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WD 2006/ 063999 PCT/ EP2005/ 056742 1 " 2- ARYLPROPION C
ACI D DERI VATI VES AND PHARMACEUTI CAL COVPOSI TI ONS

WEENEALIDNG THEM " Brief description of the i nREEPDIINS/B56742

The present invention relates to novel conpounds
useful in the inhibition of the chenotactic
activation induced by the fraction Csa of conpl enent.
Said conpounds are useful in the treatnment of
pa-h o AR ERR OPIONICng CEh DERICAFIVESCAND PHARMACEIFTICAL
Mﬁ§ﬁ8$ @Wé&@wnduced by the fraction
i cul ar, the conpounds

of the invention are useful in the treatment 10 of
sepsis, psoriasis, rheumatoid arthritis, ulcerative

& 1 feth ory distress syndrone
| di opg gresentgaiz)esntlo rgla‘%elsT? ! ?1!)\%1]%% ound% usgfd bln the lﬁhlbltlon of
preven feat men

aingdl chﬁ’ﬂ@lﬁétus laGfivatiSh aindu&dd biaethar fradtfa)nr e}S@OdSlSEOﬂhplement Said
i mmunol ogi ¢ and .infective events, activation of

t he
meBBWﬁﬂsé‘ﬁeeH%ef‘élygﬁlé‘?ﬁr??é@F%t SPatlioingigs degendipg gp the chemotactic
I B RBHRS O M@ﬁﬂgnﬁﬁ BByt lﬂ'ddcg&tby f{ﬁé*t}fa%{lsn a64d QR the

and via rel ea a series of peptide fragnments,
gemelealehy Tk pmmulals theagoaployhdst Qf)thmmvelgemaratlmﬂulby the treatment
matic cl ea

e of , t

PP SRRt S B95attd i bican SR, GO SPR bty dptress
Eynd@6mBaakpsidic f|1‘tﬂoshéJ rdlom&pRlonEHNBahdHethe|peevtSort 41 ttdatment
con‘pl enment fraction to give the glycoprotein Csa of 74

20 inavy rrawsed gy ischipmiacay rpegsfusige. fragnent of the
%‘PﬂPLF nf;, has been defined as the "conplete”
pr‘o—rnllﬂgamm tory nmediator due to its chenotactic and
I nf | abAratesponse atot limintunologic faadt infetther everth amma\tamby of the
medl Etors such . sel ecﬁfd cytok es (IL-8, I\/Cg
sien} pistogy ARy APUTRENI ) SATERPGeresRAaF el via direct
%?étﬁbré’ﬁet dcAbh Qﬁid Gﬁlrlaléase%@ a\WBids&f %Eﬁtﬁfesfra%'ﬂ?etﬂtsa enerally known as

hi stam ne and bradykinin are only weak chenofactic
agany kitoxiGo geenash gy @myd@’ql@@éeasagﬁmfrthe CReCH pud IGhegoemtement

f Cba, di
e ACee Gk B PR araR oa B R R ©9
@Bﬁﬂb?@f@cl@i@k ithee CatdoMHldnthin® FatiidC tadbiO8 b I0BaRbeint CSa of 74

ai rway. i rresponsiveness and chr oni c inflanmatory
aMmdwgsdls, ARDS and CODP, Al zheiner's disease, juvenile

30 rh h
I mangrlg?éﬁ ‘Beéﬁéc%e fl%l_%ﬂlégt(!)\ﬁ Eile\”@gllh fe&enﬁ'ﬁgs Y3EY - defined as the

ffeampleten f grarmfidromytopo hediatal dof tCha/ %mo«t&ﬁére@d inflammatory
Strllveltrya g dfa(k:)ty ot oetr r}nH\Qnr%gt%%{ (gr?e%?a%c?rs suc %Ezs% e%{e 506yZo ines (IL-8,
MCP-1 and RANTES, for example) are highly selective towards self-attracted cells,
while others such as histamine and bradykinin are only weak chemotactic agents.
Convincing evidences support the involvement of CSa, in vivo, in several
pathological conditions including ischemia/reperfusion, autoimmune dermatitis,
membrane-proliferative idiopathic glomerulonephritis, airway irresponsiveness and
chronic inflammatory diseases, ARDS and CODP, Alzheimer’s disease, juvenile

rheumatoid arthritis (N.P. Gerard, Ann. Rev. Immunol., 12, 755, 1994).
In view of the neuro-inflammatory potential of C5a/C5a-desArg generated by both
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2 local conplenent production and anyloid activation
joined with astrocyte and mcroglia chenotaxis and

w@edowedopon directly induced by C5a, conpl enmentCT/EP2005/056742

i nhibitors have been proposed for the treatnent of

neur ol ogi cal di seases such as Al zheiner's di sease
(McGeer & McGeer P.L., Drugs? 55, 738, 1998). 5
Furthernore, the control of the synthesis of

¢aap lcompieimeht a)rtbduatienia&d mnyﬂgidje(:tadtian gommiswmlg astrocyte and
t her ape tlctar in thetr hock in
PEIOCET EURSTA O 08 25t EET AP TRUPTGE B G (R EpFHAphibitors

R bdepl RopdsB@ Mol @k ek @n AN dr nw@%ﬁ:@uaﬁee&@mch as Alzheimer’s
rejection) (lssekutz A C. et al.

disrased ﬁla‘&d‘ﬂcheZPIl Drups otp, 7%6\‘@98)? et at .

Ir‘rm,lng rthelTrentote Ble borf]i ol c])'fg %}]ﬂ% sg'v?lreselsro ent ! Ye’ment fractions 1is
i nhi bition o 1%enent Ctrons’has Bee

comsiddred] at probﬁsmgnth:éry@dmc Natgee iPrtey erhintnt of srhatk wed in the
and transpl anted kidney injuries taking account of

PEYSMEfertl TGOV ABHRS | SthetranspiPRbJalEle @eaotefure and

@19585,‘&11% gmfﬁféédtlt)hf‘hsée@gtzagl@ eetglllomr yl ﬂﬁmﬁﬁ&ﬁ'ﬂarmacol 12, 1,
injuries.” (Sh S H, Opi ni on

Nephrlohgi Pvlypteatt Imrﬂuno:kgsett ,1%82}9 1@9&} d‘do@rnesentky inhibition of

SRS ot B e e I oo et S RS n VRl native

lafd tRnRtkadkidher apedsi tﬁ@h%}écécﬁﬁlﬁbﬁ lcbipRinedt BABIveRient in the
psoriatic |lesions. Neutrophils are chenotactically
Rethpernegs oahathzfélfq%tné@stwl andacusy glomgruas r@naelewuaﬁs oPheerin

SRSy il lenf: hiSH RefhubR38R07 DSt syt I Ml at ed

keratinocytes, a-desArg traction
produ C]hﬁirat:ﬂ&flﬂugl‘eutrbﬁhlhhdoﬁmm&tlbn eccuroimdeateid dhadniwgathologic

ac vatign (T. Teruj r mat ol , 1,

JjonsyEOT S5aRRlEen b Ew@ﬁ/ inflagel ApEEh Aoy abed gt areas
oP SRR NENoR K\)@uﬁerlﬁ%Sar@fchEingta@t‘idélly a@&&%doa[ﬁdcaﬁ%t@& by the
as inhibitors of the chenotaxis of pol ynorphonucl eate

ayrkrgipton enuel edt eheowkinss, (MO 02d (IB@&I?Qeleaérdqle bpothel stimulated

| ass i ncl udes n fro sel ectiyv a .

e B0 s MG HERIC BT 878 AT BPQCeR Fitel fig ernative
QURAPRATRA! Yat RNAPALNIHSAIT TeRfi cOTEER Qﬁérﬁﬁﬁilkw prdodes of we
R-2-aryl - 25 propionic acids have been reported as

baye eedentdy |dﬁ$ﬂr1bﬁd ér gosl aBBa afnduecsd-ansoealigpainidgs ofrRt2-aryl-
0332‘%,}4%6 ighe b&orQV‘Q Qﬁ’é QhehBhkis Y& NAVGorRSEMdaYe and

nove ass
nﬂm@ﬁ&’dléﬂt@ﬁélﬁhfm bt/oammiesle {ONE] clRd3/iRdddds)coatpdunds ranging
ryl propionyl.a {:V\D 02/ 58858) ,
f@ﬁhﬁhcﬁ?’%ﬁ%mhébl%%ﬁ @sdual W08 imukiErs) and

F%rtﬂér}ﬂo"f‘&%'afért?a?y d%imdnYth Qé‘l/tsogiggfﬁgga %111891‘1(?&511@6@ &bt R-2- aryl-

sel ectivée 30 inhibitors of CXCL8 induced hunan
ohanmotiaxdids habedeemrapodediss géwtore bebiiors oft i labmpd neutrophils

R R e T R

We have recently described novel classes of “2-arylpropionylsulfonamides” (WO
00/24710) and “2R-arylpropionylamides” (WO 02/58858), “2-arylpropionic acids”
(WO 03/043625) and “2-arylacetic acids” (WO 04/069782) as potent and selective
inhibitors of CXCLS8 induced human PMN chemotaxis. The compounds described in
the above patent applications have been found to inhibit CXCL8 induced PMN
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3 chenotaxis in a range of concentration between 10-7M
and 10-9M by contrast the conpounds of the invention

waenoaos3dnhi bit Csa and f-MP i nduced PMN chenptBHEPR05/056742

in the sane range of concentration. Next, we have

descri bed a novel class of "onega-am noal kyl am des of
R-2-aryl- 5 propionic acids &s inhibitors of the
chenot axi s of pol ynor phonucl eate and nononucl eat e
chérhotaxin dneedngsy of bencamepion| etwednn] (CB4'and WO M; by contrast the

02/ 068377)... I.n this  patent . l'ication,. h .
PapBr it of Histifydniod daBat St EC St YhPinded PRk shemotmis
SIS b @ftlge o8 céhcehtkiftion! requisite (pharmacophoric
g\% nt) for Coa inhibitory activity. A selected nunber

Xg ofip bairrd dessfibecha nongleplpssopl Femedgeapinpdkiramigdss of thy2-aryl-
i nhi. bi. h _10. C ' ced C '
BIPRTE (BR o8 oy o e SRS o R EREPRA ARl and
infvdoaudlehte gelisuihdacdd bhehdasdphylaesdid @Sa” TMEO ais8aY7). In this
role of the basic, positively charged noiety for Cha.
PRIGRS tRRdisatiQ, MenkaverrepertRg hfe%a&nil%ayma? grotp on the N-linked

ifRRORA] AUl ARRPhSR i) SR8 S8 ERHibi

O O BoA A B (-rTERPhAT: BanhitoREaf FATLRES atfhin
Poselistddaenbso ol sampuuinds eltthy ifvenimeh asdebrettuad ableds shaffit both

~R-ary i.onam nd . . .
?ﬁw&#ﬁ%{?@gw @Wé%ﬁ%n‘%ﬁ“&?&“ﬁ CHtue Rf e flpFibleg@idont atoms)
ShackhBet@BBOtre 8@ atda¥land PHObiRic RXbLd I Thedriiledle ok basic,
selective inhibitory effect on C5a induced human PMN
CREHRBxshareede meigie” 19pvE P upPItiomtis senBepedy by the activity of

ST AT QAT 00 e S vl B

BeeHed dRcabood of theinvientiora wel | defi ned position in the

chem cal , space, shaw a surpri si ot ent .i_nhi bi tor) .
of f ect" eoha&%w TGS PRCERBRAR,0F 2R oty proplonamides
bR errestyil Rehbny 5N EHEMERERAHEL S v e TR M LY thk 3leg@hminoalkyl
CXCL8 inhibitory activity. A pharmacophore is defined
gsouphexhabis erpotent and selegtive ianbitery etlfiecioon €52 erflviced hemas PMN
iﬂ %g.a cl ass of biologically active conpounds,

cNemotaxis. . . ..

necessary to ensure the biological activity. In

gener &e lLidve pbar fagaphbste serbtebe 2a0asilglep@darhides and 2-R-
ensenbl e of steric and _electronic require

ererfepioagipulfpnagides with & FOHARPEENHEONR) éqqﬁ%@@m{gmup in

QG\LM@ QEFifed ;}stﬁlo‘ﬁgihctﬁ!e | HerRChi YfacE ARBRUN gu@ﬂgnig tp%tent Inhibitory
bi ol ogi cal target. The pharnmacophore nodel accounti ng

fefectt dre Goai inbudedolmndn CHEN i chedepikst dakeientitkgly. thése c@@pounds

The vel .p har.e nodel shares four out of five
FE%%“B? gde "?@?@g’?&hé PR o 2006/ 063999
RGIHERZEDRORGS ddiZned4s the ensemble of steric and electronic requirements, in

a class of biologically active compounds, necessary to ensure the biological activity.

In general, the pharmacophore can be considered the ensemble of steric and
electronic requirements (features) necessary to ensure positive interactions between a
biologically active compound and its biological target.

The pharmacophore model accounting for the inihbition of C5a 1s depicted in Fig. 1.

The novel pharmacophore model shares four out of five features with the previously



10

15

20

25

30

descri bed pharmacophore of CXCL8 inhibitors (WO
04/ 069782); the four comon features (Features 1-4)

w@emona¥pd et el y superinposabl e in the 3D chemn BEl/EP2005/056742

space. Feature 5, corresponding to the additional

Hydr ogen Bond Acceptor Point, is characteristic of

t he phar macophore of C5a |nhl4b|tors Mappi ng Feature 5
makes 5 reason of the high potency but also of the
dbseibed dh@ﬁab@h@t@o&@]x@fﬁi whibytos (WO &4/068ApDu thesfoul common

ounds [ 1y .mappi t.he .
K st d DO PRk yrdriMBBBLn TR ghomigtismse
PBatsCh 8 .cotrBspbadihe th hel h&dltl&fal S @64 @0 BRXANRERPtPT Point, is
pot ent and sel ective CXCL8 inhbitors is shown.

ebm@ermﬂ@ <Pfa%1mhgrr@¢00ph@eatfo¢ia gharitosy dYlerjang Bewere 5 makes
1 a%gtp E) ;hegl%g 93? A Lt alg'o f§ Xl% gt! gr\/%?“b%% tﬂg fsglec‘u vit dof the

ctivi ries oprofen a
aod psutlds omafattlall deg corapounds figlgninap@ag 4heapichrdpcdphv@ model in
been eviously reported to be selective CXCL8
i bl Eﬂoﬁ%}"l‘ltwo%ef#é PR I& activity on the Csa

inddeRd PN %h@ﬂ@été’d( 'e§amﬂltes b pHEhENRYI §ehé€:t1‘i19@X@m ‘iixﬁlbltors is
derivatives of Ketoprofen PI‘I es 4 and 5), coul

wedwn. Qdnprandhlackiog @5 ahqoirrhhmmb bidrogernqust drsepter gnogmdo not

sEaP S8 Tk ST ashebaLCraitriS dr 0 addl ULy has been
eRssproredl ahidehh@h sufsdini@d) ddhdgv&onasnés at iaan §)Taale been

1). The carbonyl group of benzophenone is well known
peevishinrepgitedeReieyselfsare W@Eﬁhltm@mmﬁw@ym the

g i cQ@M%&{q&Nthdraw ng effect of 20 the two

phenyl groups; hence ketoprofen derivatives fail to
et atotdviethy s tnaidp hierieathvgp of Kesipsofdnl ¢erttidest end 5), could well

SN r- RIS R HOGhHa sae PB e SeORET e B et g in
reEllﬁ@ntg‘K/l%J s bE‘seff\J&ﬁoﬁ QGhQRrA¢ i tor Y RRAGENs BeNPobserved at
A feature 5 is well paralleled by the increase

difght(helo M}ﬁrbgtcpmnﬁm@r(&yblsd)csa (as exarrpl e see
%e %rbonya Igyoqp %%d?zlogc%none 1s 2&@1?%% bé hge an extremely weak

cont 0SS O

$INIBR OGEDS BONID A@@EPT(Derusab ekd aebrgoﬂmmd&hﬂlramgt E\ﬂfect of
novel class of Coa inhibitors is depicted in Fig

A ie; Rjeny groypsirapET kB PRIRECEERIERAVES EN t@rfa%tﬁ%&l@m%%acophore
]?k?cfl@s‘ié anr tB‘fme Ql@@cfbtﬁ’@f)lfog&’ﬁ‘ég of"f-il'er}g@oﬁﬂ1 %cgéltdﬁlglgs tenﬂ_eMcmg the

twar e, version l'eculmar "Si mul ations,
IhmdrogeISdJonm egwptoﬁAQhaerrshcs ofdési gnagpst o the;leneglohy of the

IR T R W TN
inhibition potency on C5a (as example see Examples 1-4 listed in Table 2) and by the
contemporary loss of activity on CXCLS.

A superimposition model for selected compounds from this novel class of C5a
inhibitors is depicted in Fig. 2a and Fig. 2b.

PHARMACOPHORE GENERATION

Pharmacophore generation has been performed using the Catalyst'™ software,
version 4.7 (Molecular Simulations, Inc., San Diego, CA), which is designed to

identify common configurations of the active molecules by means of their chemical
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features. A configuration is a set of relative
| ocations in 3D space, each associated wth a feature

WO 26/0638b9 t he conmpounds in the training set WeCEEP2005/056742

described in terns of their chem cal functions
associated within the 3D space. Furthernore, each
chenical noiety can be consPdered by the software as
nore than one feature on the basis of the 5 found
$eamarkarA t:ynfig%matioaxianqﬂee Of ae‘lat&rednmﬁom in AP wpace, each associated

tapljsh" bo h dro interactions and. 7L-9L
e ff&&uff‘owge f&“f e Y GtbeTaitnt §55 it ferms of
RRadHeflidal Ednctib®f eﬁéﬁcﬁcﬁﬁed wnﬁinfth@ BBNpadLBMR& ore, each chemical
( HYDROPHOBI C, HYDROPHOBI C AROMATIC). A functiona
graaetp cibacensidetadiby thaspfyeare ssmerethatoncfeppreon thahaynef the
ffouar'ltdl‘gu[%.‘llarltye %gp g g,:]aet{n%uso &ﬁlg?m%ﬁéﬁn geg‘gﬁnéls’l l%gfl élgﬁrophoblc

srhwcthﬁlb aid OftH mtémbtafnbtly thé tdrb& difet @idagiid Oiffevdnt behdiGour is
target so mapping the sane feature. Amangsis of theI

refarert © deren featares (HYPRQPREOBIGHYPROEQIRL :
A lf‘&ﬂc‘hﬁona ér%ﬁ]? i 4 cﬁ? %’P%@hﬁ{5801{:[¥@ % I'}ﬁg’lje.sthan one feature,
I's i mport ant

generati on nown tha

dependmgi ¢o1vas vhemical anol @ouical progeigs)i etnldahffeneat functional groups

represented. b electros atic 15 |nteract|ons

ghtliongidioH ar%‘aﬁ%ﬁné ¥ HYEpeton st e\r@gatosam%mg fhe Same

seygeal features definitions relating the chem ca

nature of the group to the ability of engaging

speci ﬁinelyisiﬁtértg feaois dleﬁslpl@ns pid ecleggtont Hethpifesitergs esad crucial
CIBY pRFEATHERS. RERLALIL OB HORRCEN, BONR ACKRRTER mos

3} S A rogen Bon acceptor
ﬁlﬁpdirwne fméﬁhﬁSIV‘é@enfnﬂilé@lWrﬁgcdgﬁﬁﬁﬁ 0 rﬂir@smitedfby electrostatic
gr oups of atonB whi ch are surface accessibility

mt@rla@,tgc@ﬁ 9%@hb0151rm% apcbﬁm@rop]@g@@b@teraﬁ%)ér Ve éqi](ﬂ)ted several
r e r
e e B R S AR P oA of
bagtgmga&menés n(tpnacmmnsyespembin darthie hiotbgidabndtivayy) ar e
ib% dﬁ finition. The hydrogen bond is a
|||g|||y UIICF 25 InteraCtlon this feature is so
i ndi rmHOGERdeN@At@@Ptrhﬁ@&mAp@ipldyo& tion of the
correspondi ng hydrogen donor. Three hydrogen bond
dobivefagas bané apeaptaraid fessure suatshasethe doldawinartyrssyaf atoms or
ir eal

ALUBP of AGERMRl re slifde deblss bR BB, B8 5B sulpbur fexcer
Gyferbdead) that ksieiadone paYIDRAGHM BOND tHaaNDRq (dHBd)erd0 A
Fydroqsn bond donor natches th fO||0MAn types of

oRd 151d GRYIpREeat wat 6ersideith el basie agypes dpgmary, secondary and

asS P bRl BicluMQ 2086 963388 PR 1%%29&51/ 2a7iga hlghly directional

interaction; this feature is so indirectly linked to the theoretical position of the

corresponding hydrogen donor. Three hydrogen bond positions are for instance
considered on carbonyl group (acceptor), the first two along the ideal positions of the
lone pairs and a third one along the C=0 bond direction.

HYDROGEN BOND DONOR (HBD)
A Hydrogen bond donor matches the following types of atoms or groups of atoms

which are surface accessible:
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non- aci di ¢ hydroxyls, thiols, acetylenic hydrogen and
hydr ogen attached to nitrogen (except tetrazoles and

wo eoobloesepo et hyl sul phonam de hydrogen). A HydPOOEP2005/056742

bond donor doesn't match nitrogen that woul d be
protonated due to their high basicity. 5 HYDROPHOBI C

(al i phatic, aromatic) Hydropfobic feature is defined

as a contiguous set of atoms that are not adjacent to
oheagdat lydredyés thiolsegpatyilangc bydnggn dml ke deapeh artadred So@btrogen
that the atons have surface, ,accessibility.

(SGPRHEBP IS QPO AL or TR b BRBRTRE ettt ky!

