.80 (m

1. 17 (% 2L 2 00 [ o LN a2~ 7 oL oo
T T S R e HER T B
1. 20- 0¢85a 681 - 8H)1 oxdPet AdRy 108n£@P) amBno }propionic
(4- Benzyl_oxyphenil) -2- {4- [2-_(2-met hoxyphen
oxy) et BEx(] mpEhYdyEaRPES ¥BF 0P? dni c aci d net hyl

+

ter ST MR 75 L0 { Yoot 857730 Z Tre
150 (Care ey SoRTYeTIT o7y 46 T8g e () "oy o
2. 28 Ethg.r(Dﬁap%wlalénA‘g-(d, 1H), 5.10-5.00 (m 3H),
3 20. $vioxpraRky Panoekbanigotpepigntd, dtla mechyl
(2- N bgazyh-amyaoetBexy) benzoyl am no] - 3-
(4- benzyl oxyphenyl)prop ionic acid nethyl ester:

102+ NJR257 ~88 (4d BepHy LoxyphenyBd-2m{ 41 dRy (aringlipg7-vl

2 (e e sengbyafni Ablprpl@adelladil, Yhbeny

2H) 3.|@GtEk,; #d): Fwe conpounds of formula (laa) y

(lab) ishown in Table 14 were synthesi :
¥R hods 28) 0B -G 4 -BearyiLegyPReRY 1) ﬁ?éﬁ fedrat @%—RB? 1Br2-
(Xl b) yloxy) ethoxy] -benzoylamino}propionic acid methyl

ester; MS: 577

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

methyl ester; MS: 606

105 (ZS)—3—(4—Benzy16xyphenyl)—2—{4—[2—(1—methyl—1H>i
midazol-2-
ylsulfanyl)ethoxy]benzoylamiﬁo}propionic acid;
MS: 532

106 (25)—3—(4-Benzyloxyphenyl)—2—{4—[2—(2—f1uoropheny
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 (d, 2H), 6.90 (d,
oH), 6.86 (d, 2H), 6.45 (d, 1H), 5.08-6.98 (m,
3H), 4.17 (t, 2H), 3.76 (s, 3H), 3.28 (t, 2H),
3.25-3.10 (m, 2H); MS: 560




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

111 ((4-Benzyl oxybenzyl)-{4-[ 2- (3-net hyl qui noxal i n- 2-
wQ@bkag)mshoxy] benzoyl }am no) acetic acid et hyl PEBFEPR20)4/006330

1HNWR 7.94 (d, 1H), 7.80 (d,gdH), 7.63-7.52 (m

4H), 7.46-7.31 (m 6H), 7.14 (d, -1H), 7.00-6.96 (m

4H), 5.07 (s, 2H), 4.86 (t, 2H), 4.73-4.62 (m .2H)

Gy 47305448 —(m 24311389 (m 2H)
2% (4§25 2128211 - Bapyorionibej I Tanyl) ethoxj bénzoy
(4'BeniYhﬁiﬁ@?eﬁyb?cighéﬁylb@QpiéﬁﬂgtEﬁﬁﬁWﬁ%ﬁﬁyl ester;

al i n- 21yl oxy) et hoxy] benzoyl'am no} propi oni € aci

met hyl | €&6t38¢R: ' HMVR(d 7. 2H) ( dd,431Hjd, ZHBL 'gdzsll-d,szH),
7.60-7]52,0m, 2H),..7. 43-7.25 {m . 8H)" 7.13 , 1

7. 04 (j,é‘gio,(dé. 9%H)(ﬁ,§2vz—|?, ‘&('571 o fH)"f}"‘*sggs-%‘!'osiH)'
(m 3I-P4.11787(g%_6 21;0644?4'86gt(sﬂ|)331{),3- 3.8, BE). 2m),
3.28-3{14 ., 2. S, :

13- ((3- s%n%{)msx%er{f‘yl )2EH)3- [@a%&?%e%@\yl(@ui gﬁﬁéaLi :|h-20-0.85
| oxy) ethox e I 1 no) propionic acid ethy

gste%/? 'lllﬁﬁj\l?\//ﬂﬁp Qﬁg}; %%ﬂ] 1H), 7.79 (d, 1H), 7.64-7.52
Lo 2H) (29) 43-QCy@bolexyBH) ; { - I3~ 62 At foxyHdny bsWhfany

(2|S:|) ’42;} ]7)2&2&%%1;?1 n’?g%%ﬁiffél’g%é kgﬁ%&]ﬁnﬁ? 221l (Metnyl
((3- Befayteoxybehewing { 4-1 24 3- (@t hydmguj noxadd n-2a,  1m),

yl oxy) et hoxy] benzoyl }am no)acetic acid ethyl ester’;

1H NI\/RL7'73.’@‘4 (30 App, HBO (001683 7(me1-#HPY Gn3o (4,

10H), By97- 6,82-(m o5H) o 5. 08\ (S, <2H) 1. 4. 86, (.. 2H) ,

P '(m4'§l§|) @‘2544(“& , 91"8‘)2H) 34'&.%30(-“. 12@ n 32%?? (s,
4.12-3|89) (nB.2H), (L. 63H) (s3.38) (£,1.28) (Mm1.3d-1.50 (m,
5H) , 1.50-1.20 (m, 5H), 1.20-0.85 (m, 3H) ;

MS: 472

109 (28)—3—(4-Benzyloxyphenyl)—2~{4-[2—(2—methoxyphen
oxy) ethoxy] -benzoylamino}propionic acid methyl
ester; 'H-NMR: 7.70 (d, 2H), 7.48-7.30 (m, 4H),
7.20 (t, 1H), 7.04 (4, 2H), 6.97 (4, 2H), 6.90
(d, 2H), 6.60-6.50 (m, 4H), 6.48 (d, 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), A7.41—7.30 (m, 10H), 7.05
(d, 2H), 6.96 (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 64 115
3- ((3-Benzyl oxybenzyl ) -{4-[ 2- (3- met hyl qui noxal i n- 2
W0 Yioasnypes hoxy] benzoyl } am no) prop ionic aci d BCTIEP2004/006330

ester;

(m 2H),

(s,

g

2H),

5 >
E?rlng 3I(—|)m 136

1H NMR  7.94  (d, 1H), 7.64-7.52
(m 5H), 5.07
4.43 (t, 2H),

5H),

1H), %30 (d,
7.45-7.24 (m 8H), 6.97-6.78
4.86 (t, 2H), 4.62 (br s, 2H),
3.67 (m 2H), 2.75-2.64 (s,

((3-Benzyl oxybenzyl ) -{3-[2-(3- met hyl qui noxal i n- 2-

l oxy)ethoxyl benzoyl }ami no)acetic acid ethyl ester;

B NMVR| 7. 94 (d, 1H), 7.81 (d, 1H), 7.65-7. 50 (m

.-\’ 7 m_:/ o= (. nhn 7 1‘2 r\—. ort {:f‘ l:“ ruu e

SEE 4l BB RSe Lo Bgna I Sl s (S e iy Tauimpika gy 2-

(m ijlébcﬁﬂeiﬂld@]lﬁéﬁz@i)}aﬁlﬂcﬂ)a?c@ﬁdm %4did 2. 63ethyl

(s, 3 1. 32-

(2S)-3} ?%tﬁonoﬁﬁéﬂ%s) 27;2214[21@3 méHhy| qa‘ Béxal (Cf” 1H) ,

'-2-ylow)@§hpxy§b RZOoyha n Joe 'C th

ester;| 1H NVR 7. 84 (d I—I)()j}gl"fO I? }};E )ﬁ (@

2H) , 7180 7. 8200r6 . 2I6I) (rf'x'h 4@H() d, 521-(1)7 (8, 022}@ ,984(8}6 (t,

4"'), 6 (d , 06 m 1 ]

(t, 2}—? ‘97]’?)‘ g (,4,3 %Iéﬁ)(éd‘l Hgé,gzﬁ (o 507018

1H), 2| 64, (2&1) 3H. :Ilﬂf83.(82§3)(m3 2KY4- B2 uor ophemt) | -2:4é- (m,

[ 2- (3tnethyl qui noxal i

n-2-yl et hoxy] benzoyl am no} propi oni c aC| d mat hyI

er’; NVR -5 £ o ient 18 2 s -

SB L R0 oF manahoxyienyTd e td g3 ety Gaox

1H), 5/08q+8- W}@XY)ZE’CBBDW] be’a‘ﬂ)qylaﬁuﬁlbb}@r,oﬁld%uﬁsg acid

(s, 3H ( 1 :

mzooﬂ%%?%@ﬁEp é’P(‘PGoés ¢ (dd,” 1H), 7.81 (d, 1H),
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—Benzyloxyben2y1) -{3-[2- (3-methylquinoxalin-2
-yloxy) ethoxyl 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-methylquinoxalin-2-
yloxy) ethoxy] benzoyl }amino) acetic acid ethyl
ester; 'H-NMR: 7.94 (d, 1H), 7.80 (4, 1H),
7.61-7.29 (m, 10H), 6.97-6.82 (m, B5H), 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)




65 119 (2S) -3-Cycl ohexyl-2-{4- [2-
( 3- et hyl qui noxal i n- 2-
wQ@ ke )@shoxy] benzoyl am no} propi oni ¢ aci d net hpeT/EP2004/006330
ester; 1HNWR 7.94 (d, 1H), g481-7.77 (m 3H),
7.64-7.51 (m 2H), 7.02 (d, 2H), 6.44 (d, 1H),
490483(m3|—|) 4.47 (t, 2H), 3.76 (s, 3H), 2.64
(s,—3H) 00-0.95 (m 13H) 120
1(1?5) ﬁq%ﬁoﬁ@;ewlgxybep@f%é hEt RST fRiTRORAY T ubroxalin-2
yl oxy) e
-~ e.\r/ &E@%@Eg&gg ?ahaegg%ﬁpnbﬂ?f@p%h,ﬂcweaaya sthyl
(M 2epre?; 46 HsNMRH) , 77936 (d, 2HH) 7. 12§ m) 1H) ,

?5?43£§ 6335 ? 98%30 gﬁi(g]og 5 ?2%47{? %@1 6399%6.78

{ Thi ophan- 3yl 'TBSTIW (s, 2H), 4.86 (t, 4.62 (br s,
{3-[24(t Ri ophen -yl sul fanyl ) et hox benzoyl m no}
acet i ¢2H¢i d ‘he%?n I(test%ﬁl) 1R QIQ'R‘* 40 “17' ? 2

;H)ZS 183,818 % o 5shy T %g% ? 3 1o (3m05

%131 2Hz]((B gsnzgi&xyﬁénﬁyl)ﬁ{B T2- (3-methylquinoxalin-2-

i ophen- t hi ophen- 2-yl 'sul fanyl ) et hax

ge%oy w}lgwh@}' é‘ﬁ/‘]??eélép rir}éfnﬁ plagesic Hﬂ g I etny
. 25~7.Q5 (@, 2Hu) 7.0 90 m ,
2H), 6. %% , 4%17 (tg?" 40%)35?11;1 (d( 1)
3.14 (0. 63HY- SIOS (m34 2H)3 ('28}3 -3-2% 4-(Benz§ bxyﬁhéﬁyﬁ) 80

-2-{3- (3: et h 0

- 2H qui (%‘0xal -"1- y%l)g%hoﬁ%] benzgyl am no? prop? onl(m’ 2H) .
acid mat, rgy)l_4egt3er(m1\/52}ﬁ92 4124-4.30 (m, 2H), 4.24-4.15
(2S) - 3- ((4-Benzyl oxybenzy % {3-[2-(3-nmet hyl - 2- ox0-

2H gw i Hevseal i3H)1- vl ?eﬂ-ﬁo%y? enz‘S‘yI } &no) pf ot oniter  3H)
acid n er; 606 WO 2004/110983

o) engoasy doassgm o)

117 (28)-3-(4- Bromophenyl) -2-{4-[2- (3-methylquinoxalin

N

—2—yloxy)ethoxy]benzoylamino}propionic acid methyl
ester; 1H-NMR: 7.94 (dd, 1H), 7.81 (d,— iH), 7.72
(4, 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 (t, 2H), 4.47 (t, 2H), 3.77 (é, 3H), 3.26
(dd, 1H), 3.17 (dd4, 1H), 2.64 (s, 3H)

118 (28) -3- (4-Fluorophenyl) -2-{4- [2- (3-methylguinoxali
n—2—yloxy)ethoxy]benzoylamino}propionic acid
methyl ester; 'H-NMR: 7.92 (4, 1H), 7.80 (4, 1H),
7.72 (4, 2H), 7.65—'.7.52 (m, 2H), 7.11-6.94 (m,
6H), 6.51 (d, 1H), 5.06 (m, 1H), 4.88 (t, 2H) ,
4.47 (t, 2H), 3.77 (s, 3H), 3.27 (dd, 1H), 3.18
(dd, 1H), 2.64 (s, 3H)




66 The conpounds of fornmula (la) shown in Table 16

were synthesized according to nethods N or P,
w@e@nti109g3 f rom conpounds of fornula (Ib) METHEDI/EP2004006330

a solution of 1 eq of the conpgynd of formula (1b),

1.3 eq of HOBT and 1.3 eq of EDC in tetrahydrofurane,

the solution bei ng O 2 Min the corrpound of formul a

[ QN cea_of

\ I 4

c&gespé%g na SV‘E@JH@?{{M&% {‘édé%dm'lfﬁ%tlﬁé%‘&‘ﬁ%%xalm 2~
m xt ur eyvesypéthbRy) BEnk ﬂaﬁfﬂ@ or a

then wat er 1z;nd Ldi cg? or% hane mgéﬁéﬁa%(g%hé Tﬁa]c'a"Lta Hgthyl
or gani ¢SPE§ET V\HSNMBpar"é{%ﬂd (énd JtH?e agublis7. ayer (mas3H) ,
extracted:-pnse th di or gani c

| ayers @e?g 90%#0| ngi ver ahh;/5 dusgsﬁﬁl il 1H),
sulfate4.anek {88t e(med 3H5Fhe 4sawvent, V\/@tH)ch sgivbed pffagm),

under duced pressure. NMETHOD of the corrpound
of for 1% é‘f ?%) HEL of s30T UetP | H“'thje3q)correspond| ng

Qb@OhO .d |||
sol.uti Dn V\/’;Ss s%i|(?];<ghgé}({)€ierﬂf§ﬂ a roomf ﬂ%lera allj]i‘len

and t@%YWWOW%MyléM®]fﬁrcmldMCefic:l.d methyl
pressure WO 2004/ 110983 PCT/ EP2004/ 006330 67 TABLE
15 Ex. | 99%°{2S) -3- (4-Benzyl oxyphenyl) -2 - {4- [2-

(3- met PYH-gmiRI0X7 . 93 (d, 1H} 7.80 (4, 1H), 7.64- shl (m,
am no} propi oni ¢ acid et

alin-2t Mx&et hox benzo
ester; 4%, 9 (leiH) 7-B®2(¢d, 2B, 77173 (fd, 1H),
2H), 7 547 4 30 5
A Aidﬁa (niH)ZF%&‘Z’H‘E E«i’ CHE ? ‘ihﬁrp 4tg3 280,
H
€

745 8&,(t31—£:)£,|—|)(2 643 A&, (t3H1) qu) (9o4~02295( Oom ,2H)31)
S i
{Thldphen 3- yImethyl— B

{3—[2-(thlophen—z—ylsulfanyl)ethoxy]benzoyl}amino}
acetic acid methyl ester; 'H-NMR: 7.40-7.25 (m,
4H) , 7.25-7.05 (m, 2H), 7.05-6.85 (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—z-yl{3~[2-(thiophen—z—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 (4, 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-oxo
-2H-quinoxalin-1-yl) ethoxy] benzoylamino }propionic

acid methyl ester; MS: 592.

124 (28) -3~ ((4-Benzyloxybenzyl) - {3- [2- (3-methyl-2-oxo-

2H-quinoxalin-1-yl)ethoxy]benzoyl}amino) propionic

acid methyl ester; MS: 606




126 (2S)-3-(4-Benzyl oxyphenyl)-2-{4-[2-(3-nethyl qui nox
al i n- 2-yl oxy) et hoxy] benzoyl am no} pr opi oni ¢ acid
wWo sopnopyd ester; Ms: 620 127 PCT/EP2004/006330

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

al i n- 2-yl oxy) et hoxy] benzoyl am no} propi oni ¢ aci d

propyl ester; MsS: 620 EXEMPLE (Ib): METHOD Q To. a
solution 0.1 Mof 1 eq of the_correspondi ng agi
TOR o SCHR RSt Pghyérogﬂ‘b’ﬁénee(gf’l?di 855% éﬂ agﬁg%ﬁs 16 were
SRIHdAReOf atcesta@hgt hecamaoredsi ar dest vat,i veraghdng £from
€q of sodium hydroxide was added. The resulting
cempownelswes formuda f(@P) 18h at room tenperature.