IAS PIRERRYEA .bodd AonsElSht MdcINEURIbRehLSSolld HRASoRRERBd due to
necessary to distinguish the aromatic hydrophobic
theathiglebasiqiym t he al i phatic one in order to grant a

good fifiti | WelleJo] ta. The fornmer includes
only ¥h§§%§gﬁ£?$§(§ﬂ%%§%z%ﬂémﬂgtter i ncl udes only the
alyidpdpabbic featnens deffnedtdsecttnegicusgenst deme thatatecivtagjadent to

configuration only if possesses a set of relativ 15
P%%{gef? ek elgpfgonegatbierateme dAfor RAYTISH Suticthat Hsratems have Surface
HeRkYUbiES, CAYIRBhEMP egﬂo[h?@ SREydd: t Phent e cGASABAPARGAG 1, and
“ideal " "l ocations. A set of feature$ can be ‘considered
sngffenli nposed if each feature lies within a specific

jstance on taol erance, fromthe . .ideal pojnt. .
NeSePRIS: Shrb o Eh a4 Ry o8 Boynarigh IE roBRLp by raphopic feaure
$ldavehe bhiphdtic \vae RheidBR©G APNBRIcG ol EidtlndIwish Bibldehal data.
inhibitors. The followng features types take part in
tlhe e HadBasordy g arpeatic atpmse thaylaiteigegludgoprly the aliphatic
éﬁ@gptors, one Hydr ophobi ¢ Aromatic and one

rophobic Aliphatic. The (aromatic and aliphatic)

Ry shotephiehs cofseltadrrestciang arcepfi@saminechlpyf wpsmsan wf ofleltive
Angstro radi us. .The hydrogen bond acceptor is . .
FDIEL 8L SRFHY ONRIBEHPT FUTICIROHS 8088 GInsRY Fipepiposed with
FMNeoBBspUnane CrRbroilfatiahe A QeANGStEAlRs aBA the TRAsidered
smal ler (1.7 Angstrons radius) sphere defines the
pesiriponedff qakle feapeedigenvidond weelaptdoytanse om totsmanchefrom the
L%gﬁqgmgnd the | arger sphere (2.3 Angstrons) defines
{e roj ected point of the hydrogen bond acceptor
Drepdriptide of reiueds Site. Figure 2a and 2b illustrate
superi nposition of selected aryl propionic derivatives
dpgured graphically shops thenlavephermacapbads Eateredl Gia mpgpitors, The
‘f@lo%&lﬁé’f@ﬁé%@ %rﬂ:éﬂélépﬁaqg‘% QR6 éﬂ’%ma&p%%)e B&%ﬁs e ﬂlydrogen
conpounds of Formula I are: (R -2-[(2-oxaxol-2-yl)

Bond Acceptors, one Hydrophobic Aromatic and one Hydrophobic Aliphatic. The

(aromatic and aliphatic) hydrophobic features are represented by spheres of 1.7
Angstroms radius. The hydrogen bond acceptor is represented by a vector function
consisting two spheres whose centroids are 3.0 Angstroms apart. The smaller (1.7
Angstroms radius) sphere defines the position of the hydrogen bond acceptor atom
on the ligand and the larger sphere (2.3 Angstroms) defines the projected point of the
hydrogen bond acceptor from the receptor site.

Figure 2a and 2b illustrate superimposition of selected arylpropionic derivatives of

Formula I in the pharmacophore model of Fig. 1.
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phenyl ] pr opi onam de (exanpl el4),
(R) - 2- (3- benzenesul f onyl phenyl ) propi onam de (exanpl e

wd 2006068999 PCT/EP2005/056742

N-{(R)-2-[3-furan-2-carbonyl)] propi onyl } net hanesul f ona

m de (exanple 23) 5 2b) Represented conpounds of

Formula | are: (R) -2-[3-(2-7

nmet hoxyphenoxy) phenyl | pr opi onam de (exanple 10); (R

23) [ Bep2senteet hooyphvady | afri oimphlenyl | peop{Bnam-fé-oxaxol-2-yl)

ampl e . 12) .. -2-13- ridjin-2- . .
DR ReisiEhdd Testurin DR vsididrmendion herinpripgmide
1athee aByohhd ENSERERE 3F8ANI0EH 0P Sofional fetHahes@BBRamide
feature in Fig. 1 are listed below. Conmon features
fegmptee23) HYDROPHOBI C AROMATI C has Cartesi an

BBng Pl ol % R CRl O R FATRE

@Rt plasnogPpherdil padpesnaafider 1. 7@88ampi2. 6930); +1(RBO —2-[3-(2-
respectjvely along XYZ axes. Feature 3 HYDR(%GEN BOND. .
et eReTpI RO e BRI QU ides (@] AR 0B 26-[3-(pyridin-2-

iR ESH soronkide (ERamoia-1312- 840 respectively al ong
R B L R G N 3 hi
COOBDINATES or di nates of -0.233, +0.936, +1.877

lg%%g%c iv% E?E‘ffflal o%%idég—@gasﬁesog?qaa%ﬁg%ﬁ%gg 12, ar@ llBS%EEBGIOWI
Cyntfion ddatees or di nates of -5.013, -1.188, -0.400

respectively along XYZ axes. HYDROGEN BOND ACCEPTOR
taen. 2 (optional) has Cartesian co ordinates of

- 2. 688 1 t ~ [ : )

Fear ol RO RARBIE AR PR SRR A0 i

Carp esspactiveb-al3f) Bivdiaxat.es of -2.093, +3.893, +3.452
espectively along XYZ axes. WO 2006/ 063999

E@E@@OOS/ 056742 8 HYDROGEN BOND ACCEPTOR ORIG N 3

has CaneRORAOBIC OX DIFAIEShaQfCartbsiBi Ro-ordikatB48f + 17849 693,

respectively al ong XYZ axes.
+1.260 respectively along XYZ axes.

Feature 3
HYDROGEN BOND ACCEPTOR PROJECTED POINT 1 has Cartesian co-
ordinates of —2.713, +2.333, +2.840 respectively along XYZ axes.
HYDROGEN BOND ACCEPTOR ORIGIN 1 has Cartesian co-ordinates of
—0.233, +0.936, +1.877 respectively along XYZ axes.
Feature 4
HYDROGEN BOND PROJECTED ACCEPTOR POINT 2 ( optional) has
Cartesian co-ordinates of —5.013, -1.188, -0.400 respectively along XYZ axes.
HYDROGEN BOND ACCEPTOR ORIGIN 2 (optional) has Cartesian co-
ordinates of —2.688, -1.514, +1.472 respectively along XYZ axes.
Feature 5
HYDROGEN BOND ACCEPTOR PROJECTED POINT 3 has Cartesian co-
ordinates of —2.093, +3.893, +3.452 respectively along XYZ axes.
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Mappi ng of the features 1, 2, 3, 5 (HYDROPHOBI C

ALl PHATI C, HYDROPHOBI C AROVATI C, HYDROGEN BOND
WOSOERFOR 1, 5 HYDROGEN BOND ACCEPTOR 3) is CPOUDEP1005/056742

for the biological Coa inhibitory activity of the

cl ass. Feature 4 (HYDROGEN BOND ACCEPTCR 2) can be

optional |y mapped by the moPecules of the class but

the presence of the second hydrogen bond acceptor

GNODROGEN BONIRa&EHATOR ORIGIN|ehan(te®sion calokdibdtes of —1.815,

|st nce etween.the c jcal features have been
ét%@ﬁ%%ﬁesl?eﬁtwelba]@n PBs and tol erances on the

| 6f ap@l efeafhre%o degrees. & hQHmoBmeMLmHATIC,
relates to | - propi onani des of formul a

ILE{]P'RORHQ-BI&R A@RO ATIC1 5 Hﬁ(@l@(pﬁENr I%OEDphe‘Wi(?EéT@Bp
g A

@:tix@@ dfyled dadskanoyl , heteroaryl car bonyl

d - C6-al kyl am noca n | am _nocar bo
Egatess. @@%PM%N ﬁ %Ag Pﬁmlﬁaa came §P§?W%apped by the
BEIIZRYS %ﬂﬁboclas‘@r‘tﬁﬁlt ﬁféypresléﬁée%fotﬁé Xéoond hydrogen bond acceptor group

d - Co- al koxycar bonyl,” Cl-C6- aryl oxycarbonyl,
GlnaCessehidnesul f onyl , arylsulfonyl or mhen RL is an

aJe) ou
ARG R B T Pt o T e 9 Mg bl TRB o e lished
5+ 96 £6¢s@dnisa@dtol@@nces lon tkdkeoktridandlds ¥ 20 degrees.
C3- C6-cycl oal kyl , . C2- C5- alkenéT, C1- C5- al koxy
het er 389 §Tesgjit emfﬁn%@n tatesdo (R birapyrir enipramides ?frfpﬂmri@ (D):
pyrrol e, thiofene, furane, indole, thiazole, oxazole;
WO 2006/ 063999 PCT/ EP2005/ 696742 9 - a a or R
car boxyal kyl residue consi qting of straight or
branched G - C6-al kyl, C3; 8choalkyl,
C2- C6- al kenyl, Cl-C6-phenyl allkyl, optionally
substituted with a further carboxy (COOH) group;
M

wherein
Ar is a phenyl group substituited in the 3 (meta) position by a group R; selected
from:

linear or branched C;-Cg-alkanoyl, C;-Cs-cycloalkanoyl, heteroarylcarbonyl,
C;-Cs-alkylaminocarbonyl, arylaminocarbonyl, C;-Cs-alkylamino, C;-Cg¢-acylamino,
arylamino, benzoylamino, aryloxy, heteroaryl, C;-Cs-alkoxycarbonyl, C;-Cs-
aryloxycarbonyl, C;-Cs-alkanesulfonyl, arylsulfonyl, or
when R; is an amino group as defined above, R; forms a 5-7 membered ring with a
further substituent in the 4 position;
R is selected from:
- H, OH, C;-Cs-alkyl, C3-Cg-cycloalkyl, C,-Cs-alkenyl, C;-Cs-alkoxy;
- an heteroaryl group selected from pyridine, pyrimidine, pyrrole, thiofene, furane,

indole, thiazole, oxazole;
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- a residue of fornula SO2Rd wherein Rd is
G - C6-al kyl, C3-C6-cycl oal kyl, C2-C6- 5 al kenyl, aryl,

whedoeneayl . Preferred conpounds of the inventPONER2085/056742

those wherein: Ar is a phenyl group substituited in

the 3 (nmeta) position by a group Rl selected from

| i near or branched Cl1-C8-al k&noyl; 2-furyl,

2-oxazol yl, 3-isoxazolyl, 2- benzoxazolyl, 10

3- beeamiﬁszm&&xgdlyjrl reﬂdﬁehéc&mﬁtiyg of gyt odbrgnched C;-Ce-alkyl, Cs3-

furancar enzof ur ancar bon t hi ophencar bonyl
pyr @?Wg@%y)éoﬁg/%é ﬁ@ﬁ%lo)qla(sﬁ ]ﬁlg:n%/ k@(&n%tlo%al?y substltutgd 'with a

Cl ek reoobensqy! am no; aryloxy; arylanino, or
Rl forns a fused bicyclic system sel ected from

3- mwsﬁydpbfqmuw(hzﬂdywh@emrm 181G13Cs-alkyl, C3-Cs-cycloalkyl, C2-Cs-
dlhgro in v E{ 1, 3,4,5 -tetrahydrobenzo [Db]
aze% 5aryheei%ry is selected from - H OH,

GleféBedddiounds thY Iiveition afe tHok@dBbiéln: - a
car boxyl al kyl group consi sting of stralght or branched

&1-108- RileRy} groun seipitpied iyt Rymegy qwpitiopoby agerpwn iRg selected
@fof-ormula S2Rd wherein Rd is Cl-C6-al kyl. Exanples

of0 particularly preferred conpounds of formula (1)

ainedr or bRncRed Gr-Cs-alkahyyly2- ﬁhgh;l@mz@pli, Bnanziazkﬂyl 2- benzoxazolyl

%Fgenéol§qxg29@rt Db @é{ﬁ%@ﬁ%ﬂhﬁ@‘? on fa%fbonyl

Q}&p}%n&{rgor( € %%fdﬁfe@zﬁbgnﬁ a rt?é%cﬁlirﬁﬂl%n %daﬂboﬁfllo p Cgmﬁgmmo

-2-[(3-(thiazol e-2-carbonyl ) phenyl ] propi onam d
R)Zozlaﬁl(lgo (awdamlaeyl@nmmronyl ) phenyl ] propi onam de 3

gﬂ (fOR%;‘l clP g{(r:?é/ﬁcestyg%ng se[l\chezd f6 rom Cil l dft 8%hﬁquu}no?yqzza one, 1,3-
d’ﬁ(ya»o.mdsmbaemy;,e,shyﬂrahyuko(bamﬁ,{maf@mmopaeny| ) benzani d

e, 30
gl(s(sﬂyctgd fampanoyl et hyl ) - N- (3- chl or opyri di n- 2-yl ) benza

m de, g ¢3a1g - met hoxyphenoxy) phenyl)
propi onf(;\)r?ni gz 006/ 063999 PCT/ EP2005/ 056742 10

( R) - 22{3+i(Q; Ehhlazcdplhenyl am no) phenyl] propi onani de,

(R - 22 [SECRYTA RED PR 8) BRLROA ObPBB B Gealist, C1-Co
phenylalkyl group;

- a residue of formula SO,Rd wherein Rd is C;-Cg-alkyl.

Examples of particularly preferred compounds of formula (I) are:
(R)-2-(3-1sobutyrylphenyl)propionamide
(R)-2-(3-cyclopentanecarbonylphenyl) propionamide
(R)-2-[(3-(furan-2-carbonyl)phenyl] propionamide,
(R)-2-[(3-(benzofuran-2-carbonyl)phenyl] propionamide,
(R)-2-[(3-(thiazole-2-carbonyl)phenyl] propionamide,
(R)-2-[(3-(oxazole-2-carbonyl)phenyl] propionamide,
3-((R)-1-carbamoylethyl)-N-(2,6-dichlorophenyl)benzamide,
3-((R)-1-carbamoylethyl)-N-(2,6-dimethylphenyl)benzamide,
3-((R)-1-carbamoylethyl)-N-(3-chloropyridin-2-yl)benzamide,
(R)-2-[3-(2-methoxyphenoxy)phenyl) propionamide,
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y
w@ R)osA63o9K0- 1, 2, 3, 4-

(R) - 2-(3-oxazol - 2-yl ) phenyl ] propionam de, 5
(R)-2-(3-furan-2-yl)phenyl] propi onam de,

tetrahydroqui nolin-7-yl) PCT/EP2005/056742
pr opi onam de,

(R) - 2- (3-benzenesul f onyl phenyl ) pr opi onam de.

2- (3-acetyl am nophenyl) pr op‘iy nam de,

2- ( 3- benzoyl am nophenyl ) propi onam de, 10

N- [ ( RR22{34Zyldbopbeatydamena)phemy] ploprophhider opi onyl ]

th I de, ) ) )
N1 (RS vohensming P DAy pionamide.
i 3- ' ) rObionami
?E %I)OI -1 31{?%%?}%{1@2%%2@?3 g%)?l %pﬁg’nyl ] propionyl
1 et MAn&$trranekAivéphenyl] propionamide,

N-{ ( R}y5 25 - [ - | ) phenyl
or opi BGriHaeDBRERLaofanaRl, ) Phenyl)
N-{ ( RIhR)ZE-[(cﬁ%I,b,emmerHMocﬁmuﬂﬁlbbwIp)cnhami yide, pr opi onyl
met hanesul f onam de, . .

%\I— {( Rsﬁzzﬁ-é@%&%w&P%V-lgheealr)ar&ﬁgﬂnjuﬁﬁ’@ny| ]

r opi 1 ] ' '
?R) ngﬁga%gg{aan - %@%“%ﬁ"?g‘ﬁ?ﬁw ] - N-pyrid-2-yl propion
am de2-(3-benzoylaminophenyl) propionamide, .
é rR 2) b |2 %gfﬁs%—gg %gél%f)gn%e{nt)eggl%lc)l)lﬁglleerﬁw)]p_rg\gién%lﬁrﬁe%a%%sodlfo%é%ld)e,
(R) - 2N[ BRY f2u13a(furdn-Cadabsany ) p e Yk dpi Sy Un éthadeb wl ednanedd)y
| -2H-t hi azol -2-yl )  propi_onam de,
(R) - 2N {B)8rizonethalfursn-gzpagonyphsmely | 1 - N- (4-tri f1 uor
onet hy] - ' - 12=y1l ) propi onam de,
(R - 2%@%@%@%&%%%%8%1 dghyiophenyl ) - N-pyrid-3-yl propi
onam te{(R)29(3-(thiophene-2-carbonyl)phenyl] propionyl} methanesulfonamide,

fjf;) 2N AR Y B &SRR A BN L[\ hydr oxypr opi onam

(R (—ij{o%i&ltyt}in@e%mn@s@fdﬁ%mpyl ) phenyl ] - N- hydr oxypr opi on

am de,

2- { ( RN- SR) 2= [(F{oarolp-2conrbromlbhestydrypiionsy bpe haydsuifonaotise.
i i i - R).- 2- . . .

ORI e P o Z kbAoAl Nopvrid.2-ylaropionamide.

aci d. (Rhe [Zofpocmhdsbotyl fphenyl pNeH-hih zal- B-ypptopiinamide,
inhibitors of the human PMNs =30 chenptaxi s i hduced b}/
Csa. (MD-20b6M663599 derrErpdbEGgeruoromeihylLH-@iazol-2-yl)
ther efQppford@midy t her obj ect of the present invention

the use of conpounds of formula (1) in the

pr epaftRi-2-6G - (bbnafured2earieny]) pleny k] e (4-tréhtonenéthplf 2H-thiazol-
di sea?ei)that i.nvol ve C5a i nduced hunman PMNs
chempEAVPLOPIYRBUAS: net hods for the preparation of

am degrpngs-a¢dl b sdntahecabd i gsheh NMBNS st KiyThropionamide,
(R)-2-[3-(furan-2-carbonyl)phenyl]-N-hydroxypropionamide,
(R)-2-[3-(thiazole-2-carbonyl)phenyl]-N-hydroxypropionamide,
2-{(R)-2-[3-(furan-2-carbonyl)phenyl]-propionylamino} propionic acid,
2-{(R)-2-[3-(furan-2-carbonyl)phenyl]-propionylamino}acetic acid.

The compounds of the invention are potent inhibitors of the human PMNs

chemotaxis induced by C5a.
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5 reaction) have been used for the preparation of
conpounds fornmula (I); the corresponding carboxylic

waeidoeisherein Ar i s as above defi ned, are reaPtCEBEHP20F/656742

am nes or sul fonam des of fornmula RNH2 where R is as
above defined in presence of common activating

reagents for the carboxylic ¥lunction according to the

nmet hodol ogi es previously described in WO 01/58852; WO
G)tOiSZthéﬁbﬁ)ramdfmr ije(‘)t2¢>ﬂ)6ﬁ3[7r€senﬂ'lile/eotjmpdtmu® oif cctmpa)unds of
i.nve formul.a (I wer.e eval

tﬁh‘rg} 1{1|t{1§/ p{e@a{aﬁlﬁptﬂ 8’;%1%18% éa r dlae treatment OP dlseases that

Reloyr Rhaduteh @aen PemkOgEhRExisher ei nafter referred
to as PMNs) and nonocytes induced by the fractions of

Kevaonphedrelor ticsarepaitorTshamedeangd apdpulfampaigey r(b@@échutkm
| h 5
Er {18'18 Al& e c? 42{9? ffafj [l%\*}%?u Uz G J?ﬁ%% ﬁ? uga '(I); the

from he eers
\wrrrespbﬁadmgeﬂrbbxylmsams wikresie e nisadtiooa déflnéiE)@ré agncted with

(accordi roc dure di scl osed J. .ng et
mines pr Slﬂ?ﬁ?ﬂ%f?es of joymu al%éb WSETR 19335 Zé‘adtﬁft?gldn pespenge of

QMmﬁwhy %@ﬁ@a@ﬂng ?Qg@ﬁt‘so@or -Itﬂce c&@&lyh‘é' e ckiby ‘é\@c%rdln to the
cal cul ated by exclusion wth Trypan bl ue, whi %e

neetlicdoloizies hpreviobsly ulleatiibeg polWHDPpEBHZ: | WAL é@@rﬂﬁéo and WO

@?}Oi §§7ed on the cytocentrifugate after staining 20
ﬁ ff Quick. Human reconbi nant fractions Cbsa and

Coa- desdNempShGREf tWE i eHS@H ofSornSild (ylvakd BehlageN s vind for
t he chenot axi s ex eriments, giving practically

theenebib to sdubit ¢! emqtﬁél5| %fo ypp en@%twka%%(hﬁ&anafter
{f Red t?)l %W% a'ﬁ'ﬁ%ﬁ)n%g nrdh&agl ‘tgrtﬁc/ &Yd of ﬁ{e lement C5a

Umn UStOOtalnaStOC utlon Vi ng
and @]ﬁa&i@tAEg i Kon thlﬁﬁolmfﬁosﬂ:OtdS 1sMateDtHEePMNsufreld hepatidiS& homan

ation for the chenotaxis
3&9@3 f«fo ttﬁ% ﬁ%@ax?@m@%eww ates JreriROViRe by means
lop Qé{ﬁ’ﬁEﬁgtlUﬂ bh dbhein GEEREHE DS tRf prbbQiutd\WiSAbicaNbyOoW . J. Ming er
formul a (I? for 15 at 37C in an atnosphere

ebnt alnmlmg 50380069, ﬂl&é_bmhmié&@qdcceél@tbm hypotsii $rdutcsa The

el uat ed i.rc.
\é@l )yﬁtn i E§hv(\_sehsu((::e‘lcule%teciJ rt];a FS‘IWE )s101r1 evglu 54 g’rﬂ%e abluen \ﬁggéthe ratio of the

@Q&ﬂ@tﬁﬁgr ®dly rﬁﬂrphf)nuclea%l% cRidstep @h tlﬁ&cyt(\k‘@nﬁﬂ@@t@ﬁﬁﬁ’é}%&mmg
PCT/ EP2005/ 056742 12 During the chenotaxis assay
CABdYfRMgkt o W Fal ket et al., J. Inmunol. Met hods,

55 el B SRSl (U PS8 PSR s
us@dlatiiig egentnp chncdenetaxishexpenment | @ving pradcocatlyl ider(tichl results.
Were gy llylljoathqlzegl CA was dissolved in a volume of HBSS containing 0.2%
bovin serum albumin BSA so thus to obtain a stock solution having a concentration
of 10° M to be diluted in HBSS to a concentration of 10° M , for the chemotaxis
assays.