Then, HC1 1 N was added dropwi se wuntil pH acid was

reached, and the solution was extracted twice with

MafTimyD acet ate. The conbi ned organic |ayers were dried
over anhydrous sodi um sul fate

S S , andfil%ered. lhe(I 1.3 e
Tepay SR URESTIO Y 1880 OFf £h6n GorPPERtc 8 FPEl¥hfe (TRAg 1-3 S
&%%o&@t%@eﬁée%%%%ﬁc%iéé@ﬂa A£8FEPEne, the solution
chr omat ogr aphy. HOD R~ WO 2004/ 110983

HRGTGEP20R4M08830the8 Fompownstt el dformueld of (JR)id & ea ©of

f ar mul [l 1. of T ..and . ’
V&%@W@&S‘&F{ﬁ B e s gl géﬁg%?ﬁogéaﬁgﬁealcohél were
JRTEd t imge sebatt 06n ( BiZtilrien walde , staicimbdfat orouha temperature

(1)) was stirred during 2h at. roomtenperature. Th
%F  Leiouendol BEPoNAGET] Bt AL TP EARTIORE G tote added. The

a{ﬁ/iac.f | iy, ANd (2 o _easeg Sedgim hydr oxinde wagcaddedayer was
SO utl(}/h was stirr d—’l over ni ght at room )
damartasdirencd ehth HTichldromstlaaided Theopugseignipyers were

pH_' aci s, reached, d.the sol ytion Xt ragt

W _'t\lﬁlre’t | O%get &F yd%wéscsﬂ@%wsd%'?égﬁ?é %%gygfgsltered'
MRS &V EHE Q¥R di ATHMIHD 6T S deP Heldhried partsure.
filtered. The solvent was distilled off under reduced

METHOD P:

1 Eq of the compound of formula (Ib) was dissolved in the
corresponding alcohol, and 2 drops of H,80, conc. were added.
The solution was stirred over night at room temperature, and

the solvent was distilled off at reduced pressure. .



pressure, and the obtained residue was purified by

columm chr omat ography. The conpounds of fornula (IDb)

WG hawn1i9ss Tabl e 16 were synthesi zed accor di ngP@€DEP2004/006330
methods Q or R starting fromgznternediates. (Vib): WO
2004/ 110983 PCT/ EP2004/ 006330 69 TABLE 16 Ex. 128
"(2S) -3- (4-Benzyl oxyphenyl) -2-{4- [2-

215 | - 2- phe _ o _

nyl'oXazol - 4-yl ) et hoxy] benzoyl am no} propi oni ¢ aci d;
"HNVR 7.90-6.80 (m 18H), 5.00 (s, 2H), 4.45 (m
1H) 26 (m 2H) . 3.40 (m 2H) , 2.95 (m 2H ,

§X3§ (5, 3H) 129 R . )

R20) or Dot I o L B ool Tar (s U i gpaimox

(m 10“&llﬂ—@%l(@bcy)?éﬁho@?{ﬂ%ﬁibsyﬁhno%ﬁﬁﬁ(&hl@l‘b, acid
H

5.07(,1:%8? 4. 99 3.23-3
(m 2 ef] ester; 1H), 7.82 (d4d, 1H),

(28)-5'?&.4175%@,' O?ptphen;v'é A7 lss (Gl omirY' Tu8%% 30 (m,

hoxy) benzoyi am no| pr opi oni ¢ aci d;
(m  24}5H) A. 880B6m (BH) ,2H<)1 157 ((IQ 2&)) , 213. 986(89 4d),, 2H),

3.35-3] 14 2 3. 131 (2R)
(2-Di be%'z g{ﬁ'ng’g)h'ox\% n%w no}- & (f{ 21&), 4.47 (t,

1H i ndods)3; yh)ggop@nl QH?C' C.*s- 2d+ WR 2?1%72 5.d4 A)(sm 3H),
20H) ,| 4.80 02 ( p.
3.55-3| 32529(n{ rzn-bH) 2! 89 (t, 2H) 132 3-

%%%;::) P;gr?;%of P I{Zr?f 1coxa}§hd‘a;ﬁyﬁpﬁlﬁl\‘73:4€)7ltzg2@:(ﬁe }]é’ljls\ inox
7. 50- 7|allir{-n- yIL4j=by) eﬁ:lﬁ:ﬁcj]dae’lrﬁboyl&.nﬁ&c(}@grop&@nic 4.9%cia
(m 1H), .94 (s, 4H) , 7 3.38-3.16 (m

oH), 3% P(‘-’tOPYz'HeStf'i)zo M

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

alin-2-yloxy)ethoxyl 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 aqueous solution
of 1 eq of the aminoacidic derivative, and 2 eq of sodium.
hydroxide was added. The resulting mixture was stirred for
18h at room temperature. Then, HCL 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:



133 3-(4-Bronophenyl)-2-[4-(2-di benzyl am noet hoxy) benz
oylam no] prop ionic acid; 1HNWVR 7.62 (d, 2H),

wQ 2003470981 (m 12H), '7.04 (d, 2H), 6.85 (d, 1HCT/EB2084006330
(d, 2H), 4.86 (m 1H), 4.12 @ 2H), 3.98 (s, 4H)
3.36-3.13 (m 2H), 3.07 (t, 2H) WO 2004/110983.
PCT/ EP2004/ 006330 70 134

%a% %geny&_ %I 2- [4 i. nze/l7tarri et h@%}/g bf;{l]]z_i}pyeq of HOBT
aﬁd7% (3d ecfH)Jf @D@ﬁ (t?etﬂéiﬂ d%:ﬁﬁ:a{ﬁé clﬂ) dléaxaﬁe( twere added

H, 3.84°( H)344309(m 2H), 2.98 (t,
aﬁdBltpih@nyrpsmlgzung [FoY @t Homber 2y Pali ndet ﬁdféy)%‘é%éo;?f *formula

_ﬁ)r%n%lag% % Eké%a%u%%wﬁ I%)brﬂlit?xﬁ'ﬁ%rature Then, an

a@ﬂibub"')solﬁt@.&n( Tof 2LH)eq DOXKes, artti)gac 3l - @eﬁ;BVE@mve, and 2
3.03, (t

eﬂ%ﬁt%@@l‘mt Wéﬁ@ﬁ&fiﬁ? 21993.33%f heRB§1 SRS R0 KRS stirred

ox,gg;z%gg ngJ p&BBhont&ngﬁéthuﬂeﬁ NWRen,7- #616. BN (s added
3.96 (s, 4H),
d&o@)ﬁﬂ&eOZumml 4[@!}{ dcié (w:@,s 91.=§aq]3@d and the solution was

4 & g]mgggggonch tg %‘% ;1 benzgl g, nqg{%Sépﬁqq%% organic

l‘!ay%%s( Myekkd) | dr?.@d(tovgb) a%h%x(oﬁs Akodih 51s@1P8te, and
(M 4H) 139

Ry rRdomoieny | 9010qTE: ( 2035 bediS B 9bet Abky) BBAsT  reduced

WO] p%—‘?&l %‘PLEC ?”15{;912?%{" %‘M%%dage%efé Séu(:mfleagl'ﬂ)g column
{ironéHpgis |

3- Bi phenyl - 2 yI 2-[3-(2- d| benzyl am noet hoxy) benzoy 1
am no] propioni ¢ acid; "HNWR 7.50-6.88 (m 24H),

'1‘1’1e93 c@ﬁpoﬁ'ﬂ)ds 429 E@rm@ﬂ)a; 41153 (Sho#h), in3. 48b3e2016 were

synthes:.zed according to methods Q or R, starting £from

intermediates. (VIb) :



141 2-[4-(2-Di benzyl am noet hoxy) benzoyl am no] - 3- ( 3- phe
noxyphenyl ) propionic acid; 1HNVR 8.06-6.74 (m
wWQ2ddy/1109890 (m 1H), 4.10 (t, 2H), 3.89 (s, 2HCT/EB2086006330
(s, 2H 3.40-2.92 (m 4H) WOgy004/ 110983
PCT/ EP2004/ 006330 71 142
3-(5-Bronmo-| Hindol -3-yl)-2-[4-(2-di benzyl am noet h
X 2Ebenzoyl am no] propionic acid; "HNWR 7.81-7.20
136), 6.90 (d, 2H), 4.94 (m 1H), 4.17 (t, 2H),
3.97 (s, _4H), 3.58-3.31 (m 2H), 3.11 (t, 2H) 143
2-[3-(2-Di benzyl am noet hoxy) benzoyl am no] - 3- (3- phe
Emoxyphenyl ) propi onic acid; 1HNVR 7.44-6.88 (m

24H 4. 87 /m 1 H) 416 i 210 2-GA—f A
1§§3213?§§)(%](ﬁ%ﬁé&aﬁloxyéhénﬁiyiz—{it[29(5—ﬁ3thyl—2—phe

3 (5 BrouBebibbi 08001 fohbx i bantdyTudbnaypaoh hoelé acid;
oxy) benzoyl am no] pr opi oni ¢ aci d;

I\/R
(m 19H-NMR 967 (394450 am,gglwﬁ %003 ,2 gﬂﬂ 4(% (m,

4H) 145 (29)
E% fbenzylrgky)zglgdzoy[am n(o’ A '(42~95 (m, 2H),

-benz;hoggphgnykﬁpropl oni ¢ aci d H-NI\/R 7 45-7. 21
(m_14H) 7 13-7 07 (m 4H) 6-96-6—89

129 3t+)(28% Bs(édBemlzlnyOSYbenaO?gbaTﬁ%O 7%5'(43b%liz¥b‘axyphe
1H), \) éilégg 1Lk The cogpounds @i f or Aulex (1 )y, showm) ,

i n Tal re synt ﬁe3| zed according to met hods J
or K, |gtamtingifriem toORpouddsof(dorlla @-&5 W 2H),

2004/]10983 PCT/EP20 4/ 06330 L 41
{[4- (2% er‘?yl 5%1) 3 3)gbe%§gyl I- ?g gﬁénoxybenzﬂ)g
yl')am Re}acet bg- gcug (mH- Myl 7.66-6.88 (m 23H),

130 (25)—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)72—[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] propionic acid; 'H-NMR: 7.62 (4,
2H), 7.50-7.11 (m, 14H), 6.83 (d,1H), 6.76 (4,
2H), 4.91 (m, 1H), 4.10 (¢, 2H), 3.94 (s, 4H),
3.38-3.16 (m, 2H), 3.05 (t, 2H), 1.20 (s, 9H)

133 3—(4—Bromopheny1)—2-[4—(2—dibenzylaminoethoxy)benz
oylaminolpropionic acid; 'H-NMR: 7.62 (4, 2H),
7.43-7.24 (m, 12H), '7.04 (4, 2H), 6.85 (d,1H),
6.77 (4, 2H), 4.86 (m, 1H), 4.12 (¢, 2H), 3.98 (s,
4H), 3.36-3.13 (m, 2H), 3.07 (t, 2H)




4.81-4.68 (m 2H) , 4.57 (s, 4H , 4.40 (m 2H)
4.18-4.00 (m 2H), 3.63 (m 2H) 147 (2S) -3-

W@ 200Berwy3 oxyphenyl) -2- [4- (3-phenylal |yl oxyRCT/EP2004/006330
benzoyl am no] propi onic acid; 70+ NVR 7.66 (d, 2H),
7.40-6.84 (m 17H), 6.71 (d, 1H), 6.36 (dt, 1H), 4.98
(s 2|—|) 492(t 1H) 470(d 2|—|) 330308(m

Nyl avevynh

1(321‘ pp/ii\o%f}%ﬁ%ﬂ o% Yu%%e;%oy?‘ %%Ifﬁ%amiono%t%%x}é) benzoy
aﬁlﬁg]ﬁﬂo idhle Zcd4;6 7N '204'9 741'99(Iﬁ$ 21H) ,

?E"?pa?siiz%?ig;z%zz;;%*ﬁ;g%f?%% L
12; N!VF 4 E5§fi1ényllh-l}yl 32 4(1)43 (i@gﬂﬁgngi]‘)ar?ﬂmoétgégg) lgéﬁzoy
AL L
(t, 1H), 3.25-3.02 '(m 2 151 (29) - !

(g- Ber] ayBéxyHelnzyllchy) Herffoy| & nogﬂ)-.s %493 (s, 4H),
- benzyl o e i 0 d; HNW 7.61 (d,
Zzg:%,l I'BS%H);?E@ i gt 8- B EE 5556 4.97 (s, 2H),

1 (8- ( t{Mphéhll) 322%3 3(Q4d{e Mihoeth
2004/ 110983 SCT/ EPZSg]E‘:/ 03%330 73,152 i-2 Shew oeEhoRY

(4- Ber)d peogyphamynp pxope@nbﬁenéﬁﬁyhloxyﬁeﬁ%y 7.45-6.82

(m 1 R 5 O ¥ g ¢ Gl 2Rl (o (e

1H), S48 43936€B]OSFDm,44H9 (%, 162K$, 3H26 3.07 (m
4H) 183 (7Q\ -2- (A- Benzv!l oxvnhany

@8t phddyiBr 858RgpEeTat) oyr i e B bbraH ahiapatEoxy) bens
HNNFoy?Laﬁﬁn(ﬂipr%H)_Lonlc acid; 'H-NMR: 7.52-6.85 (m,

19H), 4.98 (m, 1H), 4.20 (t, 2H), 3.99 (s, 4H),
3.51-3.03 (m, 4H)

J

139 3- (3-Bromophenyl) -2- [3~- (2-dibenzylaminoethoxy)benz
oylaminol propionic 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-yl-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)benzoylamino] -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)




7.39-7.18 (m 10H), 7.10 (d,. 2H), 6.89-6.86 (m 4H)
, 5.0.0 (s, 2H) 4.94 (t, 1H) , 4.97 (t, 2H) ,

wW@2®048988 (m 2H), 2.80 (t, 2H), 2.10 (m 2H) PABEP2004/006330
{(4-Benzyl oxybenzyl)-[ 4- (2-diblenzyl am noet hoxy) ben
zoyl ] am no}acetic acid; 1HNWVR 7.31-6.40 (m 23H),
4.90450(m 4H) 390360(m 8H) 274 (m 2H)

5. 04- 5o %)Eﬁz@?amﬂnaﬁp%}_ﬁﬁoﬁm a&l)l 113~mm3 2081m7 20
b Di benzyl am noet hoxy) Peniﬁé
(3- phe Kﬂ@xyﬂéﬁ{i v6) 2% e acttl ¢ 4cPd; 4.17 (t,

7. 58-(2/§§3 (1 923k, 4ff) 79335413 (A - EPHaup; 32: §117t(FQH)

1{4|[3§3 (22 Dlj[be mzybﬁhengﬂhmimc)xbenzmy] @ex(zlo;nl(mnmcyll_ybeh—zw -phe
yl ) am|no}acetic_aci IH.NVR 7,61 m_ 23

4. 80- 3nox¥YPhenybiprogienie myidy 15%1\%58 7.24% .38 (m,
{(4-tephgBut vl Renzyh) - b &) (72 4d|1l@3eng1yl apunoetsheuy) be, 4H),
nzoyl ] am no}aceti c aci d; .92 (m. 18H),

4. 78- :33384(m032lét}1, iHBS 1. 20 (m 9H) 159 { [ 3-

T Ao na s BaRRe T LA T T2 2 s P S B i Faoeth
5. 03-4099)banzayﬁam&naﬁpaoﬁﬁoﬁm 225 ; WO 200" 1709837 .20
PCT/ EP2004/ 006330 74 160

(2S) - ;((ﬂ4 Byl okypher) - B 4- £223 3-[Fet A i Aox2 3 - 24
alin-2 %I ogg et hoxy] benzoyl am no} propi oni ¢ aci d;

1H-NI\/R: .99-6.86 (m 17H), 6.57 (d._1H), 4.99 (m

13) , 4.(88) (- [2H) 3 -BeddylbxyRehzyBo89) Benz2oyhamine] ;13- (4

2.63 161 S) -3- (4-Benz ype

o (4 bePaNRBRURbERY A HERYLOBER, Byt oy IVBs1 %mi*g 7.21
aci d; | (m,148), 7.13-7.07 (m, 4H), 7.01 1H) ,
6.96-6.89 (m, 3H), 6.58 (d, 1H), 5.06-4.99 (m,
74), 3.31 (dd, 1H), 3.21 (dd, 1H)

b

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

compounds of formula (Ia):



"HNWR 7.62 (d, 2H), 7.33-6.79 (m 15H), 4.95 (s,
2H), 4.83 (t, 1H), 4.26 (s, 4H), 3.25-3.02 (m 2H) 162
w@2qog31Benzyl oxybenzyl ) - [ 4- (2- di benzyl am noet hBXE/EPR2004/006330
enzoyl ] am no} propi oni ¢ aci d; : 629 163
3-{(3-Benzyl oxybenzyl ) -[ 3- (2-di benzyl ani noet hoxy) b
enzoyl ] am no}propionic acid; 1HNWR 7.52-7.16 (m
I—% 05-6.62 (m 6H), 5.03 (s, 2H), 4.75-4.51 (m
(E4167-3.85 (m 2H), 3.75-3.66 (m 6H), 3.14-2.83
(m 2H), 2.78-2.33 (m 2H 164
3-{(4-Benzyl oxybenzyl)-[3-(2-di benzyl am noet hoxy)h

Exnzoyl || am no} propi oni c acid; 1H NWR 7 38- 7 15 (m
17H) 7 06-6.71

Hﬁ; 2H {[44' @ I?;I-Igizln;(}f}‘an@%oet@%y )§>e515d(y,}]] 6('30 phenoxybenz
2. 95- szflélagenzc?‘&ce@lédfa@léo Gnnat) %686- 6.8 (m, 23H),

2-14-( |"am noet hoxy) benzoyl ami no] - 3- (1- e

hyl -1 H4 mm4$g/| )(pr,op'afb)m c4abid; S_bH- KR, 4. 40- 7(m47 2H) ,
(m 3H 38-7. 2 7, 09: 6..83 (m5H),6.53
(d, 2H*; 1y %@%nflqﬁ%m g§3.3 75 3.39 (m

oHy, 2| @2?6')(113 MBéxﬁi(}/loxyphenyl) 2 [4- (3 phenylallyloxy)
3-(5-Benzyl oxy- | H 3-yl) [4 (:2-

di benzjRens Dy 3l or SpitBRiic Hdd; (& 2H),
1H NWVR 7. A9 (M 7 6380- G372
(o 466‘0%84L (&1 117%2")9657% gd’ﬂ §1':ﬂ); 66 (3%, (Qiﬁ) 1H) ,
4.46 (4.9, (§ 682Hm 6Kl 923. 26, (mlH)2|—|) 4 2076 (d 2H),

2H) W0 2004/110983 PCT/ EP2004/ 006330 - - - 75 167 3-

(5- Bengyi tky? 1 ¥ i Hbol 2 Lyl) -2- [3- (2-

L genzy REAA0] -PI -Opd O -Gl dkiybenzylox
%blfl-gNl\/R tz;§)]27705(m 15H), 612911.7?685(g1£p , Y

6. 72- 6| PoemzoyHymimoRprepaonty  arigly (JH-NMR: 7.43 (d,

(d, 1H,u3 67 6N 28, 3.56268), 4093 &2, (Bl), 4.94 (s,
oH), 4.84 (t, 1H), 3.25-3.02 (m, 2H)