In the chemotaxis experiments, the PMNs were incubated with the
compounds of the invention of formula (I) for 15° at 37°C in an atmosphere
containing 5% CO,. The chemotactic activity of the CS5a was evaluated on human

circulating polymorphonucleates (PMNs) resuspended in HBSS at a concentration of

1.5x10° PMNSs per mL.
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5 concentration rangi ng between 10-7 and 10-10 M for
this purpose they were added, at the sane

w@oovemepat i on, both to the | ower pores and t hBCT/PP®N5/056742

pores of the mcrochanber. The wells in the |ower

part contain the solution of C5a or the sinple

carrier, those in the upper Yart contain the

suspensi on of PMNs. |nhibition of Cba-induced

chenobDaahg chacheémotyis byssayh éacbqfrdin\gi oud. KEdigpords J. I@munol.

3&%@% é??}jeﬁﬁq gfgfor s Maﬁgﬁéme%ﬁ ﬁﬁt eddgx%qﬂh@abers

%&hb?éfo??e%hh&ho%ﬂwé&ﬁ?&iphere contai ni ng 5% C02.
Eval uation of the ability of the conpounds of the

i nvenffh@momipOﬂIodsnﬂfaﬂ@ jnvegtion nhi feirmul@s5el) i wegc edaluated at a

Xi s of. carried o
SORER e Bting RIS RO B2 17083 B° ipofiihe wyre agded. at
@e sdbIIcondentlaflBMNBbth, tol he 2&5& pdi¥8%hd the bfpek BidrésORf the
of C5a-i nduced chenotactic act|V| ty by the individual

avpreospmber.ofhe wells inthyelomics ﬁaléfcomtémﬁbﬁ golptign eioGagg eisthe simple

ration
R e o R R DB TN D' T
m cr otrthabsrbedt of Qba-tiddrced elmmt@xdte actioity b Gharindividital 8d@pounds

an at nosphere ai ni ng 5% COR. of exanpl e,

thejIRyRngPR Pgﬁ’r‘a‘&faa(%o?’ast ?Yéﬁ’éﬁé?l’ﬁtlﬁ%béy 5 TieyNjcroshamber Tor the
eﬁé}ﬂ&t@m FHd0QRin 2RI’ Hlegnva%ﬁesph@re coaBthidds& &b, of some
representatlve conmpounds of the invention are

r epor EsduitronTefithe abilityTlethe sepoavidls obfthe owvemtica <(f| fprmula (1) to
\Bl-€ aIu X Vivo i-n the blood in toto ordln
S0 ESRUBLEN Bl st Rl BuRPPigl A Tafieg R8s o

Btbamamaldlsch‘ss@c%y Va'ﬁhEﬁmmeZWbt all (Bbr, Jlﬁﬁﬁhunéln 1@I cmsx 1989).

al | cases, the conpounds of fornula ( do not

ipftliFip 08 %tlﬁdltCﬁé cBeBofAEHG HIVEY bpdzg uildmlde@cporrrpounds of the
?Prlfshﬁ@n &Pﬁ?&&?@%“&y@ HubRARLINGEAES RAL Eﬂa@éabéé LUl Al Rfhtion

a concentration rangi et ween
mlgﬁlgdwdwéﬁm 10 Mnd1AH{Mibtyi iocubafing the rmcmdhamb@rfomtﬂle etBEROtaxis
mt of statist signifi cance

s e ol B timese e s St g REER "L ol Lo, Tr T

t her et;gr Sad bl fethﬁalbleO bhe CinhMitid QlaRr @%b bﬁﬁhﬂﬂb&l@ Nf PMN
the use of the 30 coggounds of the invention as

fresdicentirrEing sanewbet o8 /106399 90 POTY EpporsLosERERRive tgmppunds of
1#6 lplh&nogq% 8 &rﬁ{d IH%%I% evi dences di scussed above and
0 E orme

e rol by the conpl enent cascade, and
namel Thé tempodckiddfofdnda (I)nweheeatweesaesvo tiléie blood in oo

i nvolve the acti atlon a the infiltration of
ABLIFIBHIP Iee PrIE ‘E%ﬁib%lﬂ%%‘g bysPagrignang gy @ntin gn Phpignacol. Exper.

AREL] £1l arby mf PA alnﬁbsE hg ctaEééaEHEEEHm;qunS’é §Fﬁ§§1§llaSH? Ro not

as psoriasis (R Ni chol of f et al
Raether . with38e _‘pzmuca@tglc)f BéiH.| @mtslcgdsnmhlngmnd macrophages by

I'11popoq}'(/asacchceilrldes stimulation (LPS, 1 pg/mL) at a concentration ranging between
107 and 107 M. Inhibition of the production of PGE, is mostly at the limit of
statistical significance, and generally below 15-20% of the basal value.

It is therefore a further object of the present invention the use of the

compounds of the invention as medicaments.
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arthritis (M Selz et al., J. din. Invest., 87, 463,
1981), intestinal chronic inflammatory pathol ogies

WG awh/0689921 cerative colitis (Y. R Mhida et aPCT/EEI0051056742

Sci., 82, 273, 1992), acute respiratory distress

syndrone and idiopathic fibrosis (E J. Mller,

previously cited, and P. C. Garre et al., J. din

I nvest., 88, 1882, 1991), cystic 10 fibrosis, chronic

obst r Mm:tviie)ve g utheroaxpeymentse as@enaggh odimusdednd]@lvei etnidsm( The role
1994) _ and

tpﬁr OTB}eg\PéfntP? swnamleﬁwswrdsa%fﬂﬁi%fﬂ ﬁ ¥ FReHIp il g 1 RQeesses

1€ MBI AR ActieRioh faud iteNinfiftdtioR&IrMRLBepHiREthe WIRPYHELE of the
of the invention are particularly useful in the

treatioremie Rofticolaplyi useful 5 thedrqarmeitwh diseasiey wc;h asrpsphgsis (R .

f ,seps has. he |
SLERST R ol AR TR R nbRe 1l 42 R DI B mpRiep R heumatoia
pﬁhlym gMvbbBelz sepb) 9. alléh. t Irssste 87 us:y hQSI)baﬁmsmedchronlc
cor di ng to t he procedure disclaosed by P. Vill
gra}f ammpYRAthAPSIENRHSD SR UiceraRyE ot IEh? Y 18g¥lahige e(tgf‘ Elin. sci.
%972’294])9925)%%% fk@pl?éﬂi '&@tlrés)! s9ﬁ@1%¥ﬂenegldald?<ﬁfaﬁhc fibrosis (E. J.
di verticul um I's then punctured to cause a
@élﬂelr atquceldlypmed tazmduPt |Cs Ceot yhalcd oblimlIneshsiss 18814890 )byystic
d pu cture .0
FRER s b SO O PBER T gl loBtlupSean BT g R etal.
neBkp oybd | 18mfi 1I3t5r ab9nMund iAdHE tréveefdT aldme GashE@SS injury
syndr one gARDS and deat h. Experi mental Method 25
Apsed Retsc @Hlarﬁnééeﬁﬁéffd@o%ubj ected to a 1 cmceliotony
and t
the i ggg«géﬁg gglﬂ%&grdﬁg)gﬁhcg g&gmﬁ&@%e m%ﬁgé&ﬁﬂl;bﬁie‘ﬁ‘ﬂ’ in the
uiesttrreucmﬁsapéls punctur ed on the anti -rresenteri c si de
W th e.needle, squegzed gently to asc
that Thehblescigr e ﬂ@é@mﬁ% of %Fﬁals?lﬁ%'iﬁe%ldﬁ@é‘amﬁ Bildws:
iqem llgahgnggq%ﬁ@tury(@Lppm sion was cl osed and the
mce resuscitated wt nm. saline 30 subcutaneously.
VO 20@6nwseaglgodlebvf EPB@@SVO@%MQSIS a4d Sfssun oy alhasdbeen used
ontrol s were simlar at.e eptthat
&é:gordn%g tpunc tproce%ure é1¥01%seotl Cg) ?\é@n teé% rﬁll &i ]tﬁ)ugnu c?'ol%f\eclotoxm
Regearid@l, KGORMG (G),1190DVYY; ibasqahasphgicslly datirg/ zkgec‘aﬁdil@ertlculum
i njected subcut aneously, once dai li)/a for 3 days

Saghy s fgninyAeiyiediiecguse éfgﬁ’éffra]é%?ﬁg’é’fl ity vi val  was
noni t @B%l&%’bﬁ? s@psga&’aug&f byIQegﬂM%an&p'aH@lpﬁné’iﬁlre (IBC_L?’E)) in mice

random sed into vehicle or treated groups wth
amduadssthp enflagrmatpry Relppadtsdegict isvq ebengddumgseuwnfophth enfiltration,

gcrh‘lal%reeglt)lre{tgr\{/e sttrlegsnsy?l Povr\r?ed(ﬂﬁsé Ve{ntdydeatﬂ

Experimental Method

Anesthetized mice were subjected to a 1 cm celiotomy and the cecum
isolated. The cecum was ligated below the ileocecal valve (without causing bowel
obstruction), punctured on the anti-mesenteric side with an 18 gauge needle,
squeezed gently to ascertain that the holes were accesible, and then placed back into
the abdomen. The incision was closed and the mice resuscitated with 1 mL saline

subcutaneously.
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treatnment of sepsis in a concentration range between 1
and 50 ng/Kg. To this purpose, the conpounds of the
wo ewensioon of forrmula (1) are conveniently forPemERL0eE056742
i n pharmaceutical conpositions using conventional 10
technlques and excipients such as those described in
"Reni ngton' s Pharmaceuticall4 Sci ences Handbook" MACK
Publ i shing, New York, 18th ed., 1990. The conpounds of
t he i Siantapemntedaroniyels akre sinsitaellyetobatwl dxnéprt ava nloaisowel was not

ecti,on, .as.a olus in t cal aratio
PGSt R Spid ROt icn PR Didks 3ha REGRANR SiSphate
|40 had/RE WRFe Afechall dub&ﬁar%ail%ryoﬂc@ dhh OB Mafd steARS UBfediately
tablets, syrup, 15 controlled ease formul ati ons

afier swaenyi SarvivHeway anesgieradatwige d‘oé@y d@fpéﬂdféaYén Animals were
t f
? dgﬁl?geg 1?8 Vgl?lglae gog ?Jg%tgg g}o gs W%I}éémst %I%ll%?'ﬁ, é)lgg grot sSease,

con nt. The
dose Riepiesatddtive g@ﬁﬁmﬁtﬂdk yoff t}&mpﬂesénﬁt bOfkidry sbdwed activity in
onmpounds of fornmula ( % opt| naIIy di vi ded
|trﬁatﬁ1ﬂ“f? CeSIA ?ﬁ%f"‘%%‘ﬁl%ﬁ@ge weRR Lrgf Bﬁ%gexanpl es

i Il ustrpagigg tﬂ‘u@pdsev%kt 'c%HrpourM%t ef i @b Sln@&gloﬂebh%ﬁnmge(l) are

amines of fornula RNH2 used as reagents in the
symichesils &rnw@mbumdsohaumaq%mtmbl eon(pgsiteome  kipo@n conventional

roduct s enera vah, abl.e or, t.hey can..
RS SiRt iR SR ot B ERMEOT & R E¥ica
IScieBEca tHENAbockS MAEKSBuHIBEia: SN Yariangtir & agiooni ¢ aci ds
of formula 4-Ar3-C(CH3)H CO2H and _of their
R- enahb¢ ofpsrroupds radpiet awveniion eBr hatadgHamsteps &t intravenous

Qét ﬁyéé A MR %/Edlseﬁél%ioétcﬁl %)E gfa‘u%m) r(&}é%%—l 1888ns, -Eglle:lys and

tra r of ur an Acet at
nsattﬂnamt@) JbybBhhHhtiet sawell ;as Ed(Eﬂiy in the form of capsules, tablets, syrup,

13 D velenerylcarbed (e o 1.5
1, 8- Dirge atdrgycCdgly ode B3EREE6n {6\RAE facdts BLAPAT Bt k&RriBf of the

|nterned|ates of "2-aryl propionic acids A
Aispyse- ¢l opwiaehorgg! spheng| weekippbtha patient\\Ehe dose will vary

2006 R6392 &P20 5/.05674
SERRSR R O, TR PR iR or R pATEP Al opiopply gividee
wa&uduﬁsahManmnnm80012 (5 nL) and the resulting

solutjon was left stirrin reflux 3h. After cooling

at FB%ﬁ*@@W%@P@?@F@IHWW@gﬂ$%FﬁF@“%hS evapor at ed under

MﬂUﬁﬁg MSHSHbEs L0 obtain 2-
| ) phenyl ] propionitrile as yellow oil

i n nedhé ymaeaiof faramiaRNY, ebal asTedgenB-if Sheasyintiwph efiydbmpounds
B SRS 1L s diPBary st ASTFD M BTBRFiSil vpilhle gy they can be
%Fep&%d%&irahng Ro methods described in the literature.

The synthesis of 2-aryl-propionic acids of formula ¢-Ar;-C(CH3)H-CO,H and
of their R-enantiomers is reported in International patent application WO 01/58852.
List of abbreviations: THF: tetrahydrofuran, EtOAc: Ethyl acetate; MeOH:
methanol, EtOH: ethanol; DCC: 1,3-Dicyclohexylcarbodiimide; DCU: 1,3-
Dicyclohexylurea; DBU: 1,8-Diazabicyclo[5.4.0]Jundec-7-ene.
Preparation of intermediates of 2-arylpropionic acids

A. 2-[(3-chlorocarbonyl)phenvl]propionitrile
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CH2C12 (15 nL) tetrabutyl amoni um brom de (0.07 mol)
was added and the m xture cooled to OC. Under

WO R@6069%9 stirring a solution of sodi um azi de BAT/RFBH0E056742

19.5 mmol) in H20 (5 nL) was added and the resulting

m xture left stirring at 0C 10 2h. The forned
precipitate was filtered of fl%and t he or gani ¢ phase,
containing the corresponding acyl azide, washed with
H:bfhnéﬁcixl 2—5(3H¢a)bo>q§fbphedyldprepiomaﬂ8©ﬂ Oand. 70lmexdl)a3asv\dissolved in
f.or ext The or.gani c, sol uti on s ey ed .
SPlcks (PP i BhESurbE SOBRAT Pos 1St ik LA Saotine at
r&m 48hperditire fR BRGuRfwdsh&apsaeti@bert fekiﬁ&e'dq{r@@ﬁf%tt'ocobtam 2-
aci d was erwﬁjorat ed under reduced pressure and the

1 @s¢hdrrecagbonytpbernil iprorampiaioas wlowsikinneaihy qyansikige yield.

25 B P Ritodlh oS BARE P2 S0 Ui g over Ra2s0s and

ol a/ esluti@v ap Qr[&d- bh)lbrdd:lﬂ)eﬁylblﬂfétml@ldoplpﬁﬁﬁl%L(I26 g, 14.25 mmol) in
&‘6—{ &fz @él fl ?ﬁre;% QX%%TnPu?Q rc?rgl)éile](% Im?r?c;l)t r\)\lfalseadvc\{ag and the
%n{n(l% gaidd ﬂéQP@a@%&l %gbl%ga ptln%gla] g%!&f%h%lssa)ilhhleazéd% 8275 ¢,
HI?@/I@H@DHH HSz0165 1(115@ Waﬂ)add@saﬂde@t echulting60Btiroreft grminght 0°C

2 Shs S0 Pist e fbid TR Pl e BR BRI aRSg, poumginige the

Wbitr&spGhiBhd dcyl3azxde2 vabhdd. with g1, 003 RCIeMLYr @addl 6ver NaSO, and
extracts were dried on Na2SO4 and, evaporated under
%@ewa%f%ggq‘,p@(tts@pg ifhe ogganiy. solution was treated with trifluoroacetic

ARSI R UL R R REUE 8 o gyl i pacen

@ciddvasrgvaifited ﬁn&ﬁe? rédnced. bhessude @2d {hg,reside diRbedIwithiOH,Cl, (50

3..65 (.bs d, 3H, = -(3 -h.
al@p%ﬁléﬁyashifr' %Fﬂi“a‘ﬁ a%lml 58(%*%%% ﬂ%ﬁﬁ\b&ﬁ&@ Q(%rﬁ %4: g and
H,00(59. mb). 7R ftEMBlying WAS N%@ﬁ%dsdl%n\f\@b%orﬁt% fhder reduced
then under vigorous stirring, H2SO4 5m, 27 mol)

wegsswel dd P arfbmaﬁetylamm@pheryt prqpulcrmgtrl sobtaiped. mi xt ur e
g@mlx%urle)o%% f(? trl ﬁior?asce %Jntnlng A@aopdom{rl e g? 9 g%g 2? mol) and

KeS Ok (2 5§ g$0|7lﬁit mﬁml)V\ﬁiSHJ(E’CH3OHt 3 1)i (59 nauL) wed hewted hlt, 60°C for
After cooli ng at roomtenperature, eth acetate
Aol (T e E08Y P9 JempPRITIUEP 200 SPeBEe ?Vaﬂ%atéfa’dé e tresldual

ta&@eom )i)th'ééree waE t%‘itr%té’&j QNM@%H%@Z gf:g{e% %r?g) t”ﬂfé 951%{’é'dccir§amc

phase washed wth water brine (3 x
rkiractsifvererdrobdyannga 00 ran&laiﬁfdﬂatach dndm Ireceroed pesapotagiver-(3-

SR B OMRIOT T r S o (12 el bl h e 3870

ello f tigha d
%’CDCl\'élslmﬂgRl?(@g(’)L%dBwlweﬂ 1'}&8) %l6\4€(rrv lzﬁ) 6. 55(1%"'114‘%’?_ 72 (7q2 1H,
(mH2H}.65 (4, 96, WHeD 1(H(d, 1H|J=®H)z) 3 75 (q, 1H J=THz) :

1. Sé. &g(?)-h%ﬁ'fox‘s]/ggelﬁ%})bropionitrile

2-(3-aminophenyl)propionitrile (1.0 g, 6.75 mmol), was suspended in water (12 mL),
then under vigorous stirring, H,SO4 (1.5 ml, 27 mmol) was added dropwise. After
stirring 20min, the mixture was cooled to 4°C, a solution of NaNO;, (0.466 g, 6.75
mmol) in water (5 mL) was added dropwise and the resulting solution was left

stirring at reflux 1h. After cooling at room temperature, ethyl acetate (10 mL) was
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D. 2-(3-iodophenyl propionitrile.
2- (3-am nophenyl )propionitrile (1.0 g, 6.75 mmol),

w@e@pacooh as previ ously described, was suspenPETEPI005/056742

water (12 nmL) and, under stirring, 37% HCO was added
(1.6 m., 10 20.2 mmol) drop wse. After 5 mn, the
m xture was cool ed to 4C, NaMO2 (0.466 g, 6.75 mvl)
di ssolved in water (5 nL) was added dropw se and the
rédadl toi thg neistune,i tbe crudeswast extraeekd 20d nthe orghoict plese washed with

SO TR BE BT AR SRS il
. (B I . 1 n
gdﬂﬁ?at%%%ls ?edﬁE%dﬁ.&e%{ﬂ%eA% (?%gaﬁj%)%ﬁé 09pBhithHfife %@ssotit% ed

I "'owed stirring . B was "added to the
as x¢lloveoil inhecady ydentuztsreaxtld.act ed and washed with wat er

oSl TG s abdraindh Bl RE WAL 20
4-90(Bo Pm,%Mb;)s.ﬁgapmanmzbﬁ.5/!6@1 ont pi7igd as yell ow
oil (1.4 g, 5.4 mol). Yield "80% 1H NWR (CDC13): S

7. 6B. Rel3-iad¢phgeyvikrdpionitri®- 7. 02 (m 3H); 3.80 (q, 1H,

0,J=7Hz); 55 (d, .3H, J= . | d for .
era AT SaP G B 03 { Ay ama omss LATRE bty egfrived
RS Qhypeh @l @f warkd (1RhBLY &Gk RingeraginGhse, GIYAHNE vabyudide(1.6 mL,
bel ow descri bed nethods was_ perfornmed according the
gP 3duah drepowisei HEer 3 mimihg mpstung wasgpolgd to 4°%1‘£%m0~466 g,

'6"’7%%&%{) Jié?&l‘&g% Flzv%%tﬁlllgsgfﬁm %i! %&Irgeﬁ g?@&w@@é‘ndatﬂg 181t solution

the nost suita
(W -sBrfed-20i mobuly thd Jqdimemy bf peropnahazonaci dhiptjle Teavative, an

aiger puton (GPLy SRRELL 19 g 8o B A5G EHoByise ar 4°C and
28RBS - mikfuird vald SRR Qe ZRADAY (BOhIY, was 8Rled to the
mmol) in 5mM of dry THE at T=0C under 30 nitrogen

atintusy e gudowae exsiagtediand prashsd witlywesdr (pnxcHl ol ded png (3 x

i 1.2 2.85 nL,. 5.7 I dded. Aft
1B o7 Rt e oV E AR P S eSSt b Fogceg ppestipe 2
R0R1PRGHI D% Bibh ERROAER Ob@ikd aslyelldW0b) (Wase, asigesmandyield

t hen, a sol ution of
80%chl or ocar bonyl ) phenyl propionitrile (5.72 mmol),

pr epaf@%&\?ﬁa@\;\ﬁ QA6 BergE by [Pefhys 158 dooMami8%o (g, 1H,

added he 'm ure€ ‘was Fre

yhEmz)3h sald,repm=reaper ature. After cooling to 0 C, 3N
HC1 (10 mL) and Et20 (30 ml) were added. The aqueous
IGeeperal \pgacedape foxtthe optig] desohetiasy 9LR) enpagjameriashed

SRAUpRth LA e 3yt é’é@g asUbB1 2RO W ZleSeribed
30 nmL an(f %‘Pﬁéﬁe E%O m.). After 5ry]? nlgeonykggg%o ang re
soithweln t wasyv pgytorareil arecardoer the procedure described in Akgin, H; et al,
Arzneim.-Forsch./Drug Res. 1996, 46(11), 891-894 and using the most suitable chiral
amine.