149 (25) -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)benzoylaminol propionic acid; H-NMR: 7.61 (d,
2H), 7.36-6.77 (m, 20H), 4.97 (s, 2H), 4.91 (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,
oH), 4.91 (s, 2H), 4.77 (m, 1H), 3.25-3.04 (m, 2H)




2H), 2.66 (m 2H) 168

{(4-Benzyl oxybenzyl ) -{4-[ 2- (3- net hyl qui noxal i n- 2-
wQ@bkag)®shoxy] benzoyl }am no}acetic acid; 1H NMT/EF2084006330
(d, 1H), 7.74 (d, 1H), 7. 60- 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) 169 (2S) -3- (4-Benzyloxyphenyl) -2-/3.
1b2- (2(25) -3- (4-Benzyloxyphenyl) - ~3- (4-phenethyloxybenzoy

dinett hen et hox ]ben [ am d;
'H-NI\/F 991%8 ﬁ%xgH) é&;&m GI%W§DI@IC (&gl 5527 -
gdi7lzwli5(672g Q&1gn%%§H% 74.135- 41322H6n]<2}92 6.86 (m,
(s, 6p$H170% 4;ﬁkd, 1H( a9 .1FQ4. mfddH)Aﬁ4 5 3%,
3-{(3-?§?zy50 bgnéylkm{44ﬁf (3- met hyl qui noxal i n- 2

-yl oxy)e hoxy enzoyl Yam nolpropionic acid; M. 592

1681 { 32@¢n3yKaxgbazyybepneﬁgl(32ﬂé@hy3qghﬁ@XbPrQPQXY)b
onxy)ethox ] benz

1 (S VA RarouloBana) PFOPRoTSE ( 2ot ny g Roxal e 2 (47 28

yl oxy) et Baxy] henzgy| }@Ukpo}a;cqtd C(@gci dn) V5.6 5§8-6 198 (m,
3-{(3-{Bénzyl oxybenzyl )-{3-[2- (3- nethquU|noxaI|n 2
-yIoxyﬂé@ho%@%ﬁbnieyl}Qﬁﬁlno¥p?ép|§n|cl%b4d4 98 (Bgp2H),

é;fg{(§15§}§yégxyb§2. LN R P v
%%? ék{314@%?Z?E?xgﬁegﬁyﬁ$4[%EM?b?lﬁénzylaﬁ&mpetﬁoﬁﬁ)ben

Q)

004/ 1 EoyE3 SETAesFhossis o | 1 31-6.40  (m,
3-{(3- %%@ﬁyl OXYRENZW o - [4: (@Hbenéyl9@xmb%rmzytr@)<y)sh¢, 2.74
nzoyl Jlam nd }propioni c acid; MR 7.46-7.25 (m

13H) ,| (m,0@H.78 (m 9H) , 3 07 (s 4H) , 5. 04 (s,
155 {(3—Benzyloxybenzyl)—[3—(2—dibenzylaminoethoxy)ben

zoyl]lamino}acetic acid; ‘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)amino}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
nzoyllamino}acetic acid; 7.65-6.92 (m, 18H),
4.78-3.38 (m, 12H), 1.35-1.20 (m, 9H)

159 {[3—(2-Dibenzy1aminoethoxy)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)




2H), 4.62 (br s, 2H), 3.66 (m 2H), 2.73 (m 2H) 176
3-{(4-Benzyl oxybenzyl) [ 4- (3-benzyl oxybenzyl oxy) be
wozaylij@sd no }propionic acid; 1H NI\/R 7. 46- 7. 20CT/RP2004/006330

é35|)4 (7 1%H)6 93 (m 9H), 5. 0774(5 5.06 (s, 2H,,
; S, , 4.59 (br s, 2H), 3. 66 m 2H), 2.70
2H) 177 ( " (m

{(4-Benzyl oaxybhenzyl )-[3- (3- henzyl oxybenzyl oxy)benz

A AR~

160 | alli(86) adet(tcBasryoxMPRERY LT - 421 4~ 28 (ArMeghylquinox

7.11-6,
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{(3- Behayﬂmxyb'enzy’r% [33 (fﬂ bﬂiﬁﬂj/l,oﬁybénzsil,oiﬁ)be&z% (m,

> or- 4360 (- oy (5. 0Bl oF -G By K170 % 855 (1R

2H) . 4547~ 3F8@3( 2@3{)179

3-{(3-|BenZyl oxybenzyl) - [ 3- (3- benzyl oxybenzyl oxy) be
Tezoy | | dmﬂ)e}Bpr(apiBemzyl@my@heliNwR“{Zl 48-1323 (m
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5ny " Abramepbanon) stytowy peRgbRhapitho) BrdBigndd (Feia;

gglné:hnllﬁlgllzgg‘$)6231d(4zﬁ¢nzwl axyphepyl(n,- 2583- 4295 (s,
- X

al i n- 22§7ﬂ)oxyl) §t3hd>ty] B@ﬁzo;‘ll aki r‘é}lpflgbvoﬁl 2538142 (Fys; 2H)

L7Q. .14

T C Z9y
]?%éénzyl ozy(ger%a?;’lzy?am ng]“%ﬁb;r é[%l é%%glggﬁgylﬁg}nzsghi}scg)b
3-{(4- Beﬂzbyll(}&ytﬁamz}plrbp[l&{ﬁ&- laenﬁyl MSybéﬂ@yl oxy) be

n7nv|1nn1nn lnronionic-aci

ey 13 e TSR 106,13 08 Pt PesEy Lo PEa L oRE) b

(m 2H A
S00as 1EBERY pat e s R ke 2R, iR M1 (m,
(4- BenZyMtxy benaA ®©x63  benz6y) anmind)3 - 8s, (2H) , 4.75-4.51

(m, 2H), 4.07-3.85 (m, 2H), 3.75-3.66 (m, 6H) ,

3.14-2.83 (m, 2H), 2.78-2.33 (m, 2H)

164 3-{ (4-Benzyloxybenzyl) - [3- (2-dibenzylaminoethoxy)b
enzoyl] amino}propionic acid; Ig-NMR: 7.38-7.15 (m,
174), 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-Dibenzylaminoethoxy)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 (d, 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)benzoylamino] propionic acid;
4-NMR: 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 (4, 1H), 3.68 (m, 6H), 3.26 (m,
2H), 2.76 (m, 2H)




- benzyl oxyphenyl ) propionic acid; "HNVR 7.68 (d,
2H), 7.44-7.30 (m 12H), 7.10 (d, 2H), 7.00-6.90 (m
W@ k)o4/1609890 (d, 2H), 5.08 (s, 2H), 5.02 (s, 4H)PCT/EPBB4/006330 ~ -~ ~ -
(t, 1H), 3.27 (dd, 1H, 3.17 d, 1H) 184 (2S) -3-
(4- Benzyl oxyphenyl ) -2- [4- (bi'phenyl-2-ylnmeth oxy)
benz oyl am no] prop ionic acid; '"HNVR 7.64-7.55
{m—3H) 7. 42-7 33 (m_ 13H) 7 10 (d, 2H), 6 .89-6.84
1o 4H3- &-GEney Loy LHs igrqls 3 oM -2-43982¢t . 1H),
3.26 (|gd, 17 : - - . o
(4- Ben?}lboxy éﬁ?ﬁhgf%%%gé?ﬁ)eﬁjzg)gﬁl%%?}l%ﬁrfbﬁonlc acid;
benzyl |G¥y¥MBay| ¥ p2op7 006 ¢ @c,i di5HH, NVR. 97-4685. 16a, (mH) ,
15H), |7 -7.07 (m 3 6.97 (d,, 2H), 6.57 (d,  2H),
5. 05- 4.69%(&-%% (g, g%r)('dd‘,l'ﬁé-l) (mg 18H) (g4 - 68H) (dgp 1H)
(25)'-%—.4(34-(@%11)9)(%'%@”3/@, 221) [3.56 (s, aH), 3.20 (m,

(3-phenyl al | yl oxy benzoyl am no] propi oni ¢ aci d;
1H NVR2H) ,42-.$618m,m2H)13H), 7.10-7.04 (m 3H) , 6.85

1685 4 (g4 Pehay]grybengyl) 344 -1py (33ehyyquinpralinig-
(dd, 1iok§T ethBky] PenkbyBenrinojvebenyl ) adidl3- H-NMR:

(bi phenyl -4-yl neth oxy) benzoyl am no] propioni c
aci d; TSR 58 6. 7 T4 mfdp2ff) , 4 9P «(%.22H(m, 10H),

4.86 (s, ggH) E;d 4. ( 9&%‘%:2_&%; 2(?1334919) (ms 2 188 om),

(2S) -[3- (4-Behzyl oxypheny

( 3- phedoBPbetizy| @X) ,y)bedgoy| BB o) prawp) pnidc 3ad¢i ¢, 2H),
1H NVR, 7.4Q-7.20 (m..11H) . 7.12-6,89 (m 11H), 6.55
(d; 1H)4,°z’45.90§-95.96‘0 %'5%-?83.(59 ?H . 1H), 3.20 (dd,
149 28945110983 CEYZURALIYE33P3 - (8- 189625 - 3-
(4- Berz(y%)x pﬁenyl)rJL ‘-YZ- Fg-@ @ghen??p{%pggﬁ b

enzoy || dFneshylppeoeky) athoxyl BeNrRylaninoyptepionic

13H), 1498 ; (i 3ilie . 7'7Q%3Qd/‘3!’301"')(m,6'9319),(d’7.2ﬂ)-’6.91- (m
7H), 6.58 (d, 1H), 5.07-5.00 (m, 3H), 4.35-4.32
(m, 2H), 4.17-4.14 (m, 2H), 3.30 (dd, 1H), 3.21
(dd, 1H), 2.32 (s, 6H)

I

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

171 { (3-Benzyloxybenzyl) - {4~ [2- (3-methylquinoxalin-2-
yloxy) ethoxylbenzoyl }amino}acetic acid; MS: 578

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

173 3—{(3—Bénzyloxybenzyl)—{3~[2—(3—methquuinoxalin—2
~-yloxy) ethoxylbenzoyl }amino}propionic acid; MS:
592

174 {(3—Benzyloxybenzyl)—[4~f3—benzyloxybenzyloxy)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)




4.98 (s, 2H), 4.92 (t, 1H), 3.96 (t, 2H), 3.25 (dd,
1H), 3.14 (dd, 1H), 2.78 (t, 2H), 2.08 (m 2H) 190
W@ 28)/11@83 [ 3- (4-Butyl benzyl oxy) benzoyl am no] PCT/EP2004/006330
-3-cycl oh exyl propioni ¢ aci GNB 438 191
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éS-BenﬁyH®?¥UBmﬂAa»@9bemzowmamlﬁﬂ@B (64 4H), 5.04 (s,
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enzoyl
3-{(4-
yl ] am
(2-D f

ylnetrylan1no)prop|on|c aC|d M5 573 198
3-{ (41 Rer0- B(ﬁ‘t:ylzﬁénzyl) [ 3-(2-di benzy! ami noet hoxy)
B any PRy L asTRe TS ( BoaiBeno FLe e ek Y Do

phenoxy

b@&ﬂaghanabemue aciidy; WS—NMEQ 2004-7.26 (m, 13H),
Br onobenzyl dlbenzylan1n etho benz
Holgr§pPéni acP % - 8H1% g ?' ¥.95-4.52

qgazybﬁm nqetl%aéy)e*ae%oybh
énzyl ) ani no} propi oni c aC|d NB: 615 WD

12004/ 1
(4- Ber

{038 BeREYERDRAEZ806330 - (39b202y{28ybeszyloxy) benz
PR L 5% L d 2 (MR 9902877 26 (m, 13m),
7.07-6.80 (m, O9H), 5.09-4.93 (m, 6H), 4.79-4.57
(m, 2H), 4.17-3.86 (m, 2H)

179

3-{(3-Benzyloxybenzyl) - [3- (3-benzyloxybenzyloxy) be
nzoyllamino}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) ethoxy]benzoylamino }propionic acid;

MS: 578

181

3-[ (4-Benzyloxybenzoyl) - (3-benzyloxybenzyl)aminolp

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)




yl oxy)

et hoxy] benzoyl am no} propi onic acid; Ms: 513 203
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(28) -3- (4-Benzyl oxyphenyl) -2-{4- [2- (quinolin-8
wQ@ ke )@shoxy] benzoyl am no} propi oni ¢ aci d; MS: PGBEBP2080#6330
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(dd, 1 206 (288 - 3- é4 Benzyl oxg/phenyll_% -2-{4= {
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ethq?%lbenéf Ian1ng%gyﬁplonleaﬁino?Igg%%gg§16508

nin€, aciuh, M5y . 4327209 (m, 13H), (@, 2H),
(4- Benzyloxyphenyl) 2-[4-(4 butylbenzyloxy)
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186

(25);3—(4—Benzyloxyphenyl)—2—[3—(3—pheny1ailyloxy)
'H-NMR :
(4,
2H) ,
1H),

benzoylamino]propionic acid;
13H), 7.
1H),
1H),

7.41-7.18 (m,
2H), 6.71 (4,
4.95-4.87 (m,
(dd, 1H)

7.10-7.04 (m,
6.38. (dt, 1H),
4.69 (dd, 1H),

3H), 6.85

4.98 (s,

3:25 (dd, 3.15

187

(25) -3- (4-Benzyloxyphenyl) -2- [3- (biphenyl-4-ylmeth
*H-NMR: 7.50-6.75
2H), 4.78

oxy)benzoylamino] propionic acid;
22H), 4.98 2H) ,

2H)

(m, (s, 4.86 (s, (m,

1H), 3.22-3.00 (m,

188

(25)—3—(4—Benzyloxyphenyl)—2—[34(3—phenoxybenzylox

y)benzoylamino]prépionic acid; 'H-NMR: 7.40-7.20
(m, 11H), 7.12-6.89 (m, 11H), 6.55 (d, 1H),
5.04-5.00 (m, 5H), 3.29 (dd, 1H), 3.20 (4d, 1H)




214 (2S)-2-[3-(3-Benzyl oxybenzyl oxy) benzoyl am no] - 3-cy
cl ohexyl propi onic acid; M. 488 215 (2S) -3-
W@ 200Benwyld oxyphenyl) -2- [3- (4-butyl benzyl oxyRCT/EP2004/006330
benzoyl am no] propi oni ¢ aci d; . 538 216
{(3-Benzyl oxybenzyl ) -[ 4- (4- butyl benzyl oxy) benzoyl ]
am no}acetic acid; Ms: 538 217

{{4-Bepzyl oxybenzyl )-[4- (4- but yl benzyl axy) benzoyl ]

L8P no} hFe) 3 ad B enay MWpIRB0 ) 7200 Xh3 TR LEB gy ) b
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| ] ami no%&?%pi?ﬁni @}éci d4- /e 852 é‘i)gr 3.96 2‘3: 2H), 3.25

3-{(4-Benzy! otybenzyly - (4 (418t Ybbepzylioxy)henzgy oo (-

| ] ami no} propi oni ¢ aci d; MS: 552 220 _

[3-(4- zyl oxybenzyl oxy) benzoyl am no] phenyl aceti c
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(4~ Benzyl oxyhenzyl oxy)henzoyl am no] _-3-cy :

1 bhexyias opi-ddi-Brasicphems) 488 {2232~ (3-methylquinoxalin

{ (3- Bgnayl @kg,g Yokad1 34 henzylaxy) benzoyl.], .

am no} acetyiqc c%; Ok%:[l é%o%%%l }5 oBl }llc aY::L]d, MS:

3-{(3-|B&izyl oxybenzyl)-[ 3- (4- butyl benzyl oxy) benzoy

Har-Roprepronicacid:—MS 552 225 . -

Y95) - 2- @) [ 34 R EROREERE A Pl 4~y PoXy) BERBYJPBANOXALL

nzoyl ami-no}13xph eRWLREIBLABLG 18R o ) MPopdbRié28icid; Ms:

[ 3-(3- Benz;lilll— o>}<d3?2enzyl 0oXxy) bengoyl am r}1 pﬁenyﬁaceattclzlc

aci d; [N80 468 227 (29) -2- [3- L

WAV N - Y 1 arbeaenav o Y baoanzaovl am nn n

o>y DET IWXROCHZY U OCLIZ 0 [CLLLIE T - Y

legr?yl prgéﬁzn?cﬁéci(g; BRRZY AR5 R s564F Y1 BeRgoY lamino] -3- (4

PCT/ ER2006m089633¢1) propionic acid; MS: 561

194 (25)—2-t4~(3—Benzyloxybenzyloxy)benzoylamino]—3—(4
-fluorophenyl) propionic acid; MS: 500

195 3—{[4—(2—Dibenzy1aminoethoxy)benzoyl]—(3—phenoxybe
nzyl)amino}propionic acid; MS: 615 '

196 3—{[4—(2-Dibenzylaminoethoxy)benzoyl](4—phenoXyben

_ zyl) amino}propionic acid; MS: 615

197 3—{[3—(2-Dibenzylaminoethoxy)benzoyl]naphthalen—z—
ylmethylamino}propionic acid; MS: 573

198 3—{(4—tert—Butylbenzyl)—[3—(2—dibenzy1aminoethoxy)
benzoyl]amino}propionic acid; MS: 579

199 3—{Bipheny1—4—y1methyl—[3—(z—dibenzylaminoethoxy)b
enzoyl] amino}propionic acid; MS: 599

200 3—{(4—Bromobenzyl)—[3—(2-dibenzy1aminoethoxy)benzo
yllamino}propionic acid; MS: 601

201 3-{[3- (2-Dibenzylaminoethoxy)benzoyl] - (3-
phenoxybenzyl) amino}propionic acid; MS: 615




81 228

{(3-Benzyl oxybenzyl ) -[ 3- (4- benzyl oxybenzyl oxy) benz

wo@yioaniosd} aceti ¢ acid; Ms: 588 229
3-{(3-Benzyl oxybenzyl ) -[ 3- (4-
nzoyl ] am no} propi oni ¢ aci d;
(4- Benzyl oxyphenyl)

| r\V\l\

PCT/EP2004/006330
zyl oxybenzyl oxy) be

602 230 (2S) - 3-

-2- {4- [2- (quinolin-2-
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{[ 4- (BJBéﬁEyKD%WEﬁﬂKde in}pdegniniexyabed; MS:
nyl ) am acetic acid; Ms: 574 236 (2S) -3-
4- Benzyl oxyphenyl) -2- [4- (2-pyridin-2-yl-
hoxy) betrz) NHIHABPIER T A2l h%
[4-y%4-But§E§ganyloxy)benzgéﬁgglng?4-§- né? chiadbn- éiyl
hexy| pr&fitesye %@leM@mEML 3- CTC:Ld) 'H-NMR:
4- Benzyl| yI ( 0 enzy
éenzoyﬁZ§$ﬁ§fg§£pl%hl 7 é% 7 g? @b gé? - 3L-46-7.25
(4- Benz(w omherwl% - @, [24g ;(ﬁskﬂ%gzmg%w(g@) g 297 (s,
b i oni c_aci - 3-
(32é2¥£§ﬂh p%ﬁp Eo_ LH} 4 4-25chfbr oBEHzy| 3x94-3-20 (m,
benzoybanyng]1grq@@pnug)a0|d M5 : 516 241 (2S) -3-

7v|nxvnhpnvl) [4- (3-chl orobenzyl oxy

3enzc
(4- Ber
) benzg

y(l2§r)n Aa]( ﬁr@@n@mloxa@hanyml 2516b242 (62Bpth§ibenzot
2-fl uoroben
y anlng “Q%S%QHFEh%§V&ge

| ox
#ongc acid;

REYiBg 1580

(4- Benmgl:osgphenyl ) -2- [4- (2- nethylbenzyloxy

207 (28) -3- (4-Benzyloxyphenyl) -2-{4-[2- (5,6, 7, 8-tetrah
ydronaphthalen-2-
yloxy)ethoxy]benzoylamino}propionic acid; MS: 566

208 (2S)—2—[4-(4—Butylbenzyloxy)bénzoylamino]—3—pheny1
propionic acid; MS: 432

209 (ZS)—3—(4—Benzyloxyphenyl)—2—[4—(4—butylbenzyloxY)
benzoylamino] propionic acid; MS: 538

210 (ZS)—2~[4—(4—Butylbenzyloxy)beﬁzoylamino]—3-cycloh
exylpropionic acid; MS: 438

211 (28) ~3-Cyclohexyl-2-{4-[2- (3~-methylquinoxalin-2-
yloxy) ethoxy] benzoylamino}propionic acid; MS: 478

212 (28) ~3-Cyclohexyl-2-{3-[2- (3-methylguinoxalin-2-
yloxy) ethoxy]benzoylamino}propionic acid; MS: 478

213 (2S)—2—[4—(3—Benzyloxybenzyloxy)benzoylamino]—3—cy

clohexylpropionic acid; MS: 488




) benzoyl am no] propi oni c acid; Ms: 496 WO 2004/ 110983
PCT/ EP2004/ 006330 82 244 (2S) -3- (4-Benzyl oxyphenyl)
WO 2004[12098% 3- net hyl benzyl oxy) benzoyl am no] pr opPGHER2004/006330
acid; Ms: 496 245 (2S) -3- (4pBenzyl oxyphenyl) -2-
[ 4- (3- trifluoronethyl benzyl oxy) benzoyl am no]
propionic acid; Ms: 550 246 (2S) - 3-
4 Renjxd nvvnhon\/l Y -2- [4- (2-

2H411 Uf ?oﬂer?hy Yek AR IS ReyIZA OS] benapiydangno] -3-cy

d, A nDbenzonxy)
gthOV|aﬁan ]'§75£§ﬁhﬁ: ex&fproglgngc acid.; Ms: 461
248 (29234~ @Hmdmmwmwm ~pa-[62- (@ebn@w%@&éﬂ%&y)

b | : 512 249
{ésf?é%%’an] 3%%5%&%%§F§8% £fY b@ﬁzyﬁéﬁenylcarb

yl) = y A '. :.' Y 5 B ‘
e (gEGzH) LA

(d, 2HPminG @@e(’cdc ﬂer);d éﬁso 5380 (m 5H) 4.41 (s

LN

7LE) 3 {o@ '%5&?'?9» 12?2%9’31‘?@&9@ ~J4r f4r ] DHFE{E:H?W&&PB@(MHZOY“
1) rrethw]n-oﬁ% Icama@q}aprommfe aci Go-FHMNR (n, g‘lm),
(d, 2H 6. 84 21H), 6. 4(d 1H)," " 5. 03-

(m 3H)6 A. sﬁd(s4H2H) 5 4)661<s(,s 2BH), 5 213|50(s(,s,,212)rt|)5 4.63
3.33-3 5 4- Benzyl ox en

3 {4_(13%29“,(%*),11_.3%)/(&0 32u4- Bengyoxyphe 3&.59

i benzqRiE)f,] azepi Mm- RH)-20.92 (t, 3H)

oxoet-Hoxyl-benzoyl aninolpropionic acid, 1HNVR 7 60

B 2np - {A338erzgd opPensy)) -448 14 (qutylbenzplogy] henzoy

2H), ﬁl@Qmﬁﬂo}éﬂbglénQé %c%é £§b 3y, 4.77 (d, 1H),
4. 46 (d
219 3-{ (4-Benzyloxybenzyl) - [4- (4~ -butylbenzyloxy)benzoy

llamino}propionic acid; MS: 552

220 [3-(4-Benzyloxybenzyloxy)benzoylamino] phenylacetic
acid; MS: 468

221 (25)—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~BenzyloXybenzyi)—[3—(4—buty1benzyloxy)benzoyl]

amino}acetic acid; MS: 538

224 3~{(3—Benzyloxybenzyl)—[3—(4—buty1benzyloxy)benzoy

l]amino}propionic acid; MS: 552

225 (2S)—2—{4—[2—(3—Methquuinoxalin—z—yloxy)ethoxy]be
nzoylamino}-3-phenylpropionic acid; MS: 472

226 [3—(3—Benzyloxybenzyloxy)benzoylamlno]phenylacetic
acid; MS: 468
227 (28) -2~ [3~ (3-Benzyloxybenzyloxy)benzoylamino] -3-ph

enylpropionic acid; MS: 482




2.89-2.74 (m 2H) WD 2004/ 110983 PCT/ EP2004/ 006330 83
252 (2S)-2-{4-[2-(Benzoyl benzyl am no) et hoxy] benzoyl am

woej04310043 benzyl oxyphenyl ) propi oni ¢ aci d; ' H NMI/EP2006806330
(d, 2H), 7.38-6.61 (m 22H), % 98 (m 3H), 4.69-3.63

(m 6H). 3.34-3.13 (m 2H) . 953 (25)-3-

(4- Benzyl oxypeenyl) -2- (4- {2 [ benzyl (pyridin

e- 3-carbonyl ) am nol et hoxy}benzaoyl am no) propi ani ¢

228 d; {mwwzslmybemy@hr [23§#-bengyl axgoepaylogy)benz

¢ 583 4 254 [{4- [2-
(Benzg V%énzy?g g giél @enzoy . (4!{ [
Zpenzy! gxﬂsngyéh)zwbﬁybaﬁ_gyw a8+ (4. Bbh BFoxy BedBy Boiy) be

(m 23H), 5,06 (s, 2H), 4,.89-3,61 10H) 255
[ (4- Be=ﬁ%9vé9<§f9éﬁ?;}p¥opas>{lzc[ BEZY | l§‘%y|r P‘BSH)ne 3-

R

I h Lyﬁ%x@)éﬁhbmy]b@HﬁoyZEﬁan}proplonlc acid; MS: 563
T |nr.

28thoxy | (BEhZ3Y I FaBeRGY: : 4-}37(ggsnolin-7-ylo
{ Thi of Q:?Zm%tlﬁ'o xb 3 pkdz Whﬂ@ﬂ%‘}’p%o%héﬁh&aa?éhhet n9xys63

] benzd nolacetic ac
339—[(Bdazynpﬁamwﬂbanbaﬁoyy)benhgxypmb9ﬁ1pyeaﬁiﬁ@$thc

i opher] - i ¢.acid; Ms,: 501 259
3- (4- B@‘ﬁ’iél' Q‘% é@%) 2-{3-[ (benzyl phenet hyl car bam
234 ) g t(a@;yh Qqné@wzg%&ggﬁéaywmzc [aci(d-buboiyPenzyloxy

7.41-1 :% 4.85-4.75 (m
)@emoaﬁam\nom)rop4om5C4azSd( SzH?54 3.60-3.35

% 0360171 Fo58Y TECTPEBaBOs BoRaagoT - (e-behayBieyphe

nyl)amino}acetic acid; MS: 574

[N

N

235 {[4- (3-Benzyloxybenzyloxy)benzoyl] - (3-benzyloxyphe

nyl)amino}acetic 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

)benzoylamino] propionic acid; MS: 516

241 (28) -3- (4-Benzyloxyphenyl) -2~ [4~- (3-chlorobenzyloxy

)benzoylamino] propionic acid; MS: 516

242 (28) -3- (4-Benzyloxyphenyl) -2- [4- (2-fluorobenzyloxy

) benzoylamino] propionic acid; MS: 500

243 (28) -3- (4-Benzyloxyphenyl) -2~ [4- (2-methylbenzyloxy

) benzoylamino] propionic acid; MS: 496




84 260

3- (4- Benzyl oxyphenyl .) - 2-{4-[ (phenyl pyri di n- 2-yl -
WO o yiolaet hoxy] - benzoyl am no} propi oni ¢ aci d; PC]]/EPNBROO6330
9.92 (d, 1H), 7.62-7.40 (m , 7.35 (d, ZFD
7.30-7.10 (m 7H), 7.12 (d, 1H), 6.97 (d, 2H) , 6.90
(2H) , 6.75 (d,. 2H) , 5.27 (s, 2H) , 4.89 (s 2H),
4.76 (t, 1H), 3.11 (dd, 1H), 3.01 (dd, 1H) 261
234( 4- éasy+axyghsayzquxyph@pzybf%hé&yKbhenylcarba

) R TP B e

gggag?gbgnethoxy] benzoylan1no}prop|on|c acid; Ms:

ﬁisg?zBéﬁﬁyréxﬂéhgﬁyzlexYﬂh?PY%)f?ué?bﬁ%enyl)th|op
her?| YeTRL I bagp g ey hbasepyL sk o ronyeric

[2- (3anethyMs2- 6%0 -ZFLqU|noxaI|n 1 yI)ethoxy]

henzoyl a ol nr.oniapnic

%%ﬁmBeﬁ2§9oﬁyﬁén§§P¥Yi?§YpP?ny%g ﬁeﬁﬁylgz B;gi "

2quu'Ee&éhherémxkh§hﬁeﬁxyD@ﬁ§Puéhaaynammﬁ@pp@apﬂonlc
M5: 592 and The conpounds of ’
fornuIaC@ﬂc)Ménd5§Dd) shomn in Table 18 were

cvnt hd

A1 1135 ram Bodonn A B R L8 B AP b7 Y AL BL droheLon
deri vag gg? B&RQCOBCHNRZﬁﬁl 4¥@® 2004/ 110983
PCT/ ERP20047 006330 85 TABLE 18 Ex 266

N9 (19)(28) (3-BénBenax)pReRPENYE) dRméthy PcRPbRABYPENZYLOX

y)benzoylaminol propionic acid; MS: 512

249 (25)—3—(4—Benzyloxypheny1)—2—{4?[(benzylphenylcarb
amoyl)methoxy]—bénzoylamino}propionic acid;
1H-NMR: 7.60 (d, 2H), 7.38-6.99 (m, 17H), 6.87 (d,
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 (28) -3~ (4-Benzyloxyphenyl) -2-{4- [ (dibenzylcarbamoy
1) methoxyl -benzoylamino}propionic  acid; H-NMR:
7.64 (d, 2H), 7.41-6.84 (m, 21H), 6.64 (4, 1H),
5.03-4.91 (m, 3H), 4.81L (s, 2H), 4.6l (s, 2H),
4.50 (s, 2H), 3.33-3.12 (m, 2H)

251" (25) -3- (4-Benzyloxyphenyl) -2-{4-[2-(10,11-dihydrod
ibenzo[b, f]azepin-5-yl) -2~

oxoethoxy]benzoylamino}prqpionic acid; H-NMR:
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 (m, 3H),
4.77 (4, 1H), 4.46 (d, 1H), 3.37-3.20 (m, 4H),
2

.89-2.74 (m, 2H)




thyl]-4- phenetyl oxybenzam de; 1HNWR 7.75 (d, 2H)
7.44-6.88 (m 16H), 5.30 (m 1H), 5.05 (s, 2H), 4.22
W@ 2004249983 3. 25-2.90 (m 4H), 2.88 (s, 3H), 2.PCJI/EB2004/006330
3H) 267 N- [ (is) -2- (4-Ben§¥§oxyphenyl)
-1-di met hyl carbanoyl e thyl] -4
[ 2- ( 3- et hyl qui noxal i n- 2-yl oxy) et hoxy] benzam de;
7.96-7.29 (m 9H), 7.14-7.09 (m _4H) 7 00 (d 2H)
26289 (d2S2HR- |41 R NRen8oghbensy lapino ke poxsl bepggylami
4.88 (1,42 4.47 (t,. 2 . . , 12, )
(s, aipo ok rhenfp) bogbinyl by S ( Mhesdl) - -k

N-[ (18Y-85( 4Benzy) pxynhenyl. k11- fy,droxyrcar awsyl &i, 3H),

hyl] 14- 3

e vy ok 2.y FBy) B B Bentios ) . 5o
2?15;/3]”] '_\:L[(Fifi(-aé'(&‘—*BBEHﬁb%&i}iSHEﬁ{}?l y Io 1 XET AOXYLAL PR £din
met hyl| guBRaxabbny?2) whdxy) et hoxy } benzayl aeindBprépionic
270 Ny [ ,(1S), -2- (4-Benzyloxyphenyl)_-1-
(nethc?%ﬁéfhfﬁﬁ%”?‘ aﬁD§P¥6e? $I?LY4%3?%! 5.01-4.89 (m,
(3- metl hyh quisngxabi B12-(l, oxy) , et hos-xyl bepmankdp; Ms:

621 Assay of binding to the PPARy? The cDNA encoding
Fsar t hd {8pdA-r(Bedznylbeasrlaninpie ipparbenyayl }- (4-

anpl i fiied by P 0 A ipn reactj and - .
i nsert éanzyﬁogﬁgeégg‘g%gﬁﬁg%ggg%g Thi ébggkst r uct:Ll}Iolr\}]MR'
( pGEX{hPRARg). 74s (Nt pediced . iost o(&£, cal)i, whes®-3161s (m,

overexpressed and sem purified as a fusion protein
wi th gr@Hat hi one WD 2004/ 110983 PCT/ EP2004/ 006330 86

Stranster CEST L WEELRRsThL —e6 idikaf

9, %ég4gg§§¥§?%g?%§?9%ﬁeq%iﬁdiﬁge%%?%égyg%ﬁéﬁgng;
to t heca@sbonRRABRYAN®]eshodyt benzagd) bpinodreetaci ongcid;
'n thelﬁ?mg(:j:dess.%rzf b?g,bylﬂ) , 7.79-6.80 (m, 21H), 5.06

(s, 2H), 4.87-3.65 (m, 10H)

N

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

]benzoylamino}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)methoxy]—benzoylamino}propionic acid; H-NMR:
7.41-7.00 (m, 21H), 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




Lehmann et al. (J. Biol. Chern. 1995, 270,
12953- 12957) The receptors (2.5 g) were incubated
wo pood6108€3 | plates in the pr esence or in the BOFEPINE4/006330

of the products with (3H) BRL

at 4C,

10 mM pH: 8. 0,

Non- s

2%38 (100 nM for 3 h
vol ume of L of buffer Tris-HC1
containing KC1L 50 MM and DIT 10 nmM
ecific binding was determined in the presence of

in a final
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transactivation assay COS-7 cells were

26@l ti

cont ai
PPARy

pFACM

constd

at éd-Benzglasybhehul bs2ahd- { f aast ceredl cuploheRelc
PRk Al AoRA B h e SO TRE P ReR E s we:
58BD. The reporter plasn1d for the foregoing

uctions was.._ nFR-Luc which contains five

268pet i

a pronpL
| uci f ¢
t ransf
87 The
repor

B+ bASBORZYhexyRRENY &5 pansh- {éK%n%%%°¥ﬂP??%m})Bhqu
grothat controls the transcription of the
pfase gene. Lipofectanm ne was used as a
gmmebhyaganbamwgﬂzmeuhgxggsenz@yiEmiognpooﬁsgmlc

S the chinmeric receptors and the
Pkt g

inserted in the cells by

Hgaansi

When th
the |1

RQSY BLaASBeaklPBxyPheflD) /2C€hL $21 N3 CMetHyE-2-0%0
e products were added to the culture Eor 48 h,
|cRHeusnoAslin-Lyyahewbexy heerrpgépmino jpropionic

acid; MS: 578

265 (28) -3- ( (4-Benzyloxybenzyl) - {3-[2- (3-methyl-2-oxo0-
2H-quinoxalin-1-yl)ethoxylbenzoyl }amino)propionic;
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 HNR;R; oR HNR;OR;:



of the PPAR activity nodul ati on on the transcription
of the reporter construction (Wight et al., J. Biol.
W@ 1@800, 275, 1873). Cd oning of human PPART/EPRAR®6330
ahd PPARy2 The human PPARs c were anplified
t hrough RT-PCR. For hPPARa, was obt ai ned from
Hep& cells treated with Ilinoleic acid; for h PPARS,
RNA was obtained fromuntreated Hep& cells; for
hPRaRy28 RNA was obtained from human white adi pose
ti ssue. Each anplified fragment was cloned into
Bl uescript (Stratagene(r)) and sequenced. One clone