(R)-2-[3-(isobutyryl)phenyl]propionic acid (I)

The reaction was performed following the procedure described in Grey R. A, J. Org.
Chem. 1984, 49, 2288-2289.

To a suspension of ZnCl, (0.390 g, 2.85 mmol) in Sml of dry THF at T=0°C under
nitrogen atmosphere commercial isopropylmagnesium chloride (2M in Et;0, 2.85

mL, 5.70 mmol) was added. After stirring 20 min the catalyst (dppf)PdCl, (1%, 0.057
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reduced pressure a residue was obtained that, after
flash chromat ography (eluent m xture n-hexane/ Et OAc

wW®32006)p6399d f or ded 2-[ 3- (i sobutyryl) phenyl ] propi BEI/EP100&056742

as pale yellowoil (0.804 g, 4.64 mmol ). Yield 81%

10 1H-NWVR (CDC13): S 7.86 (s, 1H); 7.76 (d, 1H,

J=THz); 7.45-7.35 (m 2H); 8. 84 (q, 1H J=7Hz); 3.45

(m 1H); 1.68 (d, 3H, J=7Hz); 1.1 (d, 6H, J=7Hz). To a
sohel) iveas adde@-4nd; (theoustglntydn phé&qwh]qnoccamamyl)plnenb/h)roplomtrlle

3 4.62 n,10 e,. 37%
(272 Furdon, e Tetog & dtie Do Pt TAE RS Fit Ddesddasg frpwise
e mikfut&Was AQrddh &t 0o OB HRELAMUER psth RX¥ANE D oling to 0
eva orated and cold water (10 nL) 15 and Et OAc (15 nL

Hddd0 md-)rend Btk (Wuel) weneadagd. Phaazwisovielreerdetsgepatated
P TEIS AHO5E0TS EEH F D,

8RtnilacCirg], brank63bIGAL )aster dithgidg toa NHZSOh phd ableetth®apahton under
At th end of the preC|p|ta
sedugeq PESHIE yir [ERYHR YRR OIHR .ﬂ@ﬁ. aftey flagh \gheorgpipgipplyg (eluent
RHL@rdP-hdkhh AOY £ S@J X

t%;cb Iefé(h é/%lg%/oé)Z c’)Saﬁa\@(ﬁ'o ded { ‘élS&Wl)ﬁheIl%l %ﬁ)plomtrlle as
pdegelyw of (2806 2(H&4 mIlH>1) @wél)fi %7. 86 (s, 7 76

\(]dﬂ_éﬁi Ni\dﬁg{%}ﬁh)lé% g6 ?54%51( &%El)éfh ﬁl‘:*?lgﬂ_é—%') %4& 7 33 (m, 2H);

Ghy (&—17}&"2])=7H'%}3 @QrsctlrrPQHt)Ol 5961, SAMR="AXNET i '(f@rﬁlﬁh 7Hz).
procedure and using t rel ated conmercial  Grignard
ﬂ@aﬁgmhut@naé 2sBamqbn@rﬁmlmylmrgplonmlef(@ PB @it i9g mmol) in 10 mL

ounds S|ze o
R ST R DX Bt i, PR iy wpvlsftiinn g 7°C an

@fie} cb@]r@&ﬁ r()@mltemﬁérﬂd}e dloﬁzfne wz!rsl- (N‘@(BOI(ama)colcStheBGIO mL)
n% J=7THz); 7.52 (d, 1H, J7H232
an 'Et(?ﬁ‘f’ (j_:'p_DmL)gwgg a@ded iqthe Jres,afilzg Tl@ typ Ql}@feslwre 'bgtgd and

ggﬁara%%ﬁ an% t%l%l(g ic ik was 8racld \%onyyll\ééﬂ(ﬁ Xsﬂ_lmL). To the

3 (oxazol e-2-car phen
poldgtcinhasicaciudous|dxtrpct8 B 73t &CGliweg dddedrta precipomehcaad. At the

PETIERE nEF<ttatit o A PR ARh R PO esobiaiped pure by
&litratioh &b Fdie ‘361&9&0‘-@1 8, mf‘ﬂ%ﬁ5Y1e\m)8 2006/ 063999
PCT/ EP20Q5/ 05674 36 52), 9453-9456,

2- [ 3- [alp3-(exbABOH- PEEaHESMR §@Pehy 13100y tisi Bhi COQEI7.86 (s,

495 TR B Bt B A ea e fr B alls . e

4[5[‘88,03}@[‘]&7sz3[]|_1| (d 8H6IMHZn hexanes, 4.7 nL, 7.60
) was added 5 After stirring 20mn ZnCl2 (2.071
dhccaming fonie) sapigsepguBgnigharachéuramagd i anderrsitadocqgnercial

%g% %I r%%g% ts?l?mapt Iﬁﬁgrlﬁylthé ﬂon%%gg co?np%uﬁgrso&zre%ﬁthesmed

er
(R)-2-[3- (cVclopentanecarbonvl)phenv1]proplomc acid (IT)

a]p” (c=1, EtOH): -43°; '"H-NMR (CDCl): § 7.86 (m, 1H); 7.79 (d, 1H,
J=7Hz); 7.52 (d, 1H, J=7Hz); 7.37 (m, 1H); 3.82 (q, 1H, J=7Hz); 3.71 (m, 1H); 2.22
(m, 2H); 2.01 (m, 3H); 1.82 (m, 3H); 1.58 (d, 3H, J=7Hz).

(R)-2-[3-(oxazole-2-carbonyl)phenyl] propionic acid (III)

Starting from the commercial reagent 2-(3-carboxy)phenylpropionitrile and

following the procedure described in Harn N. K. et al., Tetrahedron Letters, 1995,
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solution of 2-(chlorocarbonyl)phenyl propionitrile
(15.2 mol ), prepared as previously described, in 10

wor006/63PME was added by dri pping. The mi xture PEBEP®DS/056742

stirring 2h. The organi c phase was diluted with Et OAc

and washed sequentially with 10 a saturated sol ution

of NaHCO8 (2 x 50 nl) and brie (50 nL). After drying

over Na2SO4 and sol vent evaporation under reduced

Preg3urddsa-onesi duB-asoclzbbl-nedritongl)phengf]t @rofidras hacid was

chr graphy, afforded

SY1thes S8§azol e- 2- car bonyl )phenyl] propionitrile as

a2l aﬁsM@hJ)IQWf @lxhzoﬁel (25’ rﬁL 5661%mrmolllo 50 }melopl Tt 1rsWVhhder

(CDC13): S 8.48 ;. 7.70 (s, g_l') 61 (d, 1H,

Jemgen atmo&p@er@tn uI|f5 (llﬂ M Jmﬁp@()mes74 gmis, 7. q)_gnmcﬂr) ®3s added.
ution of

%q eég‘tl_f‘rmé F‘Er] gnél’czl 28&5 )p{i&e n B_%\%a% %clq—cgerc]il%tn ﬁl)i(%ure warmed

4o G‘ﬂ: mﬂJdti)“reHMSHﬂIQ Then @ful ¢i. 0% @,ﬁE6 Sl ek addbQ aﬁﬂ,)aﬂ\bﬂBOmln a

added ture vasg | eft under stirring 70C 4h.

Aplufen chI F?dﬁar@%rs }p@ﬁ@éprgpmngﬂfﬁ o&gﬁe lwa@ prepared  as

SVARALRL RLcridd, 1Ol L RS IF évg:é)adﬁeli b?rﬁglpﬁnga@hé ﬁﬂ%{tﬂ?e)was left

were added to the residue. The two phases were
debaced. dhdoweparhredvardiutdewsh § amxc anhwasted sequentlally with

AT T oA é%ﬁ%ﬁ”ﬁéé AR g ARE i g over

NasS0 Pirdotvehhevagesitibg dnd@Gidlicedprdsiife @ Rebidfe Witeobtained that,
precipitation pure 2-[3-(oxazol e-2-carhbonyl ) phenyl

Bfteipileshi diromaatperankys aditded e bP-toyrarqle-Lreathonl plenyl] yvm%m@mtrﬂe

?@&?y@% 37 = o T 89555 46! (m o1y 7. 00

25 NMR (CD(ﬁg 68, 481(hh 2131-77742() (s, ZH507 61 (d, 1H, JIATDZY 46 (4,
,gH 1 3.90 (g ). dafop i 2
JHﬂLE NN fsdllﬂé 4 (qhéHsWZéax Aé?r(%éﬂt & "H#ocedur e

g13d, Usilifish bhs i?—g%%;@l% f%?ﬁdﬂyﬂghén%ﬂg&%f)l’onltﬁfée(lgOh LI?%IHQI) n

conmpound was
(RmI2 of Brokarei ai%l HCIA16anbomas addhd rifHel msrwe weniaft @ciedstirring

%t\‘@ é/\%g()%?t%{ 9:6 ?n%ﬁa PP WCT/ SN %Ltl)r%gizgpga&lﬁl\%ar% a\]?]p&r%?eg df)éi cold
ﬁ@%@ﬁéﬂ) ml) -a%h"??%tOAZ (13 w%b'addkﬂ%ﬁ%ﬁe re€idf8 ”SH% 7tw13"15hases were

delged and Sgparat@d'"ﬂpé the oxegrie anhyat wtta%@dsvaﬁelN NaOH (2 x 5 mL).
PR éc[]ﬁ@tteglbflsﬁg 8(?&]%#{ &tl%@g 3%8/3) ¢ WE Q@de%s[o ?Le%gptlfa{%he desired

r eagen OW Ng conpound was

a&)- Rt {h3-ehll of dte- Iﬁecalatahmﬁphrqmenwmijéamaﬁmngzl)ﬂmndl (pYOpionic
D25
[f_a])i wap O&Hr&é be&jgﬂwmz‘yhneﬁOé‘ﬁﬁ(? &7 gl p4 mmib Ylﬁlfi B

7. 41 (KA Fok: (B (3830) IRIRRIR (@Dé?)(d%.ﬂ'(%, 2H); 7.90 (s,
1H); 7.68 (d, 1H, J=7Hz); 7.50 (t, 1H, J=7Hz); 7.38 (s, 1H); 3.90 (q, 1H, J=7Hz);
1.56 (d, 3H, J=7Hz).

According to the same experimental procedure and using thiazole as starting reagent,
the following compound was synthesised:

(R)-2-[3-(thiazole-2-carbonyl)phenyl] propionic acid (IV)
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3.79 (g, 1H, J=7Hz); 1.51 (d, 3H, J=7Hz). 10
(R)-2-[ 3- (benzof uran- 2- car bonyl phenyl|l propionic acid

w@ Mop/o&verti ng fromthe commercial reagent PCT/EP2005/056742

2- (3-carboxy) phenyl propionitrile and follow ng the
procedure described in Galli C., Synt hesi s, 1979,
303-304, 2-[3- (benzofuran- 2Lcarbonyl)phenyl]
proplonlc aci d was syntheS|sed To a solution of

2- (3- pa]ﬁﬁc(xy)pmoﬁ)prmsl HANMR l((éDCII;,)d 0B 8g4 (M, 881)msalo) (d, 1H,

ry acetonitrile under nitro
éﬁ%gpﬂgﬁédzl% I5eRzb e (., BEHA), 7-a4(t 71%%}{%%90 (9 1H,
giyﬁiup%@§@qﬁ1q giflydride (3.3 nL, 23.52 nmol) were
J The 'm xture was left stirring 5h. The sol vent

\A@soréu@pmrthc etne e imenthl peekedniesedrsigniirahe stesinguengent,

hed t |1 th
B I Gl B RSP TEREE Y 5 N°Rh 1) Y and by tne

(RP2178) fur 2 eirbdﬁM)ﬁhgnﬂVﬁopN@M @nd sol vent
evapor atjon 20 under requced pressure, a residue was
obt ai Fela ezl , MePEBr -41° aBN VR @@Cbbr%ﬁw (m, afthor/dda(d, 1H,

ATy S ATt

6OOGE3)H, J&7ﬁzp4 s(lmd ﬁlﬂ)y 7F1z76 (d, 1H, J=8Hz)
R68 7§4(m 5H) h( ; 4 03 il 1H J=THz) ;

%fa[r§n bFrHEPf 53'801%111%?&80 JLQ Hhe@ iJca b Jrbpi6nite  and
rolue it ‘%%Bhé”y% s

in 10 nL o I oxa
\Mk)vadgleﬂie pTdsredmexd%cabe.dam |Gl 1 (Emd;enthesm 191N P 0at30A0C-[3-

ter co omte at ur e i oxane was
AR S Rl Ko R TR o
IR s ARGt 2 (3-BAbESIP KRS IprINIENiENE (PDRSES 88WRMEI) in 50 mL of
debat ed and separated and the organi c one was

dxt aegtomettllenindar mlmommn@aob@r@ 3themofurar gl phale d#{7aemell and
ragt s, 3 ;

AL BB L G5, 1S4 53, 900 3 e e

$0rrimlg) Sh. AfHeeboldént| W evaporaNal Hhdlr We 220 64r0G329%nd the residue

RS sk A m ey SR oLd L o o 2

Gas ey a)nﬁht?rmél JSO%EP' Qﬁércdﬁﬁiéox\’@sl\l £28baing QO@%ntV‘@Uabgratlon

powder (1. 06 g, nmol ) . antitative yield

[uaqlemﬂ@dlqcmdlpreﬁn@ba resnslae (v86%btaiheéd NNR e(f(EIDCfla(591 ch®rTatgg@aphy,

7,72
g}ﬁﬁ"éief‘dz ﬁfen a?b‘ﬁ’éfﬁé’ﬁeny@#roﬁloé‘ﬁg‘fe a7 yﬂowﬂzﬁw &
328&&&3&101)6%%&165% 1H) 4 23 (bS 1H, COOH) 3.65 (aq,
1H, Jz7Hz); 1.36 (d, d? Accor di to the
same elslﬁﬁY[Rnﬁé?ﬂﬁ(éih) ér&a%@m%ﬂhﬁ ol hY. 3= h?.bﬁdr%ﬂq(nasm);

SUR"E M. 4.03 (q, 1H, J=7Hz): 1.74 (d, 3H, J=THz).

To a solution of 2-[3-(benzofuran-2-carbonyl)phenyl] propionitrile (1 g, 3.63 mmol)
in 10 mL of dioxane, 37% HCI (10 mL) was added. The mixture was left under
stirring at 70°C 4h. After cooling at room temperature, dioxane was evaporated and
cold water (10 mL) and CHCl; (15 mL) were added to the residue. The two phases
were debated and separated and the organic one was extracted with IN NaOH (2 x 5
mL). To the collected basic aqueous extracts 37% HCIl was added to pH=2 and the
acidic phase was exctracted back with CHCI3 (3 x 10 mL). After drying over Na;SOy4
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reagent, the follow ng conpound was synt hesised: 10
(R)-2-[3-(5-net hyl furan-2-carbonyl phenyll propionic

w@eood/0¢3ghd ) [a] D25 (c=1, MeOH): -72.' H NVR ( CDEIBEP2085/056742

7.94 (m 1H); 7.56 (m 3H); 7.10 (d, 1H, J=4Hz); 6.25
(d, 1H, J=4Hz); 3.85 (g, 1H,_J=7Hz); 2.52 (s, 3H);

1.64 (d, 3H, J=7Hz). (R} 20
-2-[3-(2, 6-di chl orophenyl car barmoyl phenyl | propionic

aod d sQlVd:ﬂtI Jevifordiona swleut raluceaf peswes cpak  2-[3-(benzofuran-2-

2 hIor anlne | ) and i di

ey e Bibviait 107 a1 Gbipeg s QR BABAE AL e €0 mmoD)
Zguhﬁt;%rau@%@mocar bonyl ) phenyl ] pr Opl onitrile (1.67 g,

8. 64 prepared as preV| ous (gil/] descri bed, was

add@ﬂ%?@ﬁmﬁé@H THE MSKOUrd-NMR (EDGIned Totetsni ghit7 & (d, 1H,

P o e 2R T B EBRACE 25 GHSR T (1

trlQ;Hz()b@la@ {H})IH)T hexp(ganic ¢EYEY; Was (WashHed=7Hz); 1.36 (d, 3H,
q{ﬁ@ntlal with a saturated solution of NaHCO3 (2 x
) and brine (30 nL). After drying over Na2SO4

%.QF%I%?J%V@%e YA AU A e MG e f UG G EFRUFruPA & starting
dea(gbﬂltoﬁleyﬁdsﬂdaomhgaohaasmydl%slwmmbglmdopl onitrile was

05.(]1%} , yield
FOH- RN e 8 1Y CONH) ;
8 10 5 1. @-1 1\51\5{12 . Al :
J=THz %1 (%‘511 %{Eb?& 7% ﬁ T(@Bac@gIB u7t?4oﬁg’o¥g)’ 7498 (m. 3H);
Z-1[034( o GI:éthI6o?rio(nih éHyJ:e‘laizbza}m(q) pHeRyiH2r 2p2 Gnk);ill.& (d,
%?ﬁgg 6.05 nmmol) in 15 nL of dioxane, 37% HO (8

added. The m xture vvas | eft wunder stirring at

R 9y Bttt oro A dn@TcafARIol 1NBhedl 1] (PeTdb i aasrernqy e
di oxane was 30 evaporated and col d water é4T 1;Ngand
menq

Etom@ol(lwl ok comereecialdd edlichdorppralinge 61.4ue 8. nd pyridine

e e LT Lo s g o e e G

Zﬁlofd‘daf%@i)ﬁ}%nyl ropiopitrifko( 1L b1k gt @l d4e airgsl), basporedqideprgsiously
extr s 37%HC1 vvas added to precipitate the desired
Seiceibedhy Wit ad i dBP e Tgweeemw&eaf%ﬁﬂﬁe% Pyepigt at RT. The

ddahb @ HPRRNYAC A R0 )@hﬁ@ﬁdﬁlpafoﬁﬂfoﬁrydgecﬁgﬁcgth\é@ﬁgamc phase

obtai ned pure by filtration as white solid (1.3
Svaglﬁednwmlh IN NCE(2k1408k). Fh atdddl layadas veEtstb sequalﬁlally with a

" H- NVR 6): 10.4 (bs, 1H, ; .
at}‘}@ egi sz;iuttoph of%ﬁgg -ﬁé X7§%@101()rﬂn(d5lys_ﬂne gog@]qj\qugtarl_firymg over
{aldB) 5 add SOt %bﬁpora]croKHZl)ndelACFeG[légdngprEQulteheporémQ [3-(2,6-

experi mental procedure and using the rel ated
dohpseieaylcarbamoyl)phenyl]propionitrile was obtained as yellow oil (1.929 g,
6.05 mmol), yield (70%).

'H-NMR (DMSO-ds): & 10.4 (bs, 1H, CONH); 8.10-8.25 (m, 2H); 7.80-7.55

(m, SH); 4.02 (q, 1H, J=7Hz); 1.55 (d, 3H, J=7Hz).

To a solution of 2-[3-(2,6-dichlorophenylcarbamoyl)phenyl]propionitrile (1.929 g,
6.05 mmol) in 15 mL of dioxane, 37% HCI (8 mL) was added. The mixture was left
under stirring at 40°C overnight. After cooling at room temperature dioxane was
evaporated and cold water (10 mL) and EtOAc (15 mL) were added to the residue.