E®r each construction was sel ected and used as

t%er'rp! atefor-—further subcloning-and PCR

Aol i f2ak (TB7s2 Cer-Banvad prmheny 10 ors et cRebamoy Le
gener atiyfihese. chy ' [ t-he ¢ e c;»ygof

t he fouPFEunan g%%%?%&ﬁ%g%%%%%gl?%fo g%2§@%2 : (d,
( Arer sif?dhh, BV o4¢+€n8es)(m, ThesH) agherd was obirpj nedos (s,
fromt pBl uescrj pt - clones digested with
endonugq‘ga(seé.'sio z ssé%ﬁe’%"&rﬁ% (Bentdfly aRe8Bo (s
ensur g 3f)e in-ghage 3@)oni ng of the proteins, pGEXs
constriuctions were sequenced, GST-hPPARy2, GST- hPPARa
07 GST¥r [PRAHS di-Genmydeivphensie - lgdieeahyd cembamoyle
ESChe”tS—H)lﬂ- oli (BL21 strain DE3). Cells were

cul turled“in LB mediumto a density of A600= 1.6 odu,

and  ijnduced Methydveriexpressi-on vy xgidiho@k] 8knzamide ;

i sopr o%yl.-l -t hi o-( 3- Déggl act ogyr anosi de (I PTG -induced
WO 20047 PPods3 SPCTPEPZI04/ 0863307 - 88 ctt udsd  t 07600 (d,
final ieencenyrgdi g, obu, 51HdﬂMRT:h95.'foTG(&1”dﬂﬁg‘? 5.05 (s,
cul turles were grown at room tenperature o/ n, béfore

cel | s {2Rere haB¥esitted BY) cert.&i7f ufat i GH)at 5090-2.$5r (m,
15 mn fter ,,SQni catjon e ,GST-f usi gn proteins

wer e pgﬁﬁfigd8€r3§Vt%§5’cgrkgpéFVe?LEsi296g ot SH)
Zdaut at|n-qres¥ephauosenbsadsyphehl oW NOnhl,8oxPtaAeBaNbGl et

recomyended by the.manufacturer {Amersham Pharnaci a
hyl]-4-12-(3-

methquuinoxalin—z—yloxy)efhoxy]benzamide; MS: 593

269 N-[(15)-2- (4-Benzyloxyphenyl) -1-methoxycarbamoylet
hyl] -4-[2-(3-
methylquinoxalin-2-yloxy)ethoxylbenzamide; MS: 607

270 N-[(18) -2~ (4-Benzyloxyphenyl) -1- (methoxymethylcarb
amoyl)ethyl] -4-[2- (3-methylquinoxalin-2-yloxy)etho
xy]lbenzamide; MS: 621

Assay of binding to the PPARy2

The cDNA 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 glutathione



Bi otech). Excess of gluthatione was renoved o/ n by
dyalisis at 4C. Receptor purity was visualized by
WEDB4RPAGE and protein content was det er m ned BYI/EP2004/006330

Bradf ord net hod. Receptor liguots were stored at

-80C until|l use. GST-hPPARa an GST- hPPARb bi ndi ng

Usi ng 96-well culture plates, PPARa or PPARS (5 Q)

were diluted to a total volune of 100 L with buffer
eohipREfagaEe &?w HEFESqlyH: ¢t0RL .50 &N BKG1, Shem. 1999,

A in the presence of [3H]-GA2433
(5%0 Zgg& for PPARa and PPARS, respectively).
Nonspeci fic b| nding was estimated in parallel
i ncubati ons containing 50 M of GW2433. Plates were
Theubairdirgr ofh Kher ooampewpésat ipe. tEreeGST-hPPARY2 s is

d S fat ed fromrec t or un
%égélﬁl%ggée@clﬂg ofﬁggg T orat 3y aphy u% m%@ﬁ%(gdeé(gﬁ%ed by
Lehf$amekts adpi n(;p) aBesl. gRéMg nbeswulztwoscrlezenmgym) The
Loader M | lipore). Eluted radioactivity was
FEGRPFP ed%? IHHui WeBRi ARPHPaEREN e o¥ntwell i Blates in the

Méé&@@é%foyﬁt £he(BBE hBeEEFEEI);e d% o-drﬂgl:g #2en [*§},BRT.-49853

finity and tunctional activit Sone of
oPonNds Tfr t Re | reSem{°d nv:ant aorf:arael sthobme WOf 200 ul. of

%fmcé. oHat %ﬁ’f&% 10 AU % Kb W And DTT 10

MPARNORPARS cPPAB? Bimdim e aatbmhnaaomﬁttfte S%ésence of
+++ Partial agonist + + 27 +++ Antagoni st +.

BRL-49%ht s10Q #M.oFher repntaigonimixtuse wag ta?ansferred to a
ﬂ%ﬂﬁiéﬁré@?n'%hrapore (Millipore) microplate containing
glutathlone—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 dissociate 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
quantifiéd by liquid scintillation spectroscopy (Microbeta

Wailac, Perkin Elmer).

LBD-hPPARs transactivation assay

COS~7 cells were cultivated in 24-well plates and transfected
with the pFACMV 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 din front of a promoter that controls the
transcription of the luciferase gene. Lipofectamine was used

as a transfection agent.



131 ++ Partial agonist + + 136 ++ Antagoni st + ++
141 ++ Antagoni st + ++ 142 ++ Antagoni st + ++ 145 ++
wo\niagonsst + + 146 ++ Antagoni st + + 153 ++PEREP1084/006330

agonist + + 160 + Partial aggmnist + + 161 ++
Ant agoni st + + 162 +++ Antagohist + + 163 +++
Antagoni st + + 164 ++ Antagonist + + 170 ++
Ant agoni st + + 176 +++ Antagoni st ++ + 180 +++
P tp b seigdmi of he +chiggric+rearPrars agdi he+reporggr gene
e iy Ant a t o+ 85 +++. Pantla

S Agén%%t ln1§"§1+++ %%gtﬁé} EégﬁggFgﬁy' Wﬁ?ﬂé%ECtlon in
dﬁgﬂdidéwﬁé PeTeERP2004/ 006330 tHe0 dh¥iuctRarvesd added to the

aonlst + + 210 +++Aon|s + + 218, +++ 0
culie fqr paBt Pal Hiso é@f@bezs%cqwlwf%%‘g? t%ﬁe effect

A3k +Pﬁﬂka91%rﬁ'l%tlt§ ﬁlod%ﬁgt*ibnpe&i | e agPRhStriptidn of the
+++ K < nMk Ki <3000 nM + : %)(

regNt-eM v@mso@ufzmiogszwpd;ghEPmmaboasgo Biol. Chem. 2000,
275, 1873).

Cloning of human PPARa, PPARS and PPARY2

The human PPARs cDNAs were amplified through RT-PCR. For
hPPARa, RNA was obtained £from HepG2 cells treated with

linoleic 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.

@ST-fused protein construction

To generate these chimeric proteins, the complete cDNA of the
four human PPARs were cloned into pGEX4T2 (Amersham
Biosciences) . The fragment was obtained from the
pBluescript-cDNAs clones digested with endonucleases. To
assess 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 IB medium to a density of A600= 1.6 odu, and

induced for overexpression by addition of

isopropyl-1-thio-f-D-galactopyranoside (IPTG) -induced



91 CLAIMS 1. A conpound of formula (1), OO z-" 1 /
WA O (l) its stereoisoners and m xtures thereof,
WO e@4paiogaor phs and m xtures thereof, and t hePCT/EP2004/006330
pharmaceutically acceptable 8 I vat es and addition
salts of all of them wherein central benzene
ring may be substituted in meta- or para- position
and, -Ais a radical selected fromthe group
@oksiists riep of £l CONRIORE Hn OGRPRS, MitheTkien IRTG-induced

d d -
S g AR Bt (6, Shtore e
wdtt G Byested NOF) cefti fugartioN(&) 50HR2- §HPor wheménn After

Eis aradical of the' -GIl1-J-Ktype and Dis,

FeRf e icn. ke GET-fupien beJéO\awe‘X . WeEe |F§lr&f§§r‘?d from the
d of

51 P8l alcla i toichr el adibeals? selionins e

WWWWOMMt@G}h&:y@mﬁ@ﬂmr @sy@r@b@maﬂ?@armac:La

C cIoh xene aII L.onal | substltut
%’e‘?/ fH ra 3“8%?% g%térﬁlﬁ s@sec¥eé16°¥rom y‘bﬁ% Hyalisis
d504-°c - Ci@c ityCNwasF, vi&haliBed WY SDS-PAGE and
2004/110983 P /EPZ 04 /006330 92 (Cl1-C4) -al ka

RIILEH) Capkery c ¥rFoRAtericedchY - %Fﬁ%ﬁ%wo% 2R84\ receptor

%%‘1‘%‘% _@%lﬁﬁ%% -84 <edfetbi T ey sul phenyl ,

GST-hPPARa and GST-hPPARD binding

Using 96-well culture plates, FPPARa or PPARG (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 and10 mM DTT, in
the presence of [3H]-GW2433 (100 and 50 nM for PPARa and
PPARS, respectively). Nonspecific binding was estimated in
parallel incubations containing 50 uM of GW-2433. Plates were
incubated for 2 h at room temperature. Free radioligand was
separated from receptor-bound ligand by size exclusion
chromatography using Sephadex G-25 in 96-wells spin plates,
using the Multiscreen Column Toader (Millipore). Eluted
radioactivity was quantitated Dby 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.



(C1-c4) -al kyl oxy-S02-, (Cl-C4) -al kyl-S20-, -NR2R3,

-CONR2R3, (Cl-C4) -alkyl optionally substituted by
wonp®4o1098everal -OH or -F, and (Cl-C4) - al koxyPCT/EP2004/006330

optionally substituted by on or several -OH or -F;

b) a five- or six-nenbered aromatic heterocycle

containing fromone to three heteroatons selected

fromQ, Sand N, this heterocycle being optionally
ngﬁgtﬁ?uted by one or several radicals independently

selected from-0OH oxo (=0, -CHO -SH -NO2, -CN,

-F. -d, -Br, (Cl-C4) -alkanoyl, (Cl1-C4)

- al kpffdavibbgny| , |[FuGbt@éhalabkanoybomf fif@tyC4) Affinity
Ekalkylsulpﬂinyl (C1-c4) -al kyl sul phenyl, (C1-d4)

-al k onyl, [PEERYCA) -al kyl oxy- BB2ARY ('¢1. - aapary
5 at k= SULG', = & 7 CONR2RS I 1 P") adl 'r(‘y’.l
8pt|5ﬁ51ly subst FﬁFé& b?98ﬁésgr sefferal - O4 orft- F,
zqna’+QQ1-C4);alko§$Et9g&|g aLh¥cSuUbSLitTuted by gne or
several -OH or -F benzéne or bengene subst i tjut ed
ZUy ope+or severaMntagbnabs i ndependpnt |y sel ectjed
Ironﬁ ﬁ—l CI—Q Ql—l I\I('Y) _Pkl ; H, -Rr,
9(5c1- czt)* al kanoy! Ageeﬁ@) - al koxycar*bonyl ( Clit C4)

al Kgrqytoxy, (€t sutphmyf;—(C1=C4)

o8 al k Igﬁlphenyl, @é%égﬁﬁ élkylsulphgnyl, (Cl-Cﬁ)
128l kphaxy- S02-, (BhreAhl- abkyhs0020-}. - NR2R3, i
-CONR2R3, (C1-CA)ialkyl opfionally ubstituted |by one
18d sgver al CH orPaEtlaﬁdagpﬁlsCA) afkoxyl optignally
l““ Huted—by—one several ) F—and D
3804110083 PCT/ EAP689PBOE530 93 By o
141 |++ Antagonist + ++
142  |++ Antagonist + ++
145  |++ Antagonist + +
146 |++ Antagonist + +
153 |++ Partial agonist + +
160 |+ Partial agonist + _—
161 |++ Antagonist + +
162 |+++ Antagonist + +
163  [+++ Antagonist + +
164 |++ Antagonist + +
170 |++ Antagonist + +
176  |+++ Antagonist ++ +
180 |+++ Partial agonist ++ +‘
183 [|+++ Partial agonist + +
184  {+++ Antagonist o -
185 |+++ '~ |Partial agonist + +
187 [+++ Agonist + +
188 |+++ Partial agonist + +




d) a bicyclic systemconsisting of a benzene fused
wth a five- or six-nenbered ring optionally
w@oialesng fromone to three heteroatons sel BCI/EP2004/006330
fromO, S and N, this bicycliggsystem being
optionally substituted by one or several radicals
i ndependently sel ected from OH, oxo (=0), -CHO

QL N fa N F /I'VI oA ol leanan,
T 1 NI oy, Ay ar Kanoyr;

CA-¢r) -al koxycar]??d'?ﬁ/ltal "(9(9111@4:) -al*kanoyl oxYy,

- -al Ky sul iy v (CI-C4) -alKyrsulphenyf,,
zkléll ﬁ%"k -al kyl sul p onyjl (C1l-4) -al kyI oxy- S02-| N

A1@L- (AY+ - al kyl - SO2htagoRAR3, - CONRZR3, (Cl- C4) Lal Kyl

npti onall y substituted h\/ one or_several -OHorl -F

23 4(461 C4) al ko @ﬂrfdlpﬁl mmysfisubst*rtut ed by ofre  or

Sevetra —O 1Ot —1] bord—or Em_ bi-+adical

8 ot it fromtheAI%t‘tﬁqocfwsﬁg groups: [a) - (cH2) |*

S A-al kyT1dene; Dlandkgomizs -S5O, -§02-, -CO, ROCO,
500! - OCONRR- . |~ NGO~ - CONRR- . |- NR2CO- .-~

2ARSED- . - SO2NR2 [Rart iand d@onist ( CLICA) -, - (Ca- O)
0 Q /(-\1 P/I\ /(-\1 f"/l\ 5 . SO ’(Cl C:4\

(Gl skl <l 3epo b ctr; 11000 @<t T€2P00 g+
(Hob)nm, -COO (Cl-C4)- - (d-¢4) -CCO-, -
()™ 0o, - COONR2- (Cl-C4) -, -NRRCOO- (O - CA)
2 T (cl-ca) - cooNRe-, - (Cl-CA4) NR200O-, - CONRR-
(Cl-C4) -, -NRRCO (d-C4) -, - (Cl-CA) - CONRe-, -
(Cl-C4) -NRRCO, -NR2- (Cl-C) -, - (Cl-CA) -NRo-,
S02NR2- (CL-C4) -,  -NR2SQR- (C1-C4) -, - (ci-CA)

-S02NR2-, - (Cl-C4) - NR2SCR-:



-Kis a radical selected fromthe foll ow ng groups: WO
2004/ 110983 PCT/ EP2004/ 006330 94 a) -H, b) (Ci1-C4)
WO 200kh098x) a radical froma cycle sel ected frpoa/EP®04/006330
foll owi ng: cycl opropane, cyclggbutane, cycl opentane,
cycl ohexane and cycl ohexene, all of themoptionally
substituted by one or several radicals independently
selected from -OH, oxo (=Q)., ) -SH, -NO2, -CN,
'F, -d, -Br, (Cl-.C4) -al M(Cl-@)
- al koxycar bonyl, (Cl-C4) -al kanoyl oxy, (Cl-C4)
-al kyl sul phinyl, (Cl-C4) -alkyl sul phenyl, (Ci1-C4)
1. aPkgPEOPBRENGE, fopmalesfI) al kyl oxy- S02-, (Cl- C4)
-al kyl - S020-, -NR2R3, -CONR2R3, (Cl-C4)-al kyl
optionally substituted by one or several -OH or -F,
and (Cl-C4)6@al koQyl optionally substituted by one or
sever g OH ¢gr -F| d) a radical froma five- or
Si X- nfg ‘ eracycl e containing fromone to three
Zhet ersatoms selected fromO, S and N, being this
heper'ocycl e optionally substituted by one or several
radi cal s i ndependently selected from -CH, oxo (=0,
-CHO, -SH, N®2, -CN, -F, -d, -Br, (C1-4)
- al kanoyl , Q)Cl- C4) -al koxycarbonyl, (Cl1-C4)
- al kanoyl oxy, (Cl-C4) -al kyl sul phinyl, (Cl1-C4)
- al kyl sul phenyl, (Cl-C4) -alkylsul phontyl , . (C1-C4)
itgl leherepisapery anda mixgupge. sgpereot - NRoR3 polymorphs and
- , - - al kyl; optq ona B b
m%rgg'lggégrg al él@%}—%%r' - Fféﬁgndpa?éél- gélkgé-rgﬁé%%ﬁ&%%? ?onﬁ?@éptable
selibatebutad byadahiecion 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 R1, R2 and R3

independently represent -H or -(Ci1-C4)-alkyl;

-W- is a biradical selected from the group: -NH-CH(E)-,
-N(E) -CH,-, and -N(D)-CH,-CH,-; wherein E is 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.s- biradical;
-I- is a biradical of a cycle selected from the
following groﬁps:

a) cyclopropane, cyclobutane, cyclopentane,
cyclohexane and c¢yclohexene, all optionally
substituted Dby one or several radicals
indépendently gelected from -OH, oxo (=0),
-CHO, -SH, -NO3, —CN,' -F, -Cl, -Br,



or several -OH or -F; and e) phenyl or phenyl
optionally substituted by one or several radicals

wo pabeperrsent |y selected from -OH, -CHO -SH, PCIZRP2004/006330
-CN, -F, -d, -Br, WO 2004/116983 PCT/ EP2004/ 006330
95 (Cl-4) -al kanoyl, (Cl-C4) -al koxycarbonyl,
(C1-4) -al kanoyl oxy, (Cl-C4) -al kyl sul phinyl, I .
(C1-C4) -al kyl I ) -al kyI sul phonyl,
(Cl-C4) -al kyl @% 823%%’%1]1 - al kyl -(§82 q‘glk‘r@wrbonyl
- CONR2R3,  ( Cl- @) kéfik&m;»mql-ly SW&&L@W%&M&Hﬁomnﬂ
or several -OH or -F, and (Cl-C4)-al koxyl optionally .
substituted bylG@n€s) rrllselaplpheror or (F:-Ci)-alkylsulphonyl,
bi radi cal of a«<yele sal d.omthe _
groups: a) cyaﬁ oprogane ﬁg)@? %ut dne, cyclaodﬁe fg%aélkyl 5020
cycl ohexane an@®RARS, ohex@@NRzaBl opt(Cona)lyalkyl Optlonally

substituted by S r al radlcals |ndependently
U%g"eCJ%)P& (Eﬂ_%j %e_yera}\mo ) F, and

sel ect ed from ;

-F, -Q, dlcé4ﬂ@lkc§l§}<lan%¥>|t’loﬁ§ll§4) substltuted by one
- aI koxycar bonyl 4) - al kanoyl oxy, 1-C4)
- al kyl sul phi n;ﬂl” SG(V@IB@)-OHapP(yI-?uI phenyl (Cl- C4)

ER L IR e i —

optionally suimttlahumhaq byfxue obnseveial tk¥k&r heteroatoms

and_ (CL-08) alory opLoNAIly substLiWed by ohe rcevore

aronatic het e‘b%ci)‘@ taQRAI R %ﬂéﬂ@ﬁeﬁt ﬁﬁ&eor several

het eroatons sel eCt eéj fromO0O, S and bel nkgyt I'S
radicals 1ndependently selected from -OH, oxo
(=0), -CHO, -SH, -NO,, -CN, -F, -Cl, -Br,
(C1-Cy4) ~alkanoyl, (C1-Cy) ~alkoxycarbonyl,
(C1-C4) ~alkanoyloxy, (C1~C4) -alkylsulphinyl,
(C1-Cy) ~alkylsulphenyl, (C1-C4) ~alkylsulphonyl,
(C1-C4) -alky;l.oxy—SOz— . (C1-C4) —alkyl-S0,0-,
-NR2R3,  -CONR2R3, (C1-Cy) ~alkyl  optionally

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

c) benzene or benzene substituted by one or

several radicals independently selected from

-0OH, -CHO, ~8H, -NO,, -CN, -F, -ClL, -Br,
(C1-C,) ~alkanoyl, (C1-Cy4) -alkoxycarbonyl,
(C1-C4) ~alkanoyloxy, (C1-C4) ~alkylsulphinyl,
(C1~Cy) —~alkylsulphenyl, (C1~C4) -alkylsulphonyl,
(C1-C4) ~alkyloxy-S0,-, (C1-C4) -alkyl-S0,0-,
~-NR2R3, -CONR2R3, (C1-Cy) -alkyl optionally

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

or several -CH or -F; and



het erocycl e optionally substituted by one or several
radi cal s i ndependently selected from -0OH, oxo (=0,
WO a@i@O11098H, - N2, -CN, -F, -d, -Br, (Cl-C4) PCT/EP2004/006330
-al kanoyl, (Cl-C4) -al koxycabBonyl, (Cl1-C4)
- al kanoyl oxy, (Cl-C4) -al kyl sul phinyl, (Cl1-C4)
-al kyl sul phenyl (Cl 4) -al kyl sul phonyl (C1-C4)

hCTI EPo0baT GBI e L NBHH ‘%’%@2%%( é’%og%eqrgﬁé:}?e fused

optionally subshibutiidrdy ome six-sewdsated (]rllﬂg d‘_ptlonally

and (Cl-4)- aI x]}/I 0 t| nal |y substltuted by one  or
several -CH of° nZeW8 s@BSt ittt ed *BYSBne Rfteroatoms

several radi @ﬁcuéaﬂemd@tlg sghegt e@hf rSorBlcgé-llc system
-CHO, -SH, -N®, -CN, -F, -d, -Br -4
- al kanoy! , (Qﬁlr@)op%l%%rmﬂt%md@y one or several

“al Kyl sul preric ore) P EEhEl) KsnokRacitegy -on oxo
al kyl oxy- sozco>(01<c4z)o alkyl, - SORO,, -MNBRR3,-F, -Cl, -Br,

- CONR2R3, ( ) - aI otionallysbstltuted by one
or several %ché C1- C4) -al%lgex4 ) -alkoxycarbonyl,

optional |y Sumtbﬁpiﬁﬁcéyoﬂ&cﬁr several Cqﬂé:lrkylsjl:zlgéunyl

and d) a bicyclic systemconsi'sting of a benzené f
with a five- Gh-Sik-aEmberelddmg. opt i(6aafd)y-alkylsulphonyl,
containing fr n t er oat ons el.ect
from0, S and 8 )gl%%{#];&gbl Gydlic sys<tc‘$ E aeﬂwl ~50,0-,
optionally submzmut ed -opNene3qr sdvera)) -d1adical sptionally
i ndependent |y sel ected from-CH oxo (=0, -CHG SH

_NO2, -CN, -Pubsgitufgd by coues n oFReeeyl , -O8L- ) -F, and

- al koxyCarbOr()dl--c‘4 -alkoxyl optionally substituted by one

or several -~-OH or -F;
~J- is a bond or a biradical selected from the
following groups:
a) - (CHz) 1-4-alkylidene;
b) -0-, -8-, -80-, -80,-, -CO-, ~0Co-, -COO-,
-OCONR2-, -NR2COO-, -~CONR2-, -NR2CO-, -NR2-,
-NR2S50,;-, ~SO,NR2-; and

c) -0-(C1-Cy) -, ~ (C1-Cq) -0-, -8-(Cy-Cy) -,
- {C1-Cy) -8, ~80-(C1~Cy) -, - (Cy1-Cy) -S0O-,
~80,- (C1~C4) -, ~(Cy~Ca) =805, ~0CO- (C1-Cy4) -,
~CO0~ (Cy-Ca) -, - (Cy-C4) ~0CO-, - (C1-C,) -COO-,
~OCONR2- (C1-C4) -, ~NR2COO- (Cy-Cy) -
- (C1-Cy) ~OCONR2 -, ~ (C1-Cyq) ~NR2COO-,
-CONR2~- (C1-Cy4) -, -NR2CO- (C1~-Cq) -,
- (C1~Cy) ~CONR2~, - (C;-C4) -NR2CO-, -NR2-(C;-C4)-,
- (Cy-Cq) -NR2~, -S0,NR2~ (C4-C4) -,
-NR2S0,~ (C1-Cy4) -, - (C1-Cy4) -SO,NR2-,

- (Cl'—CQ:) "NR2SOZ"’;

-K is a radical selected from the following groups:



(C1-C4) -al kanoyl oxy, (Cl-C4) -alkyl sul phinyl,
(C1-c4) -allcylsul ph.enyl, (Cl1-C4) -alkylsul phonyl,
W@ AB4ps3 al kyl oxy-Sd2-, (Cl-C4) -al kyl - S020- PCT/EP2004/006330
-NR2R3, - CONR2R3, (Cl-C4)-al kyd optionally
"substituted by one or several -OH or -F, and
(Cl1-C4) - al koxyl optionally substituted by one or
several -OHor_ -F, -Zis a radical selected fromthe
fol |l ow ng gaf)oUHé a) -Q1-J-T wherein WO 2004/110983
PCT/ EP2004/906330¢,)941%Q1;i s a biradical - (CH2) 1-3-;
-1- is as defined above “J- is as defined above: and
_Tis a radikcal zeféepdd frem t ke Furlew Aglegeedpsfrom the

a.a) -H a.b) ggﬁl %ﬁeal kyl ; cggpgoéggl cal froma1 putane,

cycle selecte foll§ opr opane,

cycl obut ane, cyyﬁmbppﬁahﬁae cgydlobexare @l cyclohexene, all
cycl ohexene, all of themagptignally substituted b
one or seyer8&F r&deRal SHHANEHIeNtTIPEE RS B¥ onPRe  or

=OH, 0x0 (=0 ges/&HY) -DhliieMP, fdb end:entlg se@%cted from
(C1-A4)-al kanoyl (C1-4) -al koxycar bonyl , )

- al kanoyl oxy, —O(ICI B = kyl sCIH@hl mypE,, ("@:poA)_CN -F, -C1,
2 o sulpheivl, (Gl 8l AR PR 4 Ch1 ékycniom
- CONR2R3, (Cl+{EdHecallenlkaaptilonsd, |y subs{4d4l)lt-a(ﬂkyh1¥ulph1nyl,
one or several -Od or. -F,
1-C4) —alkylsulphenyl, (C1-C4) -alkylsulphonyl,
(C1-Cy) -alkyloxy-80;-, (C1-Cy) ~alkyl-S0,0-,
-NR2R3, -CONR2R3, (C1-Cy) —alkyl optionally
substituted by one or several -OH or -F, and
(C1-Cy) -alkoxyl optionally 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 O, S and N, being
this heterocycle optionally substituted by one
or several radicals independently selected from
-OH, oxo (=0), -CHO, -SH, -NO,, -CN, -F, -CI1,

-Br, (C1-Cy) ~alkanoyl, (C1-C4) —alkoxycarbonyl,

(C1-Cy) ~alkanoyloxy, (C1-C4) ~alkylsulphinyl,
(C1-Cy) —alkylsulphenyl, (C1-C4) ~alkylsulphonyl,
(C1-Cy4) ~alkyloxy-S0z-, (C1-Cy) —alkyl-S0,0-,
-NR2R3, ~-CONRZ2R3, (C1-C4) —alkyl optionally

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

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

-OH, -CHO, -8H, -NO,, -CN, -F, -Cl, -Br,



and (Cl-C4)-al koxyl optionally substituted by one or
several -OHor -F, a.d) a radical froma five- or

W@ Roo4ireyBer ed heterocycl e contai ni ng from onePCDEPI0€E6330

het eroat ons selected fromO, g and N, this -
het er ocycl e being optionally substituted by one or
sever al radi cal s i ndependently sel ected from-COH, oxo

(=0, - C

- al kanoyl (@f &%’N%F‘E‘Bﬁﬂar bonyl (@“8&§ S1f8kycarponyl,

- al kanoyl oxy, c{%)%)lka&bglbiw phi nyI (c(-CL) -&2kylsulphinyl,

-al kyl . sul phenyl , WD 2004/ 110983 PCT/ EP2004/ 006330

s(as (Cl-C4) -al f@w@m ph&mEulpeengd) - al kyiCexyasglsulphonyl,

Cl-C4) -al kyl CONR2R3,  (E1-CA)_ _

-al kyl opti onény S&bsﬁt u?sgoﬁy one or (( ’\L/e(fcgl) a:%}fl S020-,
or -F, and (CNRQR);,-aI ko&lykzmatl on(ad:i-ycﬁubikvilut edptionally

by one or several - ; ph
optional |y suEEP?F&FEHedeYon%H%r ge ﬁrarjadlélgl gr -F, and

i ndependent| y (cs6h; C—taqq{o on&ily -RMbstiNdhsed by one
-CN, -F, - ,(§ q( ) a%%noyl (C1-C4) Y

-a: tolxycar bonylr S(a@@r@l) -OdAl Rano¥t oxy, (Cl-C4)

- al kyl sul phi nyl. (Cl I Kyl Su ;

- al kyl su#phony Jtﬁ%l ?ﬁ F’%xy S%ggfg(éfléf)g:ga $om the
- al kyl - SOZOfollovNRﬂgQ%ro@\dR 2R3 (C1-C4) -al kyl

optionally substituted by one or several -CH or E

and (Cl- CA)2)aFKexyPreperenal |y AR AR cyclopentane,

cyclohexane and cyclohexene, all optionally
substituted by one or several radicals

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

-cHO,  -SH,” -NO,, -CN, -F, -Cl, -Br,
(C1-C4) —alkanovl, _ (C1-C,) ~alkoxycarbonyl,
(C1~C4) ~alkanoyloxy, (C1-C4) —alkylsulphinyl,
(C1-C4) —alkylsulphenyl, (C1-C,) ~alkylsulphonyl,
(C1-C4) —alkyloxy-S0z-, (C1-C4) ~alkyl-S0,0-,
-NR2R3, -CONR2R3, (C.-C4) -alkyl  optiomally

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

b) 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 omne or
several radicals independently selected from
-OH, oxo (=0), -CHO, -SH, -NO,, -CN, -F, -Cl,
-Br, (C1-Cy) —alkanoyl, (C1-Cy) -~alkoxycarbonyl,
(C1-C4) —alkanoyloxy, (C1-C4) -alkylsulphinyl,
(Cl—C4)'—alkyl sulphenyl, (Ci-Cy) ~alkylsulphonyl,
(C1~-C4) -alkyloxy-S0,-, (C1-C4) -alkyl-S0,0-,



by one or several -OHor -F; and a.f) a radical froma
bi cyclic system consisting of a benzene fused wth a

w0 paneA10983 Ssi X- nenbered ring optionally contai NPEYEP{000M6330

one to three heteroatons selegged from 0, S and N,
being this bicyclic system optionally substituted by
one or several radicals independently sel ected. from

_O_L O
(o oy al kandFPRE LB R AR koxy ChrSahgP oYy CapTionally

- al kanoyl oxy, Suggzgl@ﬁ}vedalﬂwlgyé pbenWHever@l- CA)H or -~F, and
-al kyl sul phenyl (C1-C4) -al kyl sul phonyl (C1-C4)
_al kyl oxy- SCR-(C1 ¢t G--Ghkaxallky PPEhoRa Ll IND SRty gt by one

PCT/ EP2004/ 00633 R 2R3, (Cl-C4)
-aI kyl opti ong)r% %evgggst R%ute %/J\Ione or several -OH

-F, ande) Bbm@éhealé(mayﬂltcmmeldow lonesudyst sevuerdl bpdicals
one or several, - -1-3-T

wherein s is 1@d&pe§denj'(lyl ssgﬁg%’ﬁéd %?%‘iln TRl gr oE&O -SH,

consisting of @, -8y, -S@, -2 angh NR LBkanoyl,
R4 a radical selected fromthe group: b. GGI dm anoy

(Cl1-C10) -al ky(IC,l 8. )y dsrtyssitaanyloycl oal 2«;1 C@b alkanoyloxy,

gzg: 8:: Eg: - (CI- @gé‘z)aTazlg{l%yﬁuﬁp\?%lélryel’n £ hE él‘yEF%gpfl%ﬁlulphenyl'

is a five- or (&, Xemerdigraduligigpnyl, (C1-C4) =alkyloxy-SO,-,
(C1-C4) ~alkyl-S0,0-, ~-NR2R3, -CONR2R3,
(C1-C,) -alkyl optiomnally substituted by one or
several -OH or -F, and (C1-C4) —alkoxyl
optionally substituted by one or several -OH or
-F; and '

d) a bicyclic system consisting of a benzene fused
with a five- or six-membered ring optionally
containing from one to three heteroatoms
selected from O, & and N, being this bicyclic
system optionally substituted by one or several

radicals independently selected from -OH, oxo

(=0), -CHO, -8H, -NO,, -CN, -F, -Cl, -Br,
(¢1-Cy) ~alkanoyl, (C1-C,) ~alkoxycarbonyl,
(c.i-C,) ~alkanoyloxy, (C.-C4) ~alkylsulphinyl,
(C1-C4) —alkylsulphehyl ' (C1-C,) ~alkylsulphonyl,
(C1-Cy) —alkyloxy—SO;— , ‘ (C1-Cy) —alkyl-S0,0-,
. -NR2R3, -CONR2R3, (C1-C4) ~alkyl  optionally

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

or several -0H or -F;

-7 is a radical selected from the following groups:

a) -Q0-I-J-T wherein



optionally substituted by one or several radicals
selected from-0OH, oxo (=0, -CHO -SH, -NO2, -CN,

WO BQ04A@983 - Br, (Cl1-C4) -al kanoyl, (Cl-C4) PCT/EP2004/006330
- al koxycarbonyl, (Cl-C4) -aldg@anoyl oxy, (Cl-C4)

-al kyl sul phinyl, (C1-C4) -alkylsul phenyl, (Ci1-C4)

-al kyl sul phonyl, (Cl-C4) -aIkon "y-S2-, (C1-C4)

-al kyl - SQ20- -M&RB C - al kyl
optional |y ~Ssubst i tif Q&r C%ﬁ( éyéﬁ)ﬁ ’CHyor -F,

and - (Cl- C4h?a|koxylsQQ%'&%%&ﬂddSﬂ&§&éiUted by one or
several OH or F; b.d) phenyl, phenyl -

phenyl - ( C1-@B) - al kyis amddﬁimﬂ®¢ a%QM?(ZBHQM kanoyl ,

being this romatic ri ub ut b
one or sev@?a?sraﬁicé?ggge ?%ﬁw %%Fﬁ ggﬁ)yf01lOWlng
-SH, -N®2, - Gkoups:-d, Br, (Cl 4) -al kanoyl ,

(Cl-C4) -al koxycarbonyl, WO 2004/110983
PCT/ EP2004/ 008330 10 (Cl-C4) -al kanoyl oxy, (Cl- C4)

- al kyl sul phi nyl l.sul phenyl Cl-c4
-aIkyIsuIphonylb)(Cgétg?»-gﬁ%gﬁoxy S02-, (Cg ) )

-al kyl -5020-, a.eNR&3radCONR2 RZom( @1- ctyr)lqﬂ $@1ected from the

optionally subst ed, by one or several
and (Cl-C4)-aIkox§@iiﬁW+ a1y SUBLPPEG alae'by Cofgepbutane,

several -OH or -Fryaldbhdndnad, hekenebyabae and cyclohexene,
het erocycl e-CO heterocycle- (Cl-C3)_-alky

and
het erocycl e- (C1-&8} OilHéﬁﬁ?lOPEh@F@l%Ytﬁ@bStltUted by one
he.t erocycle is a éfvgevgq:ai' X.ra{.@mﬁrsedlﬁ&@@endently selected

from -OH, oxo (=0), -CHO, -SH, -NO;, -CN,
-F, -C1, -Br, (C1-C4) —alkanoyl,
(C;1-C4) ~alkoxycarbonyl, (Ci-C,)-alkanoyloxy,
(C1-C4) ~alkylsulphinyl,