The two phases were debated and separated and the organic one was extracted with
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ani |l i ne derivatives, the follow ng conpounds were
synt hesised: 10 (R)-2-[3-(2, 6-di net hyl| phenyl car banoyl

W@ b@apbdo9pr opi onic acid (I X) [a] D25 (c=1, Et OHCT/EBRDN5/056742

"HNWVR (DMBO-d6): S 9.75 (bs, 1H, CONH); 8.00-7.90

(m 2H); 7.60-7.40 (m 3H); 710(3 2H); 3.70 (q, 1H,
J=7THz): 2.15 (s, 6H, J=7Hz)21 1.35 (d, 3H, J=7Hz).
(R)-2-[3-(3-chl oropyridin-2-yl carbanoyl phenyl]

PNORa@HI(2 xacintl). (D6)thd Bol[ealeDDdsi¢ eqieoute:@idrts 3728HCT RatNMRled to

CDC13) : 8.,70 b H, d,
%regﬁ)ltgzeGSﬂ?? mde§ % di;O Ar}c%le ( Fﬁlc? 3p§ t(h§ g)éec(qata\gl?ﬁ'_%) 3-(2,6-
»Jlrc?lhﬂépheili 15§fbﬁﬁoyl%ﬁenyﬂprzb'16)nc 4 wad cﬂa%mﬁe(dzpﬁfﬁtﬂ?}'oﬁbfratlon as

phenox o%% propionic acid (Xl) The reaction was
m‘é‘ﬂtﬁéﬁ 208, 130% mEobh&igld @%@dur e descri bed in Evans

D. A t25 &%8%{}9%2@“&95/‘3” 1K SovsOR): $102%s, 1H,

7-294 on “of
d@Mﬂpwmsayl(}rpami onsiTdd @n(Q{)lB&SQ(q QHE8Q=nHB); )1.50 (d, 3H,
prepared as above described, in dry CH2Ci2 (6 ni were
B%@ntl al |y added, nolecular sieves (4A), CuQAc
%Qcﬂr)ﬁﬁlgn%t th@- s%gltel !e)lm%%l ﬁ]ygc%%rgeang%sﬁ‘% fie: refit® commercial
Anitted Idexxxg;a}mhemyﬂetfoﬂmmg catipdurfdd.vizA8syntesB8d:nmol ) was 25
d |ed ove })ght at

..-

S-Eefr e ' i oled to
0 C ¢ diG3 )
O, s 2o Aoy,
§cﬂOV"é9Q (reN2HDo 7 &0+ 040 (mcBét); 7.1 6dyCEl; HT7@&suHe Ja7THASR.dbi€s, 6H,

bt gi a after flash chromatography (el uent
75 Lgﬁ?ﬁgﬁaﬁ_ﬁ%f)()% 9:1), afforded
ZR{ §'[B-Q?tﬁ1%¥db%ﬁﬁﬁ1@$l&9ﬁb&i%@b%%nlxﬂ o%%l&ﬁ@%@rax}srl le as
ow oi [ (0.172 9, 0.68 mml). Yield 85%

2006/ %3%919 P(EF@HD’Z-@@%/ BERYIR(CDOL3): |&8NM=(be GLECIZJ)NHS 8.20 (d,

0 1

§00e5H057 58 Tes Ul 55 Bt Sl ey A0y i (55 0 3.
FEHDH= 7Hz). To a solution of
2-{3 (2- nethoxy phenoxy)phenyl] propionitrile (0.17

34 (2-et] i paaiec a7d4X1 (5 ) was
jﬂg?%fc 1&?3@ %ﬁ‘%ﬁn%d%ﬁodfn% ﬁ}%}gggdureg’deig 1‘t§erdI 1H%V§£s Bog etal.,

er co Ing at roo erature di oxane

deapaedadneldetng 1998, 4 9y@e38r29400 i) and et hyl acet ate

5%%@%@&%@@5&/@@%3%@ a@%%«f%&@%.v@%ﬁ g grepared as
%K&\rea@és%%é@' i dhNcNaeH (g( %waéerge)luen-{lglﬁ Iagdéa‘)lnllcﬁ@éu@ﬁ sieves

basi ¢ aqueous eXtracts 37% HC1 was ad
04k i PiQA¢ €04 e niip s B@ dnmel) chnd Avyridires éh?aB anL t/e mmol). After

pﬁref‘lcr:llggotn%}nl commer{zlal E(methoxyphenylboromc acid (0.243 g 1.60 mmol) was

added. The reaction mixture was stirred overnight at room temperature. The reaction
mixture was cooled to 0 °C, 0.5N HCI added and the organic phase washed (3x10
mL) with 0.5N HCIl. After drying over Na;SO4 and solvent evaporation under
reduced pressure a residue was obtained that, after flash chromatography (eluent
mixture n-hexane/EtOAc 9:1), afforded 2-{3-[(2-methoxy)phenoxy)phenyl]
propionitrile as pale yellow oil (0.172 g, 0.68 mmol). Yield 85%.
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10 met hoxy) phenoxy) phenyl ] propionic acid was obtai ned
pure by filtration as waxy white solid (0.166 g, 0.61

wonmb)e39¥ el d 90% [a] D25 (c=1, EtOH): -41 ( 38BGT/EP2005/056742

"H NWR (CDC13): 67.22-7.12 (m 2H); 7.00-6.85 (m

5H); 6.72 (d, 1H, J=7Hz); 3.75 (s, 3H); 3.55 (q, 1H,
J=7Hz); 1.50 (d, 3H, J= 7I—|z)2 15

(R)-2-[3-(2-chl orophenyl am nol phenyl | propionic acid

(XI 1) 'EBtNIVIRI (@€ pnd 220 37 Bovi(no PPhe O PR, Sipl(mmSHr)J b&0aidd 1H,

he d bed d .
§T7HZJ37%IQ; Eei%e%ergcéiaée p@é?é'el %égﬁfﬁéis”? 16, \F;\bl fete J.

Fff) §t soﬁltron gptZ {3 E(Qtrﬁethox%/%%no%g%h&§gigﬁﬁﬁﬁntﬂ}é‘)k(f €7 ‘]g 0.68

ﬁmwlé i &mL otdloﬁanerTVeHCdI(S mJevasatdded. drhe 2B0B¢ wWag left under
cgs’%l?l&?gg%hg é‘%n{% t85 E)%og%la]t 6?06?’ temperatyre c&omg was evaporated and
sylat Rasl @ednLNafd ¥hyT Sceite 2rOMI) DL Qi @ldedzes @es(cﬁ}e5 8he two
m., 5.5 mmol), 2-(3- am no)phenyl propionitrile (O

§hasss wies) Jebateg amhseparates! ang] tﬁ/)e OrgaRiE OBp mwemactwwa HéIMOH

ﬁar gegl %un e?le A(?Ol[&@h) bds[}lz g{g}/eohgleliﬁ%&% (3]7 i ulb\g@gnaéided to

pheeipitateul the nglesiredt urogd. vvaést heat edd abf 18RC 15&@01b1tatﬂﬁ 2-{3-[(2-
After ¢ oI|n oomterrper ture, water
Ereshpy 9%@%1 RieRigne &ﬂ@WﬁmE@&m ?épfﬂ%%fe%as waxy

mefsaed@ma%qy@ ANass) W Exdopact ed with Et20 (2 x 10
m.). After drying over Na2SO4 and sol vent evaporation

under [wletuced. BrREE e 438% s HINMRIAEDEI) A -TAAL (m, 2H);

i %%' B i P RBr SR b 3 F 5 e B apedsso @

el j£{3H84 g, 2.5 mol). Yield 30 50% WO 2006/ 063999
PCT/ EP2005/ 056742 23 i H- NWR (CDC13) S 7.22 (d, 1H,
(RREH3-(2-zhloophany pino [pheny]] priegpio am()ﬁg) (m 2H);

?ta@érig'(_f}}njl?27%311§m§)7pé1é1§9lgék%gglrlleﬁa%%(g??oW‘%g'T}éel\@osfr1t?ed ocefures

ZW[oEe(JZPCé'llaDIDp’hﬁthéim m) r1|9961y111]8 mlcspmlm Walfed. POetﬁA Tet.

LaodBo TR kst SR i ' abak it ¢ bty 2080, Bl 157,

ALk CPOICh NG atR T QPM,{ e”ﬁ'ﬁk%ﬁ&dfs@ G p%aney Wags. 981), 2-[3-(2-
evaporated and cold water (10 nl) was added to e

pblgr@henyla’mmomeximowhmsecmsmeutﬂlpsmdz ed with 2N

d extr ted nmL ter
yllﬂl 9“6‘?/er Na m§3‘H°“s° F%H% m@\%po |or? unddpoD. - 2-3-
ARG SIbnPIRSHOHIRIIPW0.E2 g, 5 mmol), Pd(OAc)z (3 mol%), rac BINAP (4
3%)&3 (2-chl or}a&henyl am no) phenyl ?r opi oni ¢ aci d
Yo BRh e 21§ dhmnvl)vmu%tcﬁmmé od)ervasgchaedgunder Ar

mﬁ%sl)herg,' &l adSchlenk tube and the resulting mixture was heated at 100°C 20 h.

After cooling at room temperature, water (25 mL) and Et,O (25 mL) were added.
The phases were separated and the aqueous phase was extracted with Et,0 (2 x 10
mL). After drying over Na;SO4 and solvent evaporation under reduced pressure a
residue was obtained that, after flash chromatography, afforded 2-[3-(2-
chlorophenylamino)phenyl] propionitrile as colourless oil (0.64 g, 2.5 mmol). Yield
50%.



10

15

20

25

30

98% [a] D25 (c=1, MeOH): -42 (30%. 'H NVR ( DVMBO- d6):
S 7.22 (d, 1H, J=3Hz): 7.09 (m 1H): 7.05 (m 1H):

W®2008/06399 2H); 6.64 (m 2H); 6.57 (m 1H); 4. 1BCT/BB2005/056742

1H, NH); 3.85 (q, 1H, J=7Hz); 1.62 (d, 3H J=7Hz). 15
According to the sane experimental procedure and using
comercial 2- brompani sole a3 starting reagent, the
foll ovm ng conpound was synt hesi sed:

(R) - 2 fLaNNIR- (@B Hex pphzmnd, am, rjej;}ﬁh)emml (nprl(H)L @I@O((rrﬁde 6.72
Xl
s G G 35 7. (i Taly: 438 (s it T8 ke, 14 =Bl 53

&n3HZ|I|;7H% 62 (m 2H) 6.50 (m 1H); 4.15 (bs, 1H,
; s, 3.72 (q, 1H, J=7Hz); 1.52 (d,
316I a sphitidn)of ZA[ée(@deiﬂmgpheoylahencéMyquﬁbmgﬁe £0.64 g, 2.5 mmol)

ll%feiélg%rgﬁp é‘gg)eﬁ% E]?Hg? fqg‘r?)lrvg%aa:%ia % élﬁ{ﬁorm \%\Iggé (6% Fidter stirring
SV nofeghs agter cécﬁ)rrgzat[ &oﬁlztemﬁetdﬂlhr@ cﬁoﬁéﬂn@.m@[},oé@b@ﬂa}gd] and cold

propi oni c acid [ a] D25C§1]%! ; H- NVR
VRIsOl Y8 ves gd 651 t@ﬁb,e regidue |4)queou§ @hqsesmasmwtrqlg)ed with 2N

S5 By B A PP B 2 o
eR)poZat{o8- omdzrol reﬁugddphﬁes,shreprmme 00+[8- (&@hlﬂ)rcﬁy‘ﬁ\a’hylﬁ'ﬂn'&lo)phenyl]
dasET Dae SR & Lty Shie spndeCliias. > dgnmon, Yield
538-519. 30 To a sol ut| on of

2-(3- |odophenyl)prop|on|trlle (0.6 g, 2.33 mol) in
dr yIoTHE(¢=110 MeAH): PAZPBA%Y) 4 H-AMRUDMS0 108 Srify32 &hd H, J=3Hz);

B EmbhsT B 69 B TR T AF (5 SR Hitiogen 1S (s 1HL

NHpsBbey ki ALYRE), Sthr ) A1 Jzaﬂm n commercial 1,3-

oxazol e boronic acid (0.289 2.56 mmol ) was added.
ﬂ?éorldemcttpoﬂlem RMGr @xprignentali an@f@d@ne rafl| yxinghcommeesial  2-

t . der
PRBhelofres SR SRRSE Moy o iy BRSLAM TG
‘CRLIQI-EB-&iﬂﬂle&ﬁlﬁvﬁﬂi@aMnﬂbﬁﬁﬁ'ﬂ%rwsmabﬁd)ﬁﬂm h water (3
x 10 nL),and brine (3_x; z After dr over
Na2 SO Ipard=5 AYle/Hh: %Y/ap%r MSQek): QU 5% 1Hpiaitred7 25
a f S 0 ! t t I
&‘%%ﬁ’e@ﬁ“o&%ﬁe@%‘? maﬁ%%ﬁ@%‘%%%% 1-@' élléhﬁg yEy NE:
praops,H)t B.I7R €q, 1&E Jyé]]{k)owsal(ﬂ 3H.J38hz)gy, 1.82 mmol).
Yield 78% 1H NVR (CDC13 8. 09 éfs’ 1H); 7.98-7.93.
éﬁcor e te (%mellqj(per qpéa(rﬂroceﬂ ezﬁjld ysipg (:%mmﬂ_q)te}l 2-
%r&%ﬂyﬁdmyds sb&ﬂ?ﬂézrkageillt 5133 fgm)w;ﬂg' co&rp&ﬂ@ was synthesised:
ropionic acid (XIV)
[a]p® (c=1, MeOH): -31°. 'H-NMR (DMSO-ds): & 8.15 (bs, 1H, CONH);
7.50 (m, 1H); 7.15-6.98 (m, 3H); 6.90 (m, 1H); 6.82 (m, 2H); 6.75 (m, 1H); 3.55 (q,
1H, J=7Hz); 1.50 (d, 3H, J=7Hz).
(R)-2-(3-oxazol-2-ylphenyl) propionic acid (XV)

The reaction was performed following the procedure described in Suzuki A. et al.,
Syn. Commun. 1981, 7/, 513-519.

To a solution of 2-(3-iodophenyl)propionitrile (0.6 g, 2.33 mmol) in dry THF (10
mL) Pd(PPhs)s (4% mol, 0.108 mg) and Na,COs3 (0.493 g, 4.66 mmol) were added
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To a solution of 2-(3-oxazol-2-yl phenyl) propionitrile
(0.360 g, 1.82 mmol) in 5 nL of dioxane 37% HO (5

wonegoemedoadded. The mi xture was | eft under stiPCT/RBR083/056742

70C 4h. After cooling at roomtenperature di oxane was
evaporated and cold water (10 nL) and Et OAc (10 ni)

was added to the residue. Th& two phases were debat ed
and 15 separated and the organic one was extracted
weduentidllyNabdr (@tmrgédn atn)osphdre. rzﬁifbet witiering\@9 @aoi domineedeiglo1,3-

Bzt P e (80 WiEsEpsch 853 ok i e padpigre was

WEI&d & deBtx Aven riineSihoan do@ﬁtt@hp@f@duvee ntHF evuﬁeoxp@rdtmunder
under reduced pressure pure 2-(3-oxazol - j@){s)hen yl)

pedypedpicesuac il EsAC diStalheds addeddp dhg Prelég agyl the(q@gagpphase

?\?é\%ls%ed A1 I\%‘?tfr&% mig %(? 8[‘}:[ a@g%%_éﬁj %A%(%t%% ove('r%\IaZSO4

3hb ,soR/thoe\(a@orairbh,a fosftthe (\Hés 8ﬁ)u,nec7 tRal, Gfier fikdh; cllo®dtography
J=7Hz); 1.55 (d Hz). According to the

gén@t EXpEre rdereae/EP ¢ Selir @f’f%rﬁled aéﬁwga@ifzcwlahﬁ@w)mﬁmomtﬂle

foll d
%?hi’i?léi%%dz%“% B0 jeld 28001 Pyt propioni ¢
aC| d rx-\m\)rR[(@]mz@ 6@109 (sEﬂm-l)7 98-323 (nﬁmw (CRCL3)); 7.5 (m,

. 25 2
S0 (s, LHY. st ) (s (b G5 32eot)

gl‘osa soldtfbn ob- (f‘] ggl)-z %/li)hérgr# %‘081%’5'1'[1‘1}1: B%b g, Il 82 mmol) in 5 mL

- 2-(2- oxo- qui nolin-7-
pf dpxami £7%dd (© )ﬁﬂL)I V)JaS’&ﬁid'Edl Hlesmimare ovas Oéft under stirring at 70°C

tril 0. 500
éP(%gFm B D e R BPS Pt oy v b e Jraser (10
sl ehoat JF_@ &N% (s 2d&edb ’the3re31aum|e)tw3\@12§%9 We%&%@@d and
P |/ EP2005/ 05674 25 and 3-chloro ro i on chl ori de

eenagBal and the omanierask)was mxw@hwﬂ(lﬂf rmaoud Xaijmé&i TheTpecture

GESHATE S e PO SRR WL SR x 10

coofrn ature, e mxture was

Wit)h T@HZ@J;Rmé l@)llad;tkd aRtadtheveae ghitdcoywn assSea sandasfi@dsolvent
W t h KH2PO4 buffer sol uti on x 10 and
SY3RQEAt(en upderregged pagss e PB“‘dé‘&'%aZGE/% rym@%&m@mw acid was

%B{a‘ﬁfeﬁtas BYIBRPER LD 314('5‘9‘91r 66 ME%HH%@M e pure
3-(3- _chl oropropi onyl am no) phenyl] propionitrile

was obtJaf red],&40ED! GGP (3896). GHINYIB. @E3XClg); 5 SN77Z, Mip[7)95-7.90

bl 58 by 4 g e 103 3ol g

3;§ﬁz(q 1H, J=7Hz); 3.75 (m 2H); 2.50 (m 2H); 1.60
12 10 J=7Hz).
Accordlng to the same experimental procedure and using 2-furanboronic acid as

starting reagent, the following compound was synthesised:
(R)-2-(3-furan-2-ylphenyl) propionic acid (XVI)

a]p” (¢=1, EtOH): -32°. '"H-NMR (CDCL): §7.68-7.58 (m, 2H); 7.48 (s,
1H); 7.35-7.25 (m, 2H); 6.68 (d, 1H, J=4Hz); 6.48 (dd, 1H, J;=4Hz, J,=2Hz); 3.80
(q, 1H, J=7Hz); 1.55 (d, 3H, J=7Hz).
(R)-2-(2-0x0-1.2,3 4-tetrahydroquinolin-7-yl] propionic acid (XVII)

To a solution of 2-(3-aminophenyl)propionitrile (0.500 g, 3.38 mmol), prepared as
previously described, in CH,Cl, (8 mL) a solution of Et3N (0.515 mL, 3.72 mmol)



10

15

20

25

30

To a solution of 2-[3-(3-chloropropionyl anm no) phenyl ]
propionitrile (0.654 g, 2.77 mol) in CH2C12 (8 nl)

W@R000/a639C13, (1.10 g, 8.31 Mol ) was added  PCT/EP2005/056742

portionwi se. The reaction mxture was stirred 5 mn,
then was refluxed 8h. After cooling at 0C, the

m xture was washed with 6N HEL solution (3 x 10 ni),

water (3 x 10 nL) and 15 brine (2 x 10 nlL). After

dng/3 mglomwopiblagagmrida @0.3%1 ménB.78wnapaol) at CHCla (€ midevas added.

was obtained that, after ash chromat ogr aph
UGF GtomuRovey heses nareeefet Shattidyeoo i dhiaug Smbeture,
&he( A a%e-das?diButdd tethr @yl Ql@lﬁiLr)QiddnﬂlZ'oYédmc phase was washed
propionitrile as yellow oil (0.345 g, 1.72 mol).

Wl@l WHeR2OG, bufifernwiRit{cdDEiBY5) (358 1©0n1é)osnd brine COMH} O nil)4 @\ fter

rYg@ E)?iér %ﬁ%%j (a?glzs)oi_\liegf] Y?.p()f%’tlo% 'lbnderzre %éegngreﬁpﬁe plirHé%B-(&
(:Hloré’p‘rbplonkﬁgrﬁlll)))phgﬁ’yl]ipﬁ)@idﬂﬂithwlesf obtained as colourless o1l (0.654 g,
2- 0X0- tetrahydro-qui nolin-7-yl]

Err7 pm@ﬁl)melde@(’@ 345 g 1.72 mml) in5 m of

Idle?;(a u'I\Q\%i :a%llf)l ng at( %8%1 SVerni gh{tﬁ7g\b)ze?5§2i 8“ TH);

atosr(@onMt BAPRES):a3. 9F €, diDYangz\as753m, evpposaied 2Hmd1 6m{d] 3H,
water (10 nL) and EtOQAc (15 nL) were added to the
Fedildue. The two phases were debated and separat ed

T K P SRR A SR AR e

ected b aque
Wasolaiddéﬂzfﬁb (8 prigait Pre€ a’ﬂ@ht flel @gss. B edhnad) das Added hpertemavise.

t he rec itatiaon 2- 0X0- o
Toe royBh BEEBia g A Fid ih RS St aresonlines 0°C.
e il @&ds%sﬁ& Whthtey Biel 's@lutlg’tog Q.1393L awaier%§ x‘Tf@lnl) and
Yield 78% WD 2006/ 063999 PCT/ EP2005/ 056742 26

beih (28 10 m:IJ) AE;ElClH)/ing-oﬂ/@r N35%..and IsbINMR ey GEEAIR)Nn a Sule ARidue
(bs, 1H

7.46 , 1H); 7.1 d, 1H J=7 ;
Waeso%nedl nlhatJ afigky )ﬂashe,( B@n(agggranhy ﬂl%qﬁ)mlxyrgdl t‘%zgﬂlefEtOAc
(%'5')1 5) 2a[f§§dédT‘2 %l?on 112 55 téﬁjahya}_(; qu]iﬁglhk)-'yl propionitrile as yellow

(benzensul fo ) phenyl'l propi'oni c acid
OX\ND.B#) g51. Theeré)aéftwldl@Z%as performed follow ng the

Dert ord SyBITElcI Rl (55 43t Tl a ey G bW e

2-(l5 3l pﬁomﬁylém henijEritke 2(90. (&, @H)22 38 (MTH); 1 58 (d, 3H,
?( 8 n) al @%58 g, )25 mT(o 1) a)md ccnge%I?:l al (
Be?ﬁ nsulfl ni c aC|d sodi um salt (O 612 g, 3.73 mmol)

881 £ BUNER TR e R BB E Ry T g 1545

W&VQ o) tie sahE o flaoxhhE. 3786 T (S @ll) Wegs @dded ODHB mixture was left
tenperature, water (15 nL) and Et20 (12 nli) were added
qurhs@r%r@g a‘t ﬂ%lﬁj aﬁgntgﬁé After cooling at room temperature dioxane was

evaporated and cold water (10 mL) and EtOAc (15 mL) were added to the residue.
The two phases were debated and separated and the organic one was extracted with
IN NaOH (2 x 5 mL). To the collected basic aqueous extracts 37% HCI was added to
precipitate the desired acid. At the end of the precipitation pure 2-(2-oxo0-1,2,3,4-
tetrahydro-quinolin-7-yl] propionic acid was obtained by filtration as white solid

(0.293 g, 1.34 mmol). Yield 78%.
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organi ¢ one was separated, washed with brine (3 x
| OrL) and dried over Na2SO4. Renoval of the sol vent

waeaencvetuced pressure left an oily residue, PI/EPRMOEES6742

purified by chromatography using n-hexane/EtOAc 9:1 to
afford 2-[3 15 benzenesul fon%/6l ) phenyl] propionitrile
as pale yellow oil (0O.38 40 mmol ). Yield 60%
1H NVR (CDC13): S 7.98 775(m 4H); 7.60-7.35 (m
5H); Bupd (eql, EtEIH) HOT KBI%). ]EHSISMRJI(CIB(EIB) B=g b2z Jbs, TH, @ONH);
sol g{gl on of 2- benzerggsul fon hen g rop| oni t rlzg
(dtods gb: 17 Yol i 705 0(dnt 8 (379hHG7Hz, 2.9
gqn ﬁd(gjﬂeqﬂ Thes EH XHU§-e71YS I eft under stirring at

9

After cooI| af roomtenperature di oxane was

XXIIH) ethyl acetate

i due.

é‘ésé% °%ﬁ”c?s§§%§?]&?& %113%*1% iR e GesRaDR T SunlRl & an,

étrhRdlt @A abct 1 dol Na@b¢-3240 5 an) To the col | ected
basi ¢ aqueous extracts 37% HC was added t

goecipintion of ZHdieophenydremioniirde (he & ﬁé3eﬁal08f int IPMIF (8 mL)
I@:fufgé Big gté 94 nﬁnél?’a&ﬁ%ﬁg@égﬁ F?&%L&Eﬂﬁ@%&h sB{h%H{ s%F]L @.612 g,

obt al ned ration as
073312410@ wé:re]aZldadTnhder n‘ﬂlr@ed BOYshpese] DD6 rixile V\EB@:TBred 6h at

3 6. 7.96-7.75 7.62-
(lﬁﬁ? C5l;5|j)¥'L pé"%éfwg]h fjepCtipDAYs)MOT{TO %n% By %ﬁ Aﬁﬂ?p&ghng at room
%ﬁ%e}?ﬁﬁﬂes wafer 3 485 Ll £190 r(tl'ﬁ ani() )veregﬁdgd( @J@Heesolutlon and the

2-[3-(isobutyryl)phenyll propi onam de
2@@100@&9@@ OTaEMd2 00 51ed56iTl Brin@ 3 X 10mL) and dried over Na;SO..

2-(3:i,sobytyr hen i oni.c.aci d. .(0.61 .q,
Rpigt el e o urBre ke b8 160 %t it idridufe hidh was
Rﬁﬁﬁéd' BY <BldtdiofapRs Lehd %tﬁekéﬂe'ﬂgt(ﬁlc refil wg 3ford 2-[3-

fter cooling at roomtenperature, the m xture was

bongsoesatfenyimhgey!] pepianii prepdeyeliow od (8A8de 1.49cpmol). Yield

%BJ oride was diluted with dry THE (5 nL) and cool ed at
é’C Gaseous dry 5 ammonia in excess was bubbled into

t he nfpINNIR, (@A) &7.99c0US (&t 4HN] NGO-TThe émr 68g1 BGB (q, 1H,

was nonitored by TLC, after the conpl ete di sappearance

&t 7Hne] §f &¢.3thd="Hoagent the sol vent was evapor at ed

R et T S
wir of dekaiectl’%ailC] Seph) atedddudd Thoenistuganhc lefnendsastirring at

S L.th a saturated solution of NaHCO3 (3 0
T Ghoer webrip @ R froperbi Qib<Bivep anenpgeipisdand cold water
?V@Q@) ah@ Ay NH&KatY RRMKID) tvx%re 84048 tPWEresidue, The two phases were

3-isobutyryl phenyl) propionam de (0.56 2.58
aelpstgd agi sepidreigd laed the organic one was extracted with 1N NaOH (2x5mL).
To the collected basic aqueous extracts 37% HCI was added to precipitate the desired
acid. At the end of the precipitation 2-[3-benzenesulfonyl)phenyl] propionic acid was
obtained pure by filtration as white solid (0.324 g, 1.12 mmol). Yield 80%.
a]p” (¢=1, EtOH): -29°. 'TH-NMR (CDCL): 8 7.96-7.75 (m, 4H); 7.62-7.38

(m, 5H); 3.50 (q, 1H, J=7Hz); 1.50 (d, 3H, J=7Hz).
Synthesis of amides of formula (I)

Example 1

(R)-2-[3-(1sobutyryl)phenyl]propionamide
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oil. Yield 93% [a]D25 (c=1, EtOH): -35. 'H NMR
(CDC13): S 7.90 (s, 1H); 7.86 (d, 1H, J=7Hz);

WO 28R0F3995 (m 2H); 5.50 (bs, 2H, CONH2); 3. SOPCTIEPZBE/056742

J=7Hz); 3.45 (m 15 1H); 1.50 (d, 3H, J=7Hz); 1.1 (d,
6H, J=7Hz). According to the sanme experi nental
procedure and using the cor r&spondi ng 2- aryl propionic
aci ds above described as starting reagents, the

KK)-BQWlsmgucrmplmmmbaoromnie asidntih €& 6z ed2. 7Bxampl) evad dAolved in

- 2- anecar.bonyl . phenyl | propi onan de .
S8 itk i e Bt B3 ERoS M st PRI A cooling a
1dm tdm &at{lﬂa tAdHmixtdre’ WaJ ; eV, 3po4a5Lec? uﬁ@er(ﬂ&iu&h‘) ressure the crude
5.60-5.50 (bS 2H, CONH2)

@e! cj_li.q)rldezmg;gdltlmd PHp drp T@{f Sang }qu cpo@g a(c ﬁrg Q_DGaseous dry

%@1 eﬁ‘%] azﬂé%%bé)r ony{) e[h%1 eI%l))/( ulre plrubder v n%ormas stirring. The
ﬁ@]cﬁﬂ@ V\(ae #ﬂonli\iﬁﬁ—@)y THAL . aftdr Wcélﬁﬁl@%dlsa@e&aﬂ& ()ﬁthelsl'tlartlng
J=3Hz) ; 1H); 7.82

iq‘qgentﬂh&gso?\ﬁfrs gﬁf ev?pqiteénqndfwed%lsecg@retsﬁge a@ﬂi t%e ressldue was

@ﬁNé&M1t1§Cﬁ%13( gO l%t? anld (Jao; ld-nft]) fd, tw%"f»hages7\'ﬁ|€r)e debated and
Exanpl e 4 30 (2- benzofuran 2- car bonyl [

repitechand e orr@nm@@/\mmgeda@mh ER2008¢D ST ofzrgchog (3 x

@Dm%gan%5w%tg (Eﬁ_' Hﬂ‘é E:d O\L}%pI ER %(%DC rﬁ%vagorg%g)und%r vpguum to

e pakd (R)“ﬁﬁﬁ)sobu%yr@rﬁ)h(eﬁyl) pidpiodx@ide)(D.56.¢1 2. 58tmmdllas colourless
J=8Hy (bs. “2H, CONH2): 3.65 (q. 1H, J=7Hz);
1?113‘61614193"/% J=7THz). Exanple 5 5

(R ZHdrEe 2Rl 25¥, OERRIN | RSVl &F Bl gnamsdea, i,
24=1)Hz)87(58 7(% (rithH) Js=ﬁHzBs, 20, CONH,); 180 (d=8Hz)= 7}&)63 45 (m,

J=7Hz): 5.55 (bs, 2H,
&ﬁ%rlz?é (d3,3§81:(7&12)1hl (&%2):71{4 63 %d 3H, S ?Hz)

E?r&g%fa% i élga Fﬁf\mxé%nﬁéntﬁ ?ré_gd%'re énﬁl&ﬁ{gﬁlﬁ{ykc%ﬁggdlﬁg 2-

6ry8prdpioqm) acki) gbove Wosofbed distarting B8gdntk, thdfolbwiitfy Fompounds
7.50 H AH, J=7Hz); 7.38 (s, 1H); 5.66 (bs, 2H,
sty Y ey G
Example 2
(R)-2-[3-(cyclopentanecarbonyl)phenyl]propionamide

a]p” (=1, EtOH): -28°. '"H-NMR (CDCL): & 7.86 (s, 1H); 7.76 (d, 1H,
J=THz); 7.45-7.35 (m, 2H); 5.60-5.50 (bs, 2H, CONH,); 3.75 (q, 1H, J=7Hz); 3.70
(m, 1H); 2.23 (m, 2H); 2.05 (m, 3H); 1.85 (m, 3H); 1.45 (d, 3H, J=7Hz).

Example 3
(R)-2-[(3-(furan-2-carbonyl)phenyl] propionamide

a]p” (¢=1, MeOH): -41°."H-NMR (CDCl): § 8.10 (d, 1H, J=3Hz); 7.86 (m,
1H); 7.82 (d, 1H, J=7Hz); 7.64 (s, 1H); 7.49 (m, 2H); 7.41 (m, 1H); 5.80 (bs, 2H,
CONHL); 3.79 (q, 1H, J=7Hz); 1.41 (d, 3H, J=7Hz).

Example 4

(R)-2-[3-(2-benzofuran-2-carbonvl)phenyl] propionamide
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(g, 1H, J=7Hz); 1.56 (d, 3H, J=7Hz). Exanple 7 15
3-((R)-1-carbano.thyl) N- (2, 6-di chl orophenyl ) benzam de

wo 2jopa&9r=1, EtOH): -27. 'H NVR (DVSO d6): 6 BROI/RPI0b3056742

1H, CONH); 8.22-8.12 (m 2H); 7.75-7.60 (m 5H); 6.60
(bs, 2H, CONH2); 3.95 (q, 1H, J=7Hz); 1.50 (d, 3H,
J=7THz). Exanple 8 20 28

3- ((R) 1- car bano. thyl)N-(2 6- di met hyl phenyl ) benzam de
[a] 025> (afr;llEt(HIIJ—ESC’ Ml\/[RI-dCIEIYZH%)(SDB/BO(dG)H) 819(F5H, bs8Hz)

091 Gt sa) (b& (b Ssale) 728 3 oSy 13 hizp] v 8o,
%gﬁbg 21 BONaTRE (0 4¢P 1), 3 @ 3ft-mhranpl e 9 25

R)-1-car bano.th 3-c foropyrldln -yl ) benzami d
EXElaﬂpIDQS(C 1, EtOH) -30 ' HNVR (CDC13): S 8.70 (bs,

, 0 H L 30-7.68 (m 3H);

); 3.80 (q, 1H,
I=7He 15 8 7 M{E(@qgg m
(R - ZIOCS (\25: %ré?iﬁgfyphﬁo%mphen [ pr%gl4ggam2ci}2 \5/5\4!())8 (€ 15
2’6@61)0%399@ IPCT+HEP20 058 (18,6144, 2= 71219) [7a1](t. 2%, {€#Hiz); ESOKDs, 2H,

s YR D, Dt Bebl o0 s o %

M)ess 75 (s, 3H); 3.55 (g, 1H, J=7Hz); 1.50 (d,
J= 7H§) Ex%rrple 11 5
‘ OXa3 z DA R

|_\

) 2 (02 KHpheavibprepeagmidenr opi onani de

a] D2 o=l 1 2

L] iy M ST AEAEIPR 09 sty Zhofl

6.984 d( THl, EHHZ)@ﬁY(t,(TH JHAHzZ): 5. B0s518R £.66 (bs2BH, CONH,); 3.90
St N 3.85 (a, 1H J=7Hz); 1.62

fmfbﬂrﬂj@ym% T BthdsTAL 2 10

%B‘?f B- (2- met hoxyphenyl am no) phenyl | pr opi onam de
5(cl I\/EO—D -31 H-NI\/R(DI\/BOdG) 6 7.50 (d,
b 7lethg1)-X H enziddide 6. 78 (m 2H)

2 (. g U i €1 48

%;2@08.(21(m,3ﬂr1),37f775'-‘|?)50 (m, 5H); 6.60 (bs, 2H, CONH2); 3.95 (q, 1H, J=7Hz);
1.50 (d, 3H, J=7Hz).

Example 8
3-((R)-1-carbamoylethyl)-N-(2,6-dimethylphenyl)benzamide

alp” (=1, EtOH): -34°. 'H-NMR (DMSO-dg): & 9.75 (bs, 1H, CONH);
8.00-7.90 (m, 2H); 7.60-7.40 (m, 3H); 7.10 (s, 2H); 5.80 (bs, 2H, CONHy); 3.70 (q,
1H, J=7Hz); 2.15 (s, 6H, J=7Hz); 1.35 (d, 3H, J=7Hz).

Example 9
3-((R)-1-carbamoylethyl)-N-(3-chloropyridin-2-yl)benzamide

a]p” (c=1, EtOH): -30°. "TH-NMR (CDCls): 8 8.70 (bs, 1H, CONH); 8.20 (d,
1H, J=9Hz); 7.80-7.68 (m, 3H), 7.40-7.18 (m, 3H); 6.12 (bs, 2H, CONH,); 3.80 (q,
1H, J=7Hz); 1.58 (d, 3H, J=7Hz).

Example 10

(R)-2-[3-(2-methoxyphenoxy)phenyl] propionamide
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Exanpl e 13 15
(R -2-[3-(pyridin-2-ylam no) phenyl | propi onam de [ a] D25

W@ eood/0639p0OH) : -36. ' HNVR (DMSO-d6): 6 8.15 (bBCT/EPE005/056742

CONH); 7.50 (m 1H); 715698(m 3H); 6.88 (m 1H);
6.82 (m 2H); 6.75 (m 1H); 58- 5.38 (bs, 2H,

CONH2); 3.58 (q, 1H, J=7Hz); 91 52 (d, 3H, J=7Hz).

Exanple 14 20 (R)-2-(3- oxazol 2-yl phenyl | propi onam de

[ a] D2fo] (32:5:(1:—1 HEtOH)): -3829"H-NARIVRD(CTPCA 322 - ’6128(1602}([)5 7.00-6.85

L i s Bhizgisero-50 BolBortags 44 < T2 @ 1m
‘J"ﬁ'{%)lSé d3H d=73%), J=7Hz). Exanple 15 25
uran 2- yI phenyl | propi onam de [a] D25 (c=1,
EIXMieIBG H-Nl\/R(CDClS) S7 68 -7.58 (m 2H); 7.48
. 35-7. 2H); 6. 70 (d, 1H J=4Hz); 6.50
2H, CONH2); 3.65

A %#5,61——‘171%))1?1 ;5;8 NV Dwfszﬁag)'smwlm 18389); 7.09 (m,
oxo-1, 2 4- tetrahydrqu|noI|n
rin,pV @fna(m dEDWD 720062693999 (PCI?/PEPE@GSWGSBIMZ 603935 (bs, 2H,

(RhSRey ST o B0 AL LRy TR e, o2
E*ambpté 122=7Hz); 5.70-5.58 (bs 2H, CONH2); 3.90 (q,
1H J7Hz) 290(m 2I—I) 56(m 2H); 1.58 (d, 3H,
SR 7241 3-(2-methe ylag henyllpropigsamideasul f on | | phenyl

P gy ) oy, DL
G@N&Hl) 72%521 (1gf); &HS (ﬂn—lﬁfE)) 6.6D. cﬁlﬁ) 11, 6334 (rﬂ mzjs Siébs 2H,
e ace am naQ en ona e
PR 58 (6. B VB Csafss M) B BT BEs RuL Siiglai).
tx ﬁlpwp;) (prepared from
3-ani no) phenyl pr opionitrile as described in

52 (%15;5%?)1%109% a{? %%mgbl(%&h%lga@ @)& N ONE

V?%'fo nﬁdl dg ﬁtkﬁ%fkrﬁt SR B (th e 1) o grh nﬁ{)a% 75f(919”ﬂH) 5.58-
terrperature for 4h,” washed wth H20
Ar3sdts, Ve COWEST 58 (q, 1H, J=7Hz): 1.52 (d, 3H )= 7Hz)

Example 14

101,

(R)-2-(3-oxazol-2-yl)phenyl]propionamide

[a]p® (=1, EtOH): -29°. 'TH-NMR (CDCL): § 8.00 (s, 1H); 7.95-7.92 (m,
1H); 7.68 (s, 1H); 7.42 (m, 2H); 7.20 (s, 1H); 5.20 (bs, 2H, CONH,); 3.60 (q, 1H,
J=7Hz); 1.55 (d, 3H, J=7Hz).

Example 15
(R)-2-(3-furan-2-yl)phenyl]propionamide

[a]p® (=1, EtOH): -36°. 'H-NMR (CDCL): §7.68-7.58 (m, 2H); 7.48 (s,
1H); 7.35-7.25 (m, 2H); 6.70 (d, 1H, J=4Hz); 6.50 (dd, 1H, J;=4Hz, J,=2Hz); 5.35
(bs, 2H, CONH,); 3.65 (q, 1H, J=7Hz); 1.58 (d, 3H, J=7Hz).

Example 16

(R)-2-(ox0-1.2.3.4-tetrahydroquinolin-7-yl) propionamide
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15 After solvent evaporation under reduced pressure a
resi due was obtained that, by purification by flash

wae kooeosdooyr aphy, afforded 2-(3-acetyl ani no) phePy1/EP2005/056742

propi onam de as transparent oil (0.202 g, 1.01 nmmol).
Yield 80% 1H NVR (CDCl3): 6 8.59 (bs, 1H, CONH); 7.46
(m 2H); 7.20 (t, 1H J=8HA% 6.97 (d, 1H J=8Hz);
5.55 (bs, 2H, CONH2); 3.53 (q, 1H, J=7Hz); 2.09 (s,
20 3H)q]pt.(431,(ROHIH433 STRMAYR (QDUEE)dB B0t (bst e GANEL); 7.46 (s,
exper i tal procedure and using _benzoyl chloride as
dtr t il Hedglie); 7OR&d 18T ToRT '5&8@6%%7 s CONHL); 3.90 (q,

sl sed; : | amrng) phenyl
B o B TR R RE BT cone
Examplel7 2H); 7.62 (m 1H); 7.45 (m 2H); 7.40 (m

; 22 (t H, J= ;.6.94d(d, 1H, J=8Hz); 5.55
=L DA oS =7Hz) ; 1.43 (d, 3H,
J=THz) ] ,EX28P| 02D Neb (RI-NAR ICOYXE) 09 ¢k aNes ah o). 7.62-7.38
I I phenyl propionyl'| met hanesul fonam de 30 The reaction
Wwas Sk 5i@r(he RHa S e or 3.5 da.i L, UePtleng. SO(&.3ket)=aHz), J.
ﬁgr@%gg] 2002, 45(3), 567-583. WD 2006/ 063999

5/056742 31 1,1 -Carbonyl diimdazole (0.5 g,

3. acBRIindYberdtigd@idn@malesol uti on of (R)-2-[ 3-
cycl opent anoyl ) phenyl ] propi onic acid (I !93 (0.68 g,
Z%W%ﬁtﬂn)ofi%(wym enydpiogioppmidedQd ¢ He2G el (prgpared from
1§t LT St t f016,90
e R R R R
@00 35nB] 52287 ) nmrdD ymlwef drySCHeldle driethylamhe (0i1%trok.e1 3@ snmol)
left stirri ur further 16 h at, roomtenperature. . .
A acwlgghf@% éﬁ%%a 128 g dtsrantgdsdo! WP@HG(@SQG 1gtirring at
dom té’ﬂlf)é}atﬁ%’ ﬁﬁ"ﬂlp%slge% Yith Q1 0&9 x& m\M)tatﬂdV@'Ieﬁroxfeg N&,S0,,
10 nL). After drying wth NaZsS , solvent was renoved
ufabe solvactuenmpandot heder iedecedagepurd § iresidugywid abthined that, by

hr.omat h | t m xt C 95:5) ..
B BOROR e D i S ar BT T oA TP BT RGP eny!
bebpidiahadesutdnonasitda @200as1 06 alnadipdrialg 809 our | ess
oil (0.67 g, 2.09 nyol). Yield 79% [a]D25 (c=1,

Et OH) H-MER (GPRWR ¢ AL g)s, 1817000 Hm 7 4flm, 2HA2 7036 (¢ 11,
Sy p¥ ey T §as 33gd o iy ol 00

gMper 43enBal Jempgedure and using the rel ated
aryl propionic . . . .
According to the same experimental procedure and using benzoyl chloride as starting

-2-(3; egze vIphe

reagent, the following compound was synthesised:
Example 19
2-(3-benzoylamino)phenyl propionamide

'H-NMR (CDCl3): & 8.59 (bs, 1H, CONH); 8.15 (m, 2H); 7.62 (m, 1H); 7.45
(m, 2H); 7.40 (m, 2H); 7.22 (t, 1H, J=8Hz); 6.94 (d, 1H, J=8Hz);, 5.55 (bs, 2H,
CONH,); 3.53 (q, 1H, J=7Hz); 1.43 (d, 3H, J=7Hz).