(C,-C4) -~alkylsulphenyl,

(C1~C4) ~alkylsulphonyl,

(C1-Cy) —alkyloxy-SO;-, (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, S and N, this
heterocycle being optionally substituted by
one or several radicals independently
gselected from -OH, oxo (=0), -CHO, -SH,
-NO,, -CN, =F, -Cl, -Br, (Cy-C4)-alkanoyl,
(C1-C,) -alkoxycarbonyl, (Ci-C4)-alkanoyloxy,
(C1-C4) ~alkylsulphinyl,

(C,-C4) ~alkylsulphenyl,



containing fromone to three heteroatons selected

from0O, S and N, being this heterocycle optionally
wGeipstivss ed by one or several radicals sel ecP€HEP20041006330

-OH, oxo (=0, -CHO -SH, -Bg2, -CN-F, -d, -Br,

(C1-4) -al kanoyl, (Ci1-C4) -al koxycarbonyl, (Cl1-C4)

- al kanoyl oxy, (Cl-C4) -al kyl sul phinyl, (Cl1-C4)

-al kyl sul phenyl , )_+ral-kyl-sul phgnyl ; (Cl-C4)
- al kyl cxx:y-S02-, (LCE‘84 1% &{@%p%yg, - NR2R3,
- CONR2R3, (Cl1- C4)(cyabkylanpiienaldos- substdflt—medabkyl S0,0-,

one or several -OH or -F, and (Cl- cA o
optional Iy substi?®&d: byCBHB28¢  se @]{f%} _gptionally
-P- is a bond or &y al %!n%adéﬁa%everlai | SoSor -F,

defined above; -J- Is as eflned above; and -Tis a
radi cal as defi netdabd¢e:Cs)eplkoEEGRD) opt DonaRby P-sulistiituted
wherein uis 1 or 2; R5|sar§g }Ioseletedfrom
the group: WO 206% PHGo&¥ PEYFE 86336 101 c.

a) -H c.b) (Llel@nedlkybir Gldnyflcbplilnala bstituted
cycl oal kyl - (C1- &gp faﬁy ’r \?\%er%ﬁ t%e cmcl og(lj substitute

a five- or six-khbeped ¢F n@eé’ﬁtflaéﬂalfli91§a%§t ,stlg%endently
P2 ) 0" o, 2O UL £ g LEgB, Ty, 96k, -,
-al kanoyl, (Cl-G4), -al koxgar bonykBxr( Cl- C4)(C1 C4) alkanoyl,
-al kanoyl oxy, (C;-C4) -~alkoxycarbonyl, (Ci1-C4) -alkanoyloxy,
(C1-C4) —alkylsulphinyl,
(C1-Cy) ~alkylsulphenyl,
(C1-C4) ~alkylsulphonyl,
{C1-C4) ~alkyloxy-S0z-, (C1-Cy) —alkyl-80,0-,
-NR2R3, -CONR2R3, (Ci-C4)-alkyl optionally
substituted by one or several -OH or -F,
and (C;-C,) -alkoxyl optionally substituted
by one or several -OH or -F; and
a.f) a radical from a bicyclic system
consisting of a benzene fused with a five-
or six-membered ring optionally containing
from one to three heteroatoms selected from
O, 8 and N, being this bicyclic system
optionally substituted by one or several
radicals independently selected from -OH,
oxo (=0), -CHO, -SH, -NO,, -CN, -F, -Cl,
-Br, (C,~Cy) ~alkanoyl,
(C1-C4) ~alkoxycarbonyl, (C.-C4)-alkanoyloxy,
(C1-C4) ~alkylsulphinyl, ‘
(C1-Cy) ~alkylsulphenyl,
(C1-Cy) —alkylsulphonyl,
(C1~C4) —~alkyloxy-SO;-, (C1-C4) ~alkyl-S0,0-,



(C1-c4) -al kylsu.lphinyl, (Cl-C4) -alkylsul phenyl,
(C1-A4) -al kyl s' ui phonyl, (Cl-C4) -alkyl oxy-S02-,
W@ Bb4/Tps3 al kyl - S020-, -NR2R3, - CONR2R3, ( Cl-E41)/EP10ky/006330
optionally substituted by ongyor several -OH or -F,
and (Cl1-C4) -a.l koxyl optionally substituted by one
or several -OH or - F c.d) phenyl and

phenyl - (C1- C3) al k bei n t
optionally substit %%3 by%(%@@&%'segga CJFS 5&1523’31 goptionally

sel ected from Q‘ﬂibsi%tecﬂ"br N¥e oEeNseverald r0H or -F,
-Br, (Cl-C4) -al kanoyl; (Cl1-C4) -al koxycar bonyl ,
(Cl-C4) -al kanoyl@%, ((Qiicd478i]§?}iéﬂs QW‘IHY substituted

(C1-4) -al kyl.sul , al honyl ,
(Cl-C4) -al kkylo@bs‘% O%%%‘; La%y so G, Y
- NR2R3,b} CONR2R3 - X(B-IMJ Bl wyd reit i onal Iy

substituted bg one or_several -OH or -F, and (Cl-C4)
-a; _koxyl 8nal PY ddébstituted by one or several

-OH or -F, fxwl s SeBebBder OLE| En@ngrohist 8688Y8t eng of -O-,
(C1- X&) -aI kyl, wherein the heterocycle is a five- or

si x- menber ed rSng WE02004/50:0983dPCTREP200% gt 3Rp a radical
102 containin n e eroatons sel ected
S R e |

from0O, S and™N yclo optionally

substituted byp. QMe -HE several radicals selected from
-OH, oxo (=Q -F, -4d, * -PBr,
(Cl-C4) -al kaRodl 6%1‘%4;* aJalllc\l%xycar bonyl ,

b.c) cycloalkyl, dycloalkyl-CO- ,
cycloalkyl- (C:1-C3) ~alkyl and
cycloalkyl- (C;-Cs3) -alkanoyl,  wherein  the
cycloalkyl is a five- or six-membered ring
optionally substituted by one or several
radicals selected from -OH, oxo (=0), -CHO,
-SH,  -NOg, -CN, -F, -C1, -Br,
(C1-Cy) ~alkanoyl, (C1-Cyq) —alkoxycarbonyl ,
(C1-C4) -alkanoyloxy, (Ci1-C4) -alkylsulphinyl,
(C1-C4) ~alkylsulphenyl,

(Cl—é4) -~alkylsulphonyl,

(C1-Cy) ~alkyloxy-S0sz-, (C1-Cs) -alkyi—sozo— ,
~-NR2R3, -CONR2R3, (C;-C4)-alkyl optionally
substituted by one or several -OH or -F,
and - (C;-C,) -alkoxyl optionally substituted
by one or several OH or F; |

b.d) phenyl, phenyl-CO-, phenyl-(Ci-C3)-alkyl
and phenyl- (C;-C;)-alkanoyl, being this
aromatic ring optionally substituted by one
or several radicals selected from -OH,
-CHO, -SH, -NO3, -CN, -F, -Cl,‘ -Br,
(C,-C4) ~alkanoyl, (C,-C4) —alkoxycarbonyl,



(C1-C4) - al kanoyl oxy, (Ci1-C4) -al kyl sul phinyl,
(C1-4) -al kyl sul phenyl, (Cl-C4) -al kyl sul phonyl,

W@ Bb4/Thps3 al kyl oxy- S02-, (Cl-C4) -al kyl - S020- , PCFHERARB006330
- CONR2R3, (Cl-C4)-al kyl optiqpglly substituted by one
or severalseveral -OHor -F, and (Cl-C4) -al koxyl
optionally substituted by one or several -OH or -F;
-P- is as defined, above; -|- is_as definpe bovye; .-J .
is as defined abol .‘;C‘*gﬁal!‘f’l?oi{ %O’ég’def&h’gcd‘?é%%gg}sﬂ}phlnyl’
- (CH2) S-NR6R7, yherghnaskissaspdehiyned above, and
R6 and R7 together with the N are jolned formng a
five- or six-nmenbéfedfdyelbydpuibRaryy: containing

fromone to three additi t enoat ons (sel £Gt_ - _
from0, S and N, gﬁ’dq{‘*?wa?ﬁ&r%f/ geg%s’ed or(% u@@t %tqa{tyéd 8020,

by one or two fiveNRDR3 si x-C@RXR3ed (¢et@s -Gitkiydnabpyionally
contai ning one or several heﬁ?er oat ons sel ected from

the group conposBEPBFLEULE 9l DG PLt REEFes OH or -F,
bei ng optional | y,sgbstd tut ed, by ApiSievsial bstituted
radi cals i ndepen%lent I §/ 1sef§cét}edo}?i?%m -pC]—L oxoy(:gw)d, shLEaEe
-CHO, -SH, -N2,byCdpe-&r s&reraBr ;O Gir C4§; and

-al kanoyl, (Cl-C4) _-al koxycar Cl-4) _

- al kanoyl oxy, g?gll %4) - al k@%elj?&p%‘}cnly " (Cl- Cg)eterocyde o,
- a: ty: sul phenyl , nhé€dr&dycral kyl-sub phohyl, (Cl-C4) and
-al kyl oxy-SQ2-, WO 2004/110983 PCT/ EP2004/ 006330 . " 103
(Cl-C4) -al kyl - SO2BLETORFSRS; ?C:oﬁwhzﬁigan%% ca)hgsAn  the
optionally substi ﬁé&@go%cﬁé‘eié’ra severaby- QikOfhembered ring

and (Cl1-C4) -al koxyl optionally

containing from one to three heteroatoms
selected from O, S and N, being this
heterocycle optionally substituted by one
or several radicals selected from -OH, oxo
(=0), -CHO, -SH, -NO,, -CN, =F, -Cl, -Br,
(C1-C4) —alkanoyl, (C1-C4) -alkoxycarbonyl,
(C1-Cs) —alkanoyloxy, (Ci-Cs)-alkylsulphinyl,
(C1-Cy) ~alkylsulphenyl,
(C1-Cy) —alkylsulphonyl,
(C1-Cy) —alkyloxy=-S0;-, (C,-C4) ~alkyl-S0,0-,
-NR2R3, -CONR2R3, (C;-C,;)-alkyl optiomnally
substituted by one or several -OH or -F,
and (Ci-C4) -alkoxyl optionally substituted
by one or several -OH or -F;

~P-is a bond or a -{CH;),-.4a- biradical; ‘

-I- is as defined above;

-J- is as defined above; and

~T is a radical as defined above;

c¢) - (CHz)u-CO-NR5-P-I-J-T wherein
u is 1 or 2;

-R5 is a radical selected from the group:



substituted by one or several -OH or =F;, and e) -

(CH2) u-CO NR6R7 wherein u is as defined above, and
wWRe00anh9Ry are as defined above; with the provPGDEP1984/006330

conpound of formula (1) is ngigther

2- (4- benzyl oxybenzoyl am no) - 3- ph. enyl propi oni ¢ aci d,

nor

2-[4-(4- et hoxybenzyl oxy) benzoyl am no] - 3- phenyl pr opi on

ic acid, nor -2 [2Hi(4-bromobenzyl oxy)

benzoyl a. riing] 1,y3- pheny] propionic acid. 2. The
conpound accor d| ng Bo cl laolpm 1, 9\/\,ﬁer ein Wis -NHCH

(E) - . 3. The. @dﬁpcgndioacikmi’tdl ﬁgdt ocybébﬁllzylmh@r&zh alkyl,
-Z is a radical

4. Th
according to-cl ai WL? reifer é:“ﬁ fy Oa?llkg&l cai'IeS co%(rp?ﬁgge_ oF

- (CH2) -s-X-P-1-J sttMQﬁbeéedTlﬁﬁnﬁo@@tﬂﬁﬁaamyoédbﬁgltuted by
claimd4, wherein -X- is -0- e corrpound accor di ng
to claimd4, wherebnesors sevgr@l xadikcalpselegctaghefrom -OH,

conpound of cl ai m \QIC del n }A\](bs '%}f E) N&'{!Z CH%— -C1,

8. The conpound accor to cl'aim whereith -Zi's
radical of the -@Bk;J-T type. WO 2004/ 1109838C1-Cq) alkanoyl,

PCT/ EP2004/ 006330 , ' 104 9. The compound acgordiin
claim7, wherein {87 %aallé"&’rxé/ 2L {1 ?8 ‘%fi‘%noyloxyl

s- X- P- I-J T type. (3;8 C;ﬂh%lq@lm@q%l@g,qqr di ng to claim
9, wherein -X- is . The compound according to
claim9, wherein éCnsCQ —aiétylmhp@enmm 12. The

conpound accor d| ng K Ais an -OR1
type radical . ?ﬁec 0%031‘15 glgr(ﬁrig toclaiml
sel ect ed fromthe (groqp - afilﬂ@ﬁjcsiy—rsg)zef (28)l €, B-alkyl -S020-,

Bgﬁgég: g)r(nyphenyl ) _NR%R_:% —COISII?ZR??Ut Oe(é/b%n)z ﬁqﬁ optlonally

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

c.d) phenyl and phenyl-(C;-Cs)-alkyl, being
this aromatic ring optionally substituted
by one or several radicals selected from
-OH, -CHO, -S8H, -NO,, -CN, -F, -Cl, -Br,
(C.-C4) ~alkanovyl, (C1-C,) ~alkoxycarbonyl,
(C,-C,) ~alkanoyloxy, (Ci1-Cs)-alkylsulphinyl,
(C1-C4) ~alkyvlsulphenyl,

(¢,-Cy) ~alkylsulphonyl,

(C1-Cy) ~alkyloxy-50,-, (C1-C4) —alkyl-S0,0-,
_NR2R3, -CONR2R3, (C;-C4)-alkyl optionally
substituted by one or several -OH or -F,
and (C;-C,) -alkoxyl optionally gsubstituted
by one or geveral -OH or -F; and

c.e) a heterocycle and
heterocycle- (C1-C3) ~alkyl, wherein the

heterocycle is a five- or six-membered ring



no] propionic acid nethyl ester; (2S) -3-

(4- benzyl oxyphenyl) -2- [4-
\NQS?MMHH&benzyIoxy)benzoylanin 0] pr opi oni ¢ acPdI/ERE10hy006330

ester

(2S) - 3- (4- benzyl oxyphenyl ) - 2- [4 (2-chl or obenzyl oxy) ben

?oyLan1 Ino]proplonlc acid nethyl ester; (2S) -3-

4-benzyl oxyphenyl) -2: [4- ]

(2- fIuorobenzylox?%%%%%%%?%nﬁﬁIWb]Spgpi%ﬁlg%ﬁ%ﬁd:heteroatoms

met hyl ester; selected from O, S8 and N, Dbeing this

(2S)-3-(4- benzyloxyphenyl) 2-[4- (3 nethylbenzzloxx ) ben

zoyl ani  no] pr opi beteracydlaetappicasldy gpkstiguted by one

(4 benzyloxyphenyl -
trlfluoronethylbenzyFoxy%éenzoylg%%%ﬂﬁﬁ%ﬁﬁ%ﬁﬁcf%%Td ~OH, oxo

methyl ester; (280} 3- -(Chohenz3H oxypoenyHyN,2-H§4--Cl, * -Br,

(2- nethoxybenzyloxy)b nzoyl a o]prop|0n| ,aci
met hyl ester; ? iﬁgﬁy loxyph ﬁy] 1%ﬁ§ycarbonyl

(2- nethylbenzylox @bgp Qgh%gh LR opirenic a@yk lsulphinyl,
net hyl ester; (28¥ -3}§(4 ben§VFox$LheéyP14) X'Su phiny.

trlfluoronethylbemzyKbePBéWi@VH@hﬁnaﬂproplon|c aC|d

met hyl ester; 004/11% § PET/EPZ 04/006330 X015

(25) -3- (4- benzyl kycp*ﬁe $IPRpny
tonIethoxy)benzoybgmhnobgm@pbgyigoge;d nﬁtﬁyb4bsahkyl S0,0-,

(2S) -3- (4-benzyl oxyph 2--{4- [3- (4- ' .
propoxyphenoxy)proEBﬁg?ggxiégﬁ%%ﬁ%o}ﬁ&bp?éﬁﬁ%uﬁé¥dOPtlonally
met hyl ester; §%bs§ ﬁée@epgybﬁéygge%EEEraaseb@ral -OH or

(:3- nethox. ybenz oxXy enzoy m no] propionic acid
met hyl ester; (2SF,- 3- @AxbenzyKQMyhheﬁyk¢XY2 [ 4optionally

ﬁg{ﬁ;?oégfgﬁfylox¥hb EYE ¥e8nbv ggépropl %afC|8H or -F;

(2S)-3-(4- bEPZﬁ@Oépo%&ﬁbkﬂZakémé4 but yl benzyl oxy) benz
oyl am n o]proplonlc acid nethyl ester;
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
R6 and R7 together with the N are joined forming
a five- or gix-membered cycle optionally
containing from one to three additional
heteroatoms selected from O, § and N, and that
may be fused or substituted by one or two five-
or six-membered cycles optionally containing one
or several heteroatoms 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, oOxO (=0), ~-CHO,
}—SH, -NO,, -CN, -F, -Cl, -Br, (C1-C4) ~alkanoyl,
(C1-C,4) ~alkoxycarbonyl, (C1-Cy) —alkanoyloxy,
(C1-Cy) ~alkylsulphinyl, (C,-C4) ~alkylsulphenyl,
(C1-C,) ~alkylsulphonyl, (C1-C4) -alkyloxy-S0Oz-,



(2S) -2- [4- (4-butyl benzyl oxy) benzoyl am no]
-3-cycl ohexyl propion is acid nethyl ester;
W@ 2@3A9831- [ 2- ( 3- met hyl qui noxal i n- 2yl oxy) et hoxRJDEP20Y006330
am no}- 3-phenyl propioni c aciydsmet hyl ester; (2S) -3-
(4- benzyl oxyph. enyl) -2- [4-
(2-pyridin-2-yl ethoxy)benzoyl am no]propionic acid
net hyl este
(2S)-3-(4- b@i&z&%x%ﬁéﬁyﬁ?ﬁ { 4-[ 2- (3FNRAFR qui noxar FRAVRZR3
-2- yl oxy) etdioxy] benzoy! aghO3PL R Ol AGitd; &Rt h one or
ester; (ZS)REBKM 4- begzyﬁgiyphenyl -2-{4 -l Yy
(pyri di n- 2- S@W&ﬁ@@eﬁ@@xyrbeﬁ20yﬂﬁh1Hhkﬁnbpﬁ h@%thpﬁtlonally
nmet hyl ester 4- benz on nyl -
[ 2- (qU|noI§$P%#2§4‘?i)ééh&&yfggnza%ﬁgﬁino pr%bl%ﬁlc nd
?ci d[rreé?yl @&llzel[lrco@ﬁﬁ%R73w}(L4”—di®nzul ey phenyaf indti - above,
4 2 qui nol i n-7-
yl oxy) et hox3Ab e AR hA G5 dafdned &yl ester;
(2S) -3- (4-benzyl oxyphenyl) -2- {4-.[2- (quinolin-2-
yl oxy) et hoxy] benzoyl am no} pr opi oni ¢ aC|d nethyl ester;

Wiﬁﬁ tHe g?wammyﬂEXygha@wqurzi formufly- (I) is neither

|
3 R PO RSO AR e SBG™HE, y) 201, mor

2*%4”(4 et Poxyre A 1R:8AHRReRY  hmi o] 43 b&enylproplonlc
( 3- met hyl qui noxal i n- 2-

%ﬂmﬁy)ethoxy]benzoylan1no}prop|on|c acid nethyl ester; nor

%2 méﬁiﬁ qui noxgzlr %@'\’QQHZ%‘MHHLD% -3- phenylproplonlc acid.

yl oxy) et hoxy] benzoyl am no} pr opi oni c aC|d nethyl ester;

WD 2004/ 110983 PCT/ EP200 /006330 1 28) .
A -4- ey | SRYPRERF| ) 2ESOFAIng). T3 qu]r'nox‘gll'l?]ﬁeﬁn wois
hoxy] benzoyl am no} propi oni ¢ acid ethyl ester;

(28) 3- (4- benzyl oxyphenyl)-2-{4--]2-(3- nethquU|noxaI
n- 2- onxy)ethoxy]benzoyIan1no}prop|on|c acid

‘ 1
%2%% oéf“P r%lzC{/I"’locxcyO delr%ﬁ )"02 C{lfl[n? (SerrltEeatrﬁ3 U|Znoxal , gadica
of2-thd oxyyBihax shenzoyl am no} pr opi oni ¢ aci d propyl

ester; (2S) -2- (4-benzyl oxybenzoyl am Lno) - 3-

(4-benzyl oxyphenyl ) propion is acid;

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 -O-.