Example 20

N-[(R)-2-(3-cyclopentanecarbonylphenyl)propionyllmethanesulfonamide

The reaction was performed as described in Uehling D.E. et al., J. Med. Chem.,
2002, 45(3), 567-583.
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15 aci ds above descri bed, the follow ng conpounds were
synt hesi zed: Exanple 21

WORpHO&PIL- [ 3- (f ur an- 2- car bonyl PCT/EP2005/056742

phenyl | propi ony} net hanesul f onam de [a] D25 (c=1, EtOH):
-23.5. "HNWR (CDC13): S 7.95 (m 1H); 7.85 (s, 1H);
7.71 (s, 1H); 7.50 (m 2H); 3. 28 (d, 1H, J=2Hz); 6.60
(d, 1H, J=2Hz); 3.82 (g, 1H 20 J=7Hz); 3.20 (s, 3H);
1,158 aflehnyBimidazokz 0.5 ExaWplremaD was added to a solution of (R)-2-[

S Psh sy TGt DA R e S et i deiCHaCh 8 mL)

Eﬁ&}ﬁle redutting HhiNRe (mcléﬁ st1§117g 9o 1631}11 Qﬂ) seratu@4£drMO min.
; 7.48 %3 1H + : Jp 6. 21

é\@lethaprelsul@ﬂzmzqe (032689 £q8 Frbmmlol) o5 Bﬂ-&() 43 3111252 %@ miggl) :were
éf’(f%’( %%d %%[ l’x 1%1’% 00 (& <7 ginLg ﬁg'flzlhiler B53il foctid temperature. The

phene-
phanid pasophe ma}mnhﬁlm o fIon mnxdle) 1[na} Dﬂﬁh 6%—NaHEt(H'O3 x 10

:yﬁ?’lésan(dgiv””q)a er -ﬁZ 4;0 ({ k) 2A|?[er é}ryﬂp(g erﬂl Wm gn}ygnt( Was repoved

‘Jlﬁgéﬁzx)acuu?m 18d b5 3D wal puftfiédby 8% gl'ﬁlomltt‘oél"e%}ly (Eamh&eure
24 WD 2006/ 063999 PCT/ E82005/ 0%6742

KHLLRYIeQH] 325 DenPofeur NA{R)-243 -lg@q:iypentanecarbonylphenyl)proplonyl]
E{]e%q%esﬁ%ggg%n&h”e%ﬁg%%%%)go aur, e56§al] %% Q O% né%lo]() Yield

¥ebs, 7.75 (m 1H) 7.69 (m 1H) 755(m 4H) 7. 30

(3r|_T }{';')Wgs@gg 1|I-_|1é8 %}ﬁ I_IllZMR (CDC13) (67 80 (m 2H); 67542((m 2H);

R b
phe “1 ?Hioipl%o{?y?ﬁé han(e oﬁgmhgemf)a]l lﬁéd( ﬂéfz )O—I) :
A&Bordldgl- foMRe (sﬁ%bﬁberlrﬁerﬁalﬁﬁo&eﬁhreléﬂ)d us%a@ﬁle(lﬁlateﬂwrylpropionic
05 (bs, 1H, CON 7.95 (s, ; 7.66 (m 2H) 7.40
glds zllpxbve dgsogli)e@ dhe owwl}poun@s \ggre(sgnthgqlﬁ 1.60 (d,

%ﬁ] . 10 Exanple 26 (R) -2-[3-(furan-2-carbonyl
en F N-p iyr d-2-yl prop| onam de Thi onyl chloride

-[3- u?am‘imar 0 oftion metlllamsallﬁottaimde

(V) (B L%%ZM) RIS T8 §) 150 S el

e Ukt 1@)9 7591 i n). was qd,eﬁhy@hz‘)pma'ad, ﬁ&,tﬁmﬁgcﬁ.w@, 1H,

at room terrper at ure, uene

J=THz); 3.20 (s, 3H); 1.55 (d, 3H J=THz).

Example 22

N-{[(R)-2-[3-(5-methylfuran-2-carbonyl)phenyl]propionyl} methanesulfonamide
a]p” (=1, EtOH): -15°. 'TH-NMR (CDCl): 87.95 (m, 1H); 7.84 (m, 2H);

748 (bs, 1H + CONH); 7.10 (d, 1H, J=2Hz); 6.21 (d, 1H, J=2Hz); 3.80 (q, 1H,

J=THz); 3.25 (s, 3H); 2.42 (s, 3H); 1.60 (d, 3H, J=7Hz).

Example 23
N-{[(R)-2-[3-(thiophene-2-carbonyl)phenyl]propionyl} methanesulfonamide

[a]p® (c=1, EtOH): -37°. "H-NMR (CDCl): 87.80 (m, 1H); 7.71 (m, 2H);
7.58 (m, 1H); 7.40 (m, 2H); 7.10 (m, 1H); 3.75 (q, 1H, J=7Hz); 3.18 (s, 3H); 1.54 (d,
3H, J=7Hz).

Example 24
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15 and thionyl chloride were renoved under vacuum and
the residue was dissolved in CH2Cl2 (2 nlL);

wQ@2@ai0639pyri di ne (0.05 g, 0.54 nmol) was addedPErEP100&056742

solution left stirring overnight at roomtenperature.
The organic solution was washed with water (2 x 10
mL) and, after drying over N¥2SO4, sol vent was renoved
under vacuum and the cr ude was purified by silica gel
RB2d3(b any exy hieftht@cl forthi8e 2)

tY?e?hY@@&“&raf%@( ﬂ%@\% Il S5om 1?@9%553)@ 1)

. 1 8
?I—7|% (%20\1'%? 7.%?0%1, ?E@%&?(m lrl){) 7370 §§ 1(11151 338'51)(q fi EL7(}E§ 3.29

7.52
s, 00); .08 (dLBHL, J6/H82 (m 1H) 3 82 (q, 1H, J= 7Hz) 1 65
é:](;‘ l&—‘liu —7Hz). According to the sanme experi nental
8BP#2 and using the corresponding 2- 25

AL-Y[(RY-011B 980 RC- debMDﬂmvabrodi&ﬁllfrﬂéth%ﬁlﬂm@@ﬁﬂ%oUndS
wer e synghe3|zed nple 27

( R) - 21¢l8- (@uﬁaﬁt%)ca% niENMRe (GPTLN-§ D48 (i ABd) 835 s, 1H);

§F{b§r1?f”&%ﬂ}?]£%56 fﬁ}oﬁ%(% %)%459 lﬁ)D% %ﬁﬁ%mz)

3+3)S(s73}§21(6m(d25lﬂ,1 THD?2 1H, J=2Hz); 7.02 (d, 1H,
J=2Hz 30 6.68 (d, 1H J2Hz) 395(q 1H, J=7Hz);
Example26 34, J=7Hz) . Exarrpl e 28 WD 2006/ 063999
Alamidear bonyl

y azol - 2- vyl
ﬂ“ﬂl(lmlybddm@te(oﬂmu 23 gembdl) avds radd@l toandohgion of (R)-2-[3-(2-furan-2-

4-tri or.omet.hy. epar

oo lensifpate it (9t b E0 SeRBRn @@sgﬁéf% (5] and
1&5&5111@1%3501&1&16\%@@2@%@8%162h Bﬁgr'%oolrr%]a@ roonHtéNM%rature toluene
(CDC13): 69. 35 (bs, CONH); 7.95 (m 2 775(3,
apj thlqny;g;hlpr@g Waig rqm)ved'/unggr (asvumpnd the pidus washissolved in
?H?;ézz((% IIR_é)ggDrang%Od%/?ld 1}%40 st rrésé%‘%é‘? waggdﬁ(e% anﬁ File solutlon left
aﬂﬁhngi’dvlgngﬂﬂ at ﬂfoyd fehetabute ch&cmgaﬂ{b solafiéh bvhe W@.meﬁamﬂl water
-arrino-4-tri£ ronmet hy| thiazole, the follow ng

é%ﬁ.d Rl s aft G?rgvgthf@rsy\l%@épzt \éﬁ%p}\@s pegnoved under vacuum and

Ql@ crgde[ wad Iglﬁ"ﬁ?egf sﬁﬁa%epé}{rm%%a hy (eluent mlxture n-hexane/EtOAc
phenyl | - N-(4-trifluordonmethyl-2 ht azol - 2-

Bl togive lpalm 28ens[caloppsss(@HD, 076, OFR:mmeBOYield-BAMR
(ORCLR) 1 288-88 {28 e FNMR (cDCL): 58,22 (m, 21): 8.00 (s, 1H):
7.88 (m, 2H); 7.80 (bs, 1H, CONH); 7.70 (s, 2H); 7.61 (m, 1H); 7.52 (m, 1H); 7.00
(m, TH); 6.62 (m, 1H); 3.82 (q, 1H, J=7Hz); 1.65 (d, 3H, J=7Hz).

According to the same experimental procedure and using the corresponding 2-
arylpropionic acids and amine, the following compounds were synthesized:
Example 27
(R)-2-[3-(furan-2-carbonyl)phenyl]-N-(2H-thiazol-2-yl)propionamide

o] (¢=0.5, MeOH): -7°. 'TH-NMR (CDCls): 8 8.05 (s, 1H); 7.90 (m, 1H);
7.75 (s, 1H); 7.60 (m, 1H); 7.52 (m, 2H); 7.22 (d, 1H, J=2Hz); 7.02 (d, 1H, J=2Hz);
6.68 (d, 1H, J=2Hz); 3.95 (q, 1H, J=7Hz); 1.70 (d, 3H, J=7Hz).

Example 28
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15 8.15 (m 1H): 8.05 (s, 1H): 7.78 (d, 1H J=7Hz);
7.65-7.58 (m 5H); 7.40 (s, 1H); 7.35 (t, 1H, J=7Hz);

W@ 2®6/063999 1H, J=7Hz); 1.80 (d, 3H, J=7Hz). AcCPCTIEPZP0$/a56742

the sane experinental procedure and using the

aryl propionic acid Il and the am ne 2-am nopyri di ne,
the fol |l owi ng compound was s¥nt hesi zed: Exanpl e 30 20
(R) -2-(3-cycl opent anecar bonyl phenyl )-N-p riy

(R 224 B{ofuogi- Doantvduhd ) fhaip DR Bl - (detmifluofen@it)vi-2Hb il zol-B+ NIVR

:gPLClS? 6!8 70 (bs, 1H, CONH); 8.10 (s, 1H); 7.98
= ); 7.84 (m 1H); 7.80 (d, 1H, J=7Hz);
_Thé5ea(g@mt a]ane \i—aﬁﬂﬁ%ﬂ trifludron{ethyl llh'ﬂlzolg vxih@ pGéi)arehl'és described in
=3Hz); (I ; 3.75 3.70 (m

MgazzanzMz@tels ncilm}l @@1(#\8&3253(110 8@51( S3BH); 1.55

(d, 3 H Lel

- 2- [3ﬁf]fjurg f cars%l%iyl phelﬁéﬁl\fiﬁl\ﬂch])aa) y8p9r %%l(gsrialr%l{ngNH)
quﬁwz}ghbaségielﬁ)l 58139 261, 7P ¥ 3]s Bddedst @, 8H); 6.55 (s,
sol uti on of 2- furanoyl)phenyl]proplonlc

ébﬂ);cB ?a8/4q, (B, 5%‘7}@) 1261 ﬁﬁbﬂﬂﬂz) dry t ol uene (10 rrL)

% n het re sultin Eal xeq for M VI
36PiHG At SUNT £ 18}63 uPe)ee %F&%%é‘s‘é‘é %‘?18"-"%1?{ %lﬂ“‘ic "
ahd ahd Amine Rentigcavieidubiderihy atladsle A fNRWIRS lcdmpomis was
di ssolved in dry CH2C12 (30 nl) and added dropwi se to

aywbgsicefion of hydroxyl ani ne WD 2006/ 063999

5/056742 34 hydrochloride (0.179 g, 2.57
mﬁ?a%g triethylamne (0.71 nL, 5.14 ol ) in dry
QR 2-($eh@ofutan-2-Ebomyed bkl dy- Qetrifitiprometiad-2Fethiazol-2-

stirring oyerni ght at room tenperature. The organic
m#@gm\%%so diluted with IN HJ (20 nL) and, after
phase a]%épegrs:}t | FAOH)t 50T GANMR OtED BH 8@?@ Ogosvv' 1 CONH);

wat er x 20 m.). "After drying over 5 sol vent
was (me rirH)ea OdneerHy aciruf, did JEfHz) rude7 damp bH)f 7.0 (kyl H);

t h t t 95:5) t
A A oSS o | S L aETED 2. 25 arol)
WSt Sdohe ZRpdeimhyal Vel A wsid MRrGlplchlc o 1
ap{l theamiirg 2-athipy(idine lthe falokzg congpadmd (was symhesizd85
%9%‘%3 10 J=7Hz); 1.95 (bs, 1H NHOH); 1.62 (d, 3H

According to the sanme experinental procedure

ARP2 YS- i op di@andbarbSydteail) N-pedidl 2 yWeropilohg@midel | owi ng
compound Wnas s%nt hesi zqd Exanpl e 32

-2-[ slq]uaﬁl(azm Oﬂ)céﬁﬁo%m\%%@h)ﬁ ﬁ—&(q?Fg (bs, 1H, CONH); 8.10 (s,
IE P 99 @M 198H,). 784 (m, 1H); 7.80 (d, 1H, J=7Hz); 7.45 (d, 1H, J=THz);
7.37 (m, 1H); 7.10 (d, 1H, J=3Hz); 6.95 (m, 1H); 3.75 (q, 1H, J=7Hz); 3.70 (m, 1H);
2.20 (s, 2H); 2.0 (m, 3H); 1.80 (m, 3H); 1.55 (d, 3H, J=7Hz).

Example 31
(R)-2-[3-(furan-2-carbonyl)phenyl]-N-hydroxypropionamide
Thionyl chloride (1.6 mL, 27 mmol) was added to a solution of (R)-2-[3-(2-

furanoyl)phenyl]propionic acid (V) (0.53 g, 2.15 mmol) in dry toluene (10 mL) and
the resulting solution was refluxed for 3h. After cooling at room temperature, toluene
and thionyl chloride were removed under vacuum and the residue was dissolved in

dry CH,Cl, (30 mL) and added dropwise to a solution of hydroxylamine
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15 [a] D25 (c=1, MeOH): -28. 'H NVR (CDC13): S 8.44 (m
2H): 8.12 (d, 1H, J=3Hz): 7.73 (d, 1H, J=2Hz): 7.65

W@ 2006063999 =7Hz) ; 7.50 (t, 1H, J=7Hz); 3.87 (q,PAHEP2005/056742

J=7Hz); 1.90 (bs, 1H, NHOH); 1.70 (d, 3H, J=7Hz).

Exanpl e 33 2-{(R)-2-[3-(furan-2-carbonyl

phenyl | pr opi onyl ami no} pr opi otfi ¢ acid 20 To a sol ution

of (R)-2-[3-(2-furanoyl)phenyl]propionic acid (V) (2
tydi®clomi®(0.17g, b Drand) {16l mie)hylamioa (0.7t hLorsi ldem(®)9R dry

2. |)..was added the resultin sol ut.ion
Rk st iRl THE TeR s sShfon Py TG A oigi R room
@RRedtaleUTRe bRENISALNEBA wa¥@TuRY 3RAN N Fftl@w{n'lg@n@,ralﬂﬁﬁphase

acyl chloride was dissolved in DW §)5 ntg a C and
BaBratipnethepreaiQomyhy wasied moimweter 02 xg20 mig. Al Jrying over

r&~a under stirring. 25 Afte mn .a soluti
R R e e e
ehilnat@mabhly r(elattythianira €HC;/OH;0H) 95: ) tDWve(piréB) avwpsle yellow
aqded. The res Iti,n% mxture was left stirring for 2h
St (B8 gnet > HVERAN- gHEYF % 0om t enper at ure. The

preci pit.ated S_fibl e -~ Hhe ~fghl . .
B Lo b hl’%‘gﬁ( f{é‘ 'rrLFﬁ]aini%qq)hcg)b?gg%i ol %Egézgg (s, 1H);
Wedhied W) B SQQRoleEl, U+Tiz)adi2d (BufH.eF=2H2);x6. 40 (ml) E); 8.8 (g 1 H,
at ura 30 so| ution_of 8 X 10 nmL) and then
m‘ﬁz)biggéb% :]L% ﬁgdp—_%Aﬁt@r(W&ﬁéler Na2S04, sol vent
VRS0 RUAPBIRE &fnd B Rl gfdég&—’uré hAd wyR t%?%%iﬁ&lib Beid TV,
n- hexane (20 WO 2006/ 063999 PCT/ EP2005/ 056742 35 nl)
dredollewinggomppipywassmidiegiaed:at r oom t enper at ur e.
%—XL&FI{)(;%- [ 3-(furan-2- carbonyl) phenyl] propi onyl am no]
propronic acid nmethyl ester was isolated by
{R)-24[3{(ihtwo RS2 -wdib by | P &) N(hl.d6dk y8sopfondmidel ) . Yi el d

69% To a solution of the methyl ester in dioxane (3
m), [MoNaeH! (Ble@Hh )28iadl-A0MRd CAKd:)t RS 4 to0.utd): 13k (d, 1H,

APNAN raLght. 0 r e LA £e/

T 2% 20 eV R 0 R TR Pl i R LR

WaBgc 1 90 (b dHWNHOI N0 (H2304=rHzpH=2. The aqueous

%ggse was extracted with CH2C12 (4 x 15 nlL) and the
organi c extracts were washed back with

BLiRE 23 FiThd-2-FHHoRA)ART I NB RS AR BMARRE AL RS under

vacuumtio give an oily residue. 3/ was |solated by .
dioyes st dnzeft (RO2- 3+ @rfiuestnioy 1) plesmipropbBicnddid £%) (thizt &2 mi@ol) in

?,8' i dff & @ﬁ tﬁppﬁﬁ@g@%@&% @;?&ﬁ%’l) &rﬁé Ldaﬁg&ﬁ?@é resulting

iblutiond was hgdted 4+ Rfluk For I Aftef. Aélihgt o tedpdfaturBithe solvent
1H); 7.16 (d, 1H, J=7Hz); 6.53 (m 1H); 5.95 (bs, 1H,
@ankyapomtgbandthe gpyde gexi chjoyide vag Jissefved 1 DNEA Spph ) at 0°C and

b&3 (1(. 89 g,3§.|2 mf}lgla a'ﬁ%)HO]%T?(?O(l %‘ 7?’5'_1'11HI]OT')7wElze)added under stirring.
After 30 min. a solution of D,L-alanine methyl ester hydrochloride (1.08 g, 7.5
mmol) and triethylamine (1.01 mL) in DMF (2 mL) was added. The resulting

mixture was left stirring for 2h at 0°C and overnight at room temperature. The
precipitated DCU was filtered off; the filtrate was diluted with EtOAc (15 mL) and
the organic phase washed with 10% citric acid buffer (2 x 10 mL), with a saturated
solution of NaHCO3 (2 x 10 mL) and then with brine (10 mL). After drying over

NayS0y4, solvent was evaporated to give a crude that was suspended in n-hexane (20
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15 According to the sane experinental procedure and
usi ng glycine nethyl ester hydrochloride, the

wo odobovdopy conmpound was synt hesi zed: Exanpl e 3BCT/EP2005/056742

2-{(R)-2-[3-(furan-2-carbonyl

phenyl | propi onyl am no}acetic acid [a] D25 (c=1, MeOH):
-13.5. "H NWR (CDC13) S 7.80°Ym 1H), 7.82 (d, 1H 20
J=7 Hz), 7.64 (s, 1H); 7.47 (m 1H); 7.33 (m 1H);

)5 apd, 16fH, stdaidgz pyerdightl dtmroomd Hiemper8are( b3-[ (M)H, 3 -(furan-2-

SO gy o a b b i0b e D NG it Sangolated by

TaddtRnhs WHARROWASK S<Im%tg 3¢t @10 EVBE /. CPa a kBIAHEE 6 the methyl
chenot axi s Chemi c nane Structure |IL-8 (10- Cha 0-

8Tt BNioxary (2 {1y, INdMPH (hémld) wep @ddadna@é theanppure iefbstyfrmg
%3%‘\‘1%@62 &Hrsooggge?m eéaturﬁg ?FI)]i lé:ﬁ&fr elrsrgb trX §|n\)é/asmad ed and the

(Ettidrg (Bixtiirs Gvak Qcidlﬁ'ﬁﬂnwilh OnO mﬁﬂOdeo @HNEIlepe yuepusyphae was
pi VIl 605 n.a O %R (3-benzoyl phenyl ) pr opi onam de

m—‘@ed@’ﬂﬂh Ciith QQ_PE ﬁg)mLz) %1131 the 59 %ﬂteéih%qgg,rpl): exgracts were washed

t
B85 AP U BT R SRR S 208, v

ady irradwn 3PN @atwﬁvume@taﬂlhm frinsethyli ethérb{10iroh) as white
gﬂd(%tf UCtzufS mmo?)%?e?é 4%@ C5a i nduced PN mgration
p> (=1, MeOH): -21°. "TH-NMR (CDCI3) & 7.86 (m, 1H), 7.80 (d, 1H,

J=7 Hz), 7.64 (s, 1H); 7.47 (m, 1H); 7.35 (m, 1H); 7.16 (d, 1H, J=7Hz); 6.53 (m,
1H); 5.95 (bs, 1H, CONH); 4.50 (q, 1H, J=7 Hz); 3.65 (q, 1H, J=7 Hz); 1.53 (d, 3H,
J=7 Hz), 1.35 (d, 3H, J=7 Hz).
According to the same experimental procedure and using glycine methyl ester
hydrochloride, the following compound was synthesized:
Example 34
2-{(R)-2-[3-(furan-2-carbonyl)phenyl]propionylamino}acetic acid

a]p” (c=1, MeOH): -13.5°. "H-NMR (CDCl3) § 7.80 (m, 1H), 7.82 (d, 1H,
J=7 Hz), 7.64 (s, 1H); 7.47 (m, 1H); 7.33 (m, 1H); 7.15 (d, 1H, J=7Hz); 6.51 (m,
1H); 5.90 (bs, 1H, CONH); 4.05 (s, 2H); 3.61 (q, 1H, J=7 Hz); 1.53 (d, 3H, J=7 Hz).