6. The compound according to cliaim 4, wherein s is 2 and -X-

is -NR4-.
7. The compound of claim 1, wherein W is -N(E)-CH-CHx-.

8. The compound according to claim 7, wherein -Z is a radical

of the -Q-I-J-T type.



(2S) -2- [4- (3-benzyl oxybenzyl o_sxy)benzoyl am no] - 3-
(4- benzyl oxyphenyl) propionic acid; 3-{
W@ 3o0banwyd oxybenzyl) - [4- (2- PCT/EP2004/006330
di benzyl am noet hoxy) benzoyl ] 4ga no} propi oni ¢ aci d;
3- ((3-benzyl oxybenzyl ) -{3-[2-(3-net hyl qui noxal i n- 2-
yl oxy) et hoxy] benzoyl } am no) propionic acid; 3- { (3

%g%:c%i%gﬁif%'a@%l{ﬂf% itfps g&%g_?nz)g,o%%?:gzly Q)éy)is a radical
o [thd 4- @en3 ylexybenzyt oxygdenzoyl am no] - 3- (4- benzyl ox

yphenyl )propionic acid;" (2S5 -2- [3-
(4- benzyl oxybenzyl oxy) benzoyl am no] -3- (4-

nzyl oxyphenyl ) propioni c aci d;; . e e -
odF PSS SR SO0 38 Bsiangr- atydna%y) BensO
oylam no ]propionic acid; 2- [4 - (3
penz oxybenz oo Senzor amngl, 3 vhekdin s 1s 2 ana -x-
pengy oxyphenyl) - 2 - [ 4 - (4 -hutyl benzyl oxy)
benzoyl am no] pro pionic acid;

2-[4- (4-butyl benzyi oxy) benzoyl am no] - 3- cycl ohexyl prop

[ aci d. -benzyl oxybenzyl) - [ 4,- (4, o

TS BT SRR S rE b ln heepertia i, 1y pn -oma
(3thpazyhaxybenzyl) - [4- (4-Dbu-tyl benzyl oxy)benzoyl ]
am no}pro pionic acid;, W 2004/110983

PCT/ EP2004/ 006330 107, .
15 ]%rféepr VAR A o irlef P AP RE AL 2060V kAR group
3-¢dnbéazyhgxyﬁhenyl)12-[4-(2-chiorobenzyloxy)bénzoyla
@' o]ggr Qpi oni.c_aci.d; ) o dan (4 1 ami

B AR D 42 A SR RS 68) By pgoy Lami

8o on QP I AIHE il ester;
(28) -3~ (4-benzyloxyphenyl) -2- [4~ (3-bromobenzyloxy) benzoylamin

olpropionic acid methyl ester;

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

(28) -3- (4-benzyloxyphenyl) -2~ [4- (2-fluorobenzyloxy) benzoylami
no] propionic acid methyl ester;

(28) -3~ (4-benzyloxyphenyl) -2- [4- (3-methylbenzyloxy)benzoylami
nolpropionic acid methyl ester;
(28)—3—(4—benzyloxyphepyl)~2—[4—(3-
trifluoromethylbenzyloxy)benzoylaminol propionic acid methyl
ester;

(25)—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)benzoylaminol propionic  acid methyl

ester;



3- (4-benzyl oxyphenyl) -2- [4- (3--

trifluoronethyl benzyl oxy) benzoyl am no] propi oni ¢ aci d;
wW@nw4/1898% 4- benzyl oxyphenyl) -2- [4- (2-- PCT/EP2004/006330

trifluoronethyl benzyl oxy) benzgyd am no] propi oni ¢ aci d.

14. A pharmaceutical conposition conprising, as an

active ingredient, a ther apeuti cally effective anount

f _the ound according to a one of the clainms 1
f h?f&%gt?%nl X@ rs [é‘te “ifbunts of
dﬁﬂf%pf@ﬂid”éﬂﬂ&sméghyﬂlé%ﬂgf,

“the corrpound as efl ned in any one of clains
{2%) thﬁﬁd@@lﬂ%&l@ﬁ}@lﬁn}aﬂn@h antent (4-or the

R e L e M

@stelef i ned in any one of clains. to 13for t he
manuf act ure of a medi cams)nt for he prophyl actic

bl oF - EhTReTTEL R @SRt o BPARY nedi at ed di seases
Ihéltﬁ&cu%d ais'ﬁaef;:f')ﬁié&gidw i HETRoplibn 1S eac‘ifd tnﬁﬁ:hgfl ester;

ed in any one of clalns
t 21@) i (4 doenzel @tyﬂmezcﬂn )csamfrﬂt &:bfeuhmcyme@mmoam |b(enzoylami
[ or curatlve% m:lnte PPARy / PPARy nedi at ed

i SREQRECHTS, S, ff i Hing & human. . VO
2O 41008 zy1l CB%I'EH%QLQM DOGR3% - but\ﬁ_b]e&zytl&&yf)fbéﬂ'tﬁwl amin

conpound as defined in any one of clainms 1 to 13 for
‘?WW%t%ﬁ%ﬂd‘ﬂe@%cﬁ%nt for the prophylactic

@ﬁgéoﬁ iz ?% §t§fdls fybéh‘éyl ﬂlﬂﬁliﬁi ﬂgﬁ?iylproplon

se i'n an I'nclu
imnm:.dh@etlusle egioardi ng to claim 18, wherei n the

boI g ﬁé%g%?e tﬁ@rsl non- i nsul | gﬁ{giyq t%%f;!g)%el‘l:zeo%flamlno}—
mﬁﬁ&h éf@pf@:ﬁﬁp%dﬁ %@&ﬁﬁlﬁ eétS—*-:tO-beS| ty. 21. Use
according to claim18, wherein the nmetabolic disease
(28) -3-(4- benzyloxyphenyl) ~2-[4-(2-pyridin-2-ylethoxy)benzoyl
amino] propionic acid methyl ester;
(28) -3- (4-benzyloxyphenyl) -2-{4- [2- (3-methyiquinoxalin-2-
yloxy) ethoxyl benzoylamino}propionic acid methyl ester;
(28)—3—(4—benzyloxypheny1)—2—{4—[2—(pyridin—2—
yloxy}ethoxy]benzoylamino}propionic acid methyl ester;
(28) -3- (4-benzyloxyphenyl) -2-{4-[2- (qulnolln 8-
yloxy)ethoxy]benzoylamlno}p?oplonjc acid methyl ester;
(28) -3- (4~benzyloxyphenyl) -2-{4- [2- (quinolin-7-
yloxy)ethoxy]benzoylamlno}proplenlc acid methyl ester;
(28) -3~ (4-benzyloxyphenyl) -2-{4-.[2- (quinolin-2-
yloxy) ethoxyl benzoylamino}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-methylquinoxalin-2-

yloxy) ethoxy]lbenzoylamino}propionic acid methyl ester;



is selected from hyperchol esterol aem a, and ot her

i pi d-nedi ated pat hol ogi es. 22. Use of the conpound as
waledounedsi n any one of clains 1 to 13 for thePCI/EP2004/006330

manuf acture of a medi canment fqyg t he prophyl actic

and/or curative treatnent of a cardi ovascul ar di sease

associated with netabolic syndrone in an ani nal

ingl udi a_ human. .23, of the co nd as defi.ned
<%$Zﬁ%}{%%§?ﬁz %ﬁX&?%?Xif¥§RJ%?ﬁbT¢%§H%£$ﬁiﬂﬁﬁHQ§%&ﬁnéz_
yieshtgleaEivxf el 48, oty pedd onian @/ eHhalll Wter ;
treatment of inflammtion or -an i nflammatory process

V45 lyetet 4 Penr AP BmhANY 5 e Udi nig o Smiiedhy lsainggelin-2-

. . ) el nfl .
N R B s BB T e dioby estes
@ $lerdstl -draasdel oxBfphdisgel Jaccoradi 12y (Be meltaiyho2id noxalin-2-

erei n.the .inflammtor rocess is selected_from
Ao 1 AT P R GO e eade SoReT
@QQHJﬁj£gﬂ5%ﬂ%%&é%§%¥¥yé¥¥§%%%o)1@9(%abeHé?l%&ybm%ngl)propion
conmpound as déefined in any one of claims 1 to""13 for
theagighuf act ure of a medi canent for the prophylactic

_curativ € t_of a, ' o AL

G 1 (4 e i SBUIRIL A R BANS SISAIREn 1
Hameyl oxpbhdisd )afrdpgieorcionmeauirt as defined in any one
of,clainms 1 to. 13 faqr the manufacture of a nedi canent
%Tﬁ{a{hfﬂﬁi;ﬂﬁﬂgﬁﬂ4%} “al /6?‘curative treat nent -of
dﬁBEﬁ%YIéhﬁHbé%Hdﬁ%}Héﬂédﬁyﬂahf%o RHRA ond8: akl8g.0f the
conpound as defined in any one of clainms 1 to 13 for
-heel Irdrarfztiarsd etz ) mediclRreldt-redhyilge iposplyinadti

n r_.curati.ve treatnent .of skin.wound healing or
cu qéﬂ é%:gjséxyc] !bseglrzdjéfrels a&%&&é ip_e]\“tO d Wi th o rJf.d ‘anomal ous
A ff (et yild:aibedfzy16pi Uer (B-GetehilDxyPohizlt bixe) benkbgl] amino
formati on of keloids, in an
}propionic acid;
2-[4- (4-benzyloxybenzyloxy)benzoylamino] -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
Ipropionic acid;
2-[4- (3-benzyloxybenzyloxy) benzoylaminol -3 - (4 -bromophenyl) pro
pionic acid;
3- (4-benzyloxyphenyl) -2~ [4- (4-butylbenzyloxy)benzoylamino] pro
pionic acid;
2-[4- (4-butylbenzyloxy) benzoylamino] -3 -cyclohexylpropionic
acid;
{ (3-benzyloxybenzyl) - [4- (4-butylbenzyloxy)benzoyl] amino}aceti
c acid;
3-{(3—benzyloxybenzyl)—[4—(4—butylbenzyloxy)benzoyl]émino}pro

pionic acid;



ani mal including a human. 29. Use according to any of

the clains 15 to 28, wherein the nedicanent is
wa@civwsni®sered orally, parenterally or topical | BCT/EBDN4/#06330

nmet hod for the prophylactic apd/ or curative treatnent

of a condition nediated by PPARy in an ani mal

i ncI udi ng a human, corrpri sing adm ni stering a

41 305 bl S YR, AR B3, STV, 851 ansrnol e

sz 1lsiabita! am‘ld}har maceutl cally accept abl e exci pi ents.
A nmethod for the prophylactic and/or curativ

31, .
%T(émh?é’r?ty BYPLEBHAI 14 -dr -riedicad @érownwtlﬁxwﬁhwzamammol pr

JHARY &y.animal including a human, conprising
fg'm ni st ering. a therapeutically effect i ve anount of

3 (@mmmzydoag/pdm&mie)dz-rt%l (@i-met hydbenken oxw) benanylamino] pr
E rqprl at & amount of pharmaceutically acceptabl e

dino 2004/110983 PCT/ EP2004/ 006330 110 32.

(ﬁ@gg{ A9 ta anysone of clains 30 or 31,
V\herel n the admnistration is carried out orally,

tddmaxaaia bhyd e lesiv) penz®y Lamdaol pa obdpnt ke acid; and
ve treatnment of an ani nal
[ n&p% é}lo%@%ge{rlﬁ%;lg fujerl n(% froma condition

tas Fdaicatoat: tiytlbaretydlosdyl) betizegd sed not pappisnig acid.

adm nistering a therapeuticaly effective anount of a
conpound as defined in claim1l together with an

JAPPT 8P 1A fn AU - Off cBﬁ?B@‘E?Hﬁ' CRlnlph- AGGRPt 2Rke an  active
excipients. 34. A nethod Tor the prophylacti’c and/ or

ingredivett,r ead nehherspenhicai bl eddkegding a dmawnt, of the
suffe fro ard| Qvascul a segse. associat
ﬁ%? 6h|8%%g1 1y S%np St dh &rsi ? Eg Eg together

ro r|S|ng admnls ering

ﬁﬂﬁﬂﬁﬂ&pﬁﬁdﬁﬂﬁaﬁéfe@m®uﬁt§nnﬁﬂt pharmacenpouallgs acceptable
defined in claim1 together with an appropriate

SXFHRIETESS -phar maceut i cal |y accept abl e exci pi ents. 35.

A nethod for the prophylactic and/or curative

t r eat ment '

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 ¢ne of claims 1 to

13 for the manufacture of a medicament for the prophylactic
and/br 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..



of an animal, including a human, suffering from

inflammation or. an inflammatory process in general,
w@eowpni®sng administering a therapeuticaly ef PEUEP2084/006330

amount of a conpound as defiqp@d in claim1l together

wi th an appropriate anount of pharmaceutically

acceptabl e excipients. 36. A nethod for the

IR T chEren ool oo nget Poet boRe Bl s@delr Craims 1 to

CONPHE StRE adiufbstakbnera 4 h@é@ﬂ%&ﬁé@@l Yoef tBet b¥ephylactic
amount of a conpound as defined in claim1 together

agdtrancuppEbpei ateatapplintofof apRandacéon @fggeiated with a

’%%E%%%;n %Q %h gﬁ%%g pr opﬁlalnactl c

and/ or curative treatnent of an animal, including a

human, sufferi from ancer co
Ja%m‘{‘r‘i;%t%???@éla‘% he? ap %Hﬂcapy @F%E%Pvégﬁnﬁl&ﬁﬁb{?ﬂlc disease
comang, 481 defdrdddhiClBidBek dogrhinaud tRrramwm) |
appropriate anount of pharmaceutically acceptable

exci pients. 38. A nethod for the prophyl actic and/or

r ve_treat ment an a ma| nel uding

%ﬁ%?@r?n@é?oﬁgl%%ln mounﬁm Eéal heko% cgbanggﬁgggﬂqb disease
ik sspekeiriSy associ ated with an anonalous

differentiation of epidernmc cells, particularly the
formati on of kel oids, conprising adn1n|ster|ng a
3 er@@gu&&g&{g ﬁggﬁ@tbyglﬁnggntwﬁgrélﬁogﬁguﬁgtaﬁollc disease

ef i ned together wth an appropriate
imounsedbéctelar mdcent i cadiyyeadoeipsid e leariipg ent sand 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 is selected from rheumatoid arthritis, and

atherosclerosis.

25. Use according to claim 23, wherein the inflammatory
process is selected from psoriasis, and intestinal

inflammatory disease.



WO 2004/110983 PCT/EP2004/006330
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26. 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 bone disease, particularly

osteoporosis, in an animal including a human.

27. 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 cancer in an animal including a

human.

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
epidermic 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.

30. A method for the prophylactic and/or curative treatment
of a condition mediated by PPARy in an animal including a
human, comprising administering a therapeutically effective
amount of a compound as defined in claim 1 together with an

appropriate amount of pharmaceutically acceptable excipients.

31. A method for the prophylactic and/or curative treatment
of a condition mediated by both PPARy and PPARO in an animal
including a human, comprising administering. a therapeutically
effective amount of a compound as defined in claim 1 together
with an appropriate amount of pharmaceutically acceptable

excipients.



WO 2004/110983 PCT/EP2004/006330
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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 metabolic diseases, compriging administering
a therapeuticaly effective amount 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 compouhd 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 claim 1 together with an appropriate amount of

pharmaceutically acceptable excipients.

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.



WO 2004/110983 PCT/EP2004/006330
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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 asgsociated with an anomalous
differentiation of epidermic cells, particularly the
formation of keloids, comprising administering a
therapeuticaly effective amount of a compound as defined in
claim 1 together with an appropriate amount of

pharmaceutically acceptable excipients.