CONH2 (R) 2-(3-isobut Yr Ylphenyl) propi onam de 1 50+7a O
CONH2 (R)-2-(3-c clo entanecarbon | hen 1 2y p yp vy)
w6 9M6/06399pr opi onanide O O ~ CONH. 3 | PCT/EP2005/056742
(R-2-[(3-(furan-2- carbonyl)phenyl] 656 a
propionamde O/ VI 1 CONH 2
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26+6 b propionamde ac 7 HcoNHz 3 ((R 1
car bamoydhehisdndmdN (2, 6 a C disghk@rophenyl]) ieg@aen @8a 10
578 CH3 O8 | HV CONH

8 6
3-((R -1-carbanpylethyl ) N-(2,6- 651 cH Ga ™ M
di net hyl phenyl) benzam def] N O
(R)-2-(4-isobutylphenyl)propionamide )\/QJ\ CONH, 7412 na

N-[(R)-2-(4-isobutylphenyl) )\/Q)\ CONHSO,CH, csts na
propionyl]methanesulfonamide -
-2-(3-isopropylphenyl)propionamide CONH,

(R)-2-(3-isopropyIphenyl)prop /kQ/L (045 na
o]
(R)-2-(3-benzoylphenyl)propionamide CONHZ
3717 30+2

N-[(R)-2-(3-benzoylphenyl) o
propionyljmethanesulfonamide CONHSO,CH,
38%5 205




3-((R)-1-carbamoyl ethyl)-N-(3- )

a HI

chl oropyri di n-2-yl ) benzam de WD 2006/ 063999

wEOn6BER0O5/ 056742 38 0 10 0 e CONH2

(R) - 2-[ 3- (2- mret hoxyphenoxy) phenyl] 55+6 b

pr opi onam de
hen 1 11 , I, py)p
512 " | CONH2 (R) -

yl

propi onam de H 383 a 13 | :
Tablé B) 'C%n{p%ul(l&yefchdé B BMN M NRlRRARYEhotkiRr Opi onam de

(R) - 2-(3-o0xazol -
CONH2 (R)-2-(3-fume-2-yl)phenyl]

propl onam de ~ o0 15 I

C CONH 2 (R) 2-

42+ propi onam de 01~
CONH

2-yl)phenyl] 639 a

~ CONHZ 402 a
PCT/EP2005/056742

3 (2-chloro hen [ am no

60+g

2-[ 3- (2- met hoxyphenyl am no) phenyl] a

O

chloropyridin-2-yl)benzamide

A1 7 e B =, ma—eal fa'a' N [lo] 10
LT [} IJI UIJI UlTdaliimt Ut \J \I \O. W | 10 (y lnhlbltion
(IR - 2- (oxo0-1, 2, 3,4-tetrahydroqui nolin-7-yl) 4510 |b ° )
Ex. Qr opi onasi§Rue Chemical Name C5a induced
PMN
migration
(e}
CONH ; ; ;
2 (R)-2-(3-isobutyrylphenyl)propionamide
w 50+7%
(e}
CONH
> (R)-2-(3-cyclopentanecarbonylphenyl)
O)\Q/L yeOpEAneEAmOIY PR 59416
propionamide
(e}
W CONH, (R)-2-[(3(furan-2-carbonyl)pheny]] .
) ) 6516
propionamide
(0]
0O CONH
> (R)-2-[(3-(benzofuran-2-carbonyl)phenyl]
o 55£7°
propionamide
(e}
{j)\g/'\cowz (R)-2-[(3-(thiazole-2-carbonyl)pheny]] .
N . . 317
propionamide
[}
{j)‘\@/'\co““z (R)-2-[(3~(0xazole-2-carbonyl)phenyl] )
N . . 266
propionamide
Cl
s
N CONH, 3-((R)-1-carbamoylethyl)-N-(2,6-
T H*@* ® Vlethyl)-N-( rage
dichlorophenyl)benzamide
CH,
(o]
m)KQJ\CONHQ 3-((3)-1-carbamoylethyl)-lj-(zﬁ- £5510°
CH, dimethylphenyl)benzamide
N -(R)-1- -N-(3-
r HJKOJ\CONHZ 3-((R)-1-carbamoylethyl)-N-(3 4042




ONH2 (R)-2-(3- 54+7 a
benzenesul f onyl phenyl ) p

17 C df,
ropionamde H "I , CONH,

WQ@2(08/063924 y| am nophenyl ) 18 832 a propi onam deCT/EP2005/056742
2- (3-benzoyl am nophenyl) a 19 , 3411 propionam de O
CONHSO2 CH3 2 3-c clo entanecarbon | hen 1 20 I, ~)-(

Yy py py) 22+2 a propiony 3 methane sul fonanide O
CONHSO CH N- ((R)-2 I3-(furan-2 carbonyl)phenyl] 6115
b| 21 | &1 / propionyl |} met hanesul f onam de WO

102006/ 0 &R2005/ 05 6(R42-[3-B9netlOxyPhen@sy )pifenyl] b
OCPNHSO,"GH, (R -2-[3-[5-nmethyl fyran:2;. b 536 5516
carbonyl )phenyl] pro pi o ny | } nethane sulfo nani de
0[23 S GONHSO, GH N- ((R)f 2-[(3- (t]

1 1O|C hene- a toypheny| | @-2-[¥=3-chlorophenylamino)phenyl] 4rg5a

propionamide B
o~ 9y
N -2-[3-(2-methoxyphenylamino)phenyl
12 ©/ \©)\CONHZ (R)-2-[3-(2-me O%YP eI.IY amino)phenyl] 6048
propionamide
N H - . 38+3°
13 O CONH, (R)-2-[3-(pyridin-2-ylamino)phenyl]
propionamide
CO
N CONH, -2-(3-oxazol-2-yl)phenyl
14 J\KD/L (R)-2:C-oxazol-2-yhphenyl 6329°
propionamide
/ (©]
= CONH, -2-(3-furan-2-yl)phenyl
15 R)-2-( . Y )phenyl] 41477
propionamide
H
O, N,
CONH, -2-(ox0-1,2,3,4-tetrahydroquinolin-7-yl
16 j\:D/L R)-2-( e D gseiob
propionamide
S
>s
CONH, 2-(3-
s oo .
benzenesulfonylphenyl)propionamide
CONH, 2-(3-acetylaminophenyl
18 ! (-acetylaminophenyl 8342
propionamide
R 2-(3-b laminophenyl
19 QT @ACCNW (3-benzovlaminophenyh 34411°
propionamide
(0]
CONHSO,CH, -2-(3-cyclopentanecarbonylphenyl
20 G/KQ/L (R)-2-G-eyclop viphenyD 2242°
propionyl]methanesulfonamide
O
o CONHSO,CH
ks N-{(R)-2-[3-(furan-2-carbonyl)phenyl

21 \ | 1(R)[ ( Y)p. y 1] 61i15b

propionyl }methanesulfonamide




pro pi
CONHSO, CH 3

o ny |
N-

} net hane

sulfo namde 371 1 O

wo ¢dap/0@39p9 3- (benzof uan- 2- car boryl ) phenyl ] 24 SBEI/BEPDPH/056742

ny

| }met hane sul f onam de

O CONHSO CH 25 ~I TN 3

N-((R)-2-[(3-(oxazol e-2-carbonyl ) phenyl] 388 a pro pi

o ny |

} nmet hane sul fo nam

FOH ON26 V

(R)-2-[3-(furan-2-carbonyl )phenyl]-N-pyrid- b 459

Z-yTpropi onam dge O H N 27 V
(R)-2-] Aunarbonyl ) pqEr J833 {,,F ]pm&_g_os
22h| azol\Z2-y ropionanide O Q% K/I}IF E'yll 3 53+6°
(R) - 2-[ 3- (f une- 2- car bonyl ) pheny| FartqgnyDphengl]
$r fl uorog‘e;t hyl - 2H-t hi az0l - 2 profiny e QBbRRAALR de O H
N
(R)-2-[4 (34 (benkof uran- 2-car bonyl ) phenyl ]-N- T ~} 29
g4k triglo (Olyet Y2 2H- t i Nr@)-2-B3-(io@negd-carbonybphenyl] |
propionyl }methanesulfonamide -
(0]
24 ° | O CONHSO,CH, N-{(R)-2-[(3-(benzofuran-2-carbonyl)phenyl |
O . . 5345
propionyl }methanesulfonamide
(e}
o CONHSO,CH
2CHs N-{R)-2-[(3- le-2-carbonyl)phenyl
25 <\JN)\©)\ {R) .[( (oxazole-2-carbony ?p enyl] 38487
propionyl }methanesulfonamide
i H
O N N,
> -2-[3-(furan-2-carbonyl)phenyl]-N-pyrid-
26 m U (R)-2-[3-(furan-2-car .ony )P enyl]-N-pyri 45i9b
2-ylpropionamide
i H
O. N /N
27 <l T \S( ") (R)-2-[3-(furan-2-carbony )phenyl]-N-(2H- c0x5
thiazol-2-yl)propionamide B
i H
O. N\r)\l
28 8 I S\/>—CF3 (R)-2-[3-(furan-2-carbonyl)pheny1]-N-(4- 49+9b
trifluoromethy1-2H-thiazol-2- -
yD)propionamide
7 H
o. NG
] Y )< | R)-2-[(3-(benzofuran-2-carbonyl)pheny1]-N-
2 L . . 40£12°
(4-trifluoromethyl-2H-thiazol-2-
yD)propionamide
I H
N N
N -2-(3-cyclopentanecarbonylphenyl)-N-
30 m U R)-2( CyC.OpeIl eCé ony.p enyl) 51450
pyrid-2-ylpropionamide
(e}
o CONHOH
-2-[3-(furan-2-carbonyl)phenyl]-N-
31 W ®)2-3 bonyhphenyl] 7045 "
hydroxypropionamide
(e}
S CONHOH .
-2-[3-(thiazole-2-carbonyl)phenyl]- N-
32 <\JN)K©)\ (R)-2-[3-(thiazole-2-carbonyl)phenyl] 3042°

hydroxy propionamide




yl) propi onamde OH N N 30 |

(R)-2-(3-cycl opent anecar bonyl phenyl )-N- 51+5 b
W@06deR9y| propi onamde O CONHOH 31 V I | ~ PR/ER200§/@6742

( fum-2-carbon yl)phen y1]- N 705 b

hydr oxypr opi onam de O S CONHCH 32 ~~N

(R)-2-[3-(thiazol e-2-carbonytd phenyl ]- N 30+2 b

hydr oxy propi onam de WO 2006/ 063999 PCT/ EP2005/ 056742

40 OH &O,9~ N CQNO—IC%B I |O

2:0, (R - W ~g=Cdr bany by phenydfran-AcartBPpheny1]- .
pl36pl onyMam propront ag COON Vi 40£5
2 1

id OH. NI -/ . 34
-' (R) - 2-[ 3- (fur an- 2- car bgnyl ) BF?B‘ﬁ@‘/Ilajnlmoé\pmpbongf?d

propi onyl ang no} acetic acidq a drug concentration: 10-[M

b drug c FOr°10- @M , 58 1 2896{ 963399 shenvIl-
P84/ EP2005) 086742 41 R e Adpheny 5147°

propionylamino }acetic acid

* drug concentration: 10”M

b drug concentration: 10°M
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CLAIM5S 1. (R)-2-aryl-propionam des of formula (1): H3
H Ar JY N P 05 (lI) wherein Ar is a phenyl group

weamshevm ted in the 3 (nmeta) position by a grBPCUPER005/056742

selected from Ilinear or branched G -C8-al kanoyl, C
i - C6-cycl oal kanoyl, heteroaryl carbonyl, 10
C - C6- al kyl am nocar bonyl , ar¥l am nocar bonyl ,
G - C6-al kyl ami no, G -C6-acylanino, arylam no,
benzoyl am no, aryloxy, heteroaryl,
&L' koxycar bonyl, Ci -C6- aryl oxycarbonyl,

kanesul fonyl, arylsulfonyl, or when R is an

bov R forms a 5-7 menbered

mg %ﬁg%p@ug]ﬁe:&?g(ﬁr%‘ @Je in the 4 position; 15
Ris selected from - H, G - C5-al kyl,
C3- C6-cycl oal kyl, C2-C5- al e?']yH G - Co- aI koxy; - an
het eroaryl group sel ected roreryrl di ne, pyrimdine,
pyrrol e, thiofene, furare; TijhdoRe, thiazole, oxazol e;
- a a or R carboxyal kyl resigue consisting of straight
or branched G -C6-al kyl, C3- 20 C6-cycl oal kyl
C2- C6- al kenyl, G -C6- phenyl al kyl, optionally
substituted with a further ®arboxy (COOH) group; - a
E@‘%}(‘%&Je of formula SO2Rd wherein Rd is G -C6-al kyl,

-cycl oal kyl, C2-C6- al kenyl, aryl, heteroaryl. 2.
@anp (aqméﬁylagoop dubsgitditedah aherB me2H pokieioai by Argrbsp & selected
g{hen group substituited in the 3 (neta) position by

Group R selected from WD 2006/ 063999

PCT/ ERRORD: Qpshéfted C4L:lalingay1 on-ARIRBeIkEnoy!, heteroarylcarbonyl,
G - C8-al kanoyl, G -C6-cycl oa kanoyl furyl

211dSeaailgsrlgmmogarborgd,xwkahymoca@ob@nﬁﬁszlk}slamglo C1-Cs-acylamino,

]gnalr aarﬁlgl§,|r Eo)%%fz)ﬂ %nio ary ch%r,zoLgtefoaryl,pyél-e%/-al’koxycarbonyl, C1-Ce-

aryloxycarbonyl, C;-Cs-alkanesulfonyl, arylsulfonyl, or

when R; 1s an amino group as defined above, R; forms a 5-7 membered ring with a

further substituent in the 4 position;

R is selected from:

- H, OH, C;-Cs-alkyl, C3-Cg-cycloalkyl, C,-Cs-alkenyl, C;-Cs-alkoxy;

- an heteroaryl group selected from pyridine, pyrimidine, pyrrole, thiofene, furane,
indole, thiazole, oxazole;

- a o or P carboxyalkyl residue consisting of straight or branched C;-Ces-alkyl, Cs-
Cs-cycloalkyl, C,-Cg-alkenyl, C;-Cs-phenylalkyl, optionally substituted with a
further carboxy (COOH) group;

- aresidue of formula SO;Rd wherein Rd is C1-Cs-alkyl, C3-Cg-cycloalkyl, Cp-Cs-
alkenyl, aryl, heteroaryl.

2. Compounds according to claim 1

wherein

Ar is a phenyl group substituited in the 3 (meta) position by a group R; selected

from:
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benzof urancar bonyl ; thi ophencar bonyl ;
pyri di necar bonyl; benzoyl am no carbonyl ;

WE&10060630y| am no; benzoyl am no; aryl oxy; aryl ar@TiBP2005/056742

5 Rl fornms a fused bicyclic systemselected from

3- 4-di hydr o- 1H qui nol yl - 2-one, 1, 3-

di hydro-indol - 2-one, 1, 3, 4452 -tetrahydrobenzo [ b]
azepin-2- one; Ris selected from - H,

ﬁmea(r‘,Selalbk@nlched Q-Gryalkahwly], Qrcmcaczlodlydrxoy]wz_fural 2- oxazolyl 3-

b [ k t t t or b anch
SPGB Fproonbbls SRS g Bty ;B g bon:
e AvakrancatikiRg1; WRespBbitaRbnl B fstideReabbil; beszoya@iTRO Wakkonyl;

according to claims 1 or 2 sélected from (R)

G- Q@w@abm PEYLqyHER)P:) Y lojy :drdpnge, 95
t |
ER#Q)fo E}l%%(?kl% 8‘% s"%/Qf% Al b9 'E%Vd &S%Yzi)db dPa"iﬁrhm'Hg ey? -2-one, 1,3-

car ony enyl opl ona
@l%)ydﬂ)»{n@&é{-bﬁﬂﬂof Y5 atrahydsuibboanyh [ pipenglohe;pr opi onani de,

%RY é [( (t hi azol e- 2- carbonyl ) phenyl ] propi onani de,
e§te8tPWy az ol e- 2- car bonyi ) phenyl ]~ propi onani de, 20

((RH bjp@rlt@s@wlet hyl ) -N- (2, 6-di chl or ophenyl ) benzam
((R) 21)y0dylbéﬂinyt<é¥1hyl ) - N- (2, 6-di net hyl phenyl ) benzani d

_- ChI of &E&P%&aWygé&%%%hgé%dgef stra g%t or branched C;-Cs-alkyl, C;-Cs-

(R) - 2phdry{adkyridipyphenoxy) phenyl ) propi onam de,
(R-2-[3-(2- chI or ophenyl am no?%dheny pr op| onam de,

25 (R tepdpgofferpula
B.fe&!n B Scordl%gl gal%@ 1(&3/2 4 F’é Ebd%fc%(-{x) an no) phenyl ]

propl nam oxazo henyl |
pr opi (ard(8esobutyR)lptng Bpfoptoaamiiey| ) phenyl |
propi

(R -2 éf—‘&gm%enw@mm%wmPwamnﬁmvdew)

pr opi PO B 8. 2-carbonyl)phen 1] propionamide,
(R - Zg?)a b(g’ﬁ(zlcl—:\nesul fonglll)%he%y p) ppr opi onami de,

2-(3- Q%)e%*ﬂ?@a(rbﬁmﬁﬁém@’rCﬁrtmlmb]i)hmaﬁpd@lom@@06/ 063999

or opi et et o8y SRS BERPRIRITU ) ooy

propi gRyt-[(3r@ekivdiesdhibomgiphdtyl] propionamide,
3-((R)-1-carbamoylethyl)-N-(2,6-dichlorophenyl)benzamide,
3-((R)-1-carbamoylethyl)-N-(2,6-dimethylphenyl)benzamide,
3-((R)-1-carbamoylethyl)-N-(3-chloropyridin-2-yl)benzamide,
(R)-2-[3-(2-methoxyphenoxy)phenyl) propionamide,
(R)-2-[3-(2-chlorophenylamino)phenyl] propionamide,
(R)-2-[3-(2-methoxyphenylamino)phenyl] propionamide,
(R)-2-[3-(pyridin-2-ylamino)phenyl] propionamide,
(R)-2-(3-oxazol-2-yl)phenyl] propionamide,
(R)-2-(3-furan-2-yl)phenyl] propionamide,
(R)-2-(ox0-1,2,3,4-tetrahydroquinolin-7-yl) propionamide,
(R)-2-(3-benzenesulfonylphenyl)propionamide,
2-(3-acetylaminophenyl) propionamide,
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N-{(R)-2-[3-(furan-2-carbonyl) phenyl ]
propi onyl } net hanesul f onam de, N

W@ ¢Rp@39pB- ( 5- net hyl fur an- 2- car bonyl ) phenyl ] SPCT/EP2005/056742

propi onyl } met hanesul f onam de,
N-{(R)-2-[(3-(thiophene-2-car bonyl ) phenyl ]
propi onyl } met hanesul fonam de*3 N {(R)-2-[(3

- (benzof ur an- 2- car bonyl ) phenyl] propionyl }
net haﬂd%ﬂdeﬁmy&mﬂephmﬂ) proplonamlde

pr op|R%I @F&'%é? az%{tgl}gﬁ%r gh%ié%?gpqgn ]methanesulfonamide,
(R dZN[ ?(R§fZUW%rgﬂ-QaJamyi)bmﬂ]Sblrém&\ln@}&ﬁétﬂar%smkdhﬁﬂme@)n

am de,

(R -2 {iR_()ﬁu[r3a(ﬁ=r2etbfalﬁtr@WtCﬁmvéﬁg)pl]enm (2Ht hi azol - 2-yl)

pr Opl

(R) - 2 lo(n?lﬁl’rnzlaeﬁhafescuz}\frog%rﬁiﬂ ) phenyl ]-N-(4-trifluoronethy

| - 2H NA{(@®3Q-{2(tlopherar Dpardo@ytplieny1] propionyl} methanesulfonamide,

ot Dzl 2 | I1-N-(4-trifl
e
éﬁéngé"% idyPheRentanesankeny! phenyl ) - N-pyri d- 3- yl propi

<(:| R) - 2NF {KR()qul(&ﬁom@laf%@m@dn)vbhmwll [[prdpibyyd  ostpprespiforarile,
( (E{) 2 (M2 3-ffurycd '8”5%%8%]'5“@%%?%%%%% pr opi on

am de(R)-2-[3-(furan-2- carbonyl)phenyl 2H thlazol 2-yl)propionamide,
2{(R) Zi% furan-2-car bonyl - roplo?lylamno P
r opi offc2-&¢( ranz%;cagbm{y(l);z}letz{_l]:- -(4 tr1 uoromethyl 2H-thiazol-2-yl)

(f ur onyl ) phenyl ] - propi onyl am no} acetic
Bﬂ)p ?%E:%és for the preparati on of conmpounds of

f or rru(Ia) -ZH (B - (hec@fdhmg-dachonl Bphan ] |- N-oprifilir xgethinle2 H-thiazol-
r eact o of . co und of formula (Il1), CH3 O H Ar JY

0 25201 OFWB‘a / 063999 PCT/ EP2005/ 056742 44

wher ej)-A3- by%cl@pe@%ewrb&{ymnﬁymwrmgfgi %lemtnlﬁ@e

(meta) position by gr oup wher ein as the sane
meani Ry-a$3 ﬁféfanr%darbmsd)paﬁml]tN -widroxyarepaeriameden

dot  ni 7 raf el RO TR TR Py o

d ai n8-{{R}-0- 3—(fufraﬁfZ%S@OM)pmdylp@f@Mrglanﬁn@prdqﬁ&m@ﬁmd
conpounds accord ng Clains 1 to 3 in the
pr epa?ﬁt@b% [ fugan- -carbonyla/phenyl ]-propionylamino}acetic acid.

4. Process for the preparation of compounds of formula (I) according to claim 1

comprising the reaction of compound of formula (II),
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medi canent for the treatnent of diseases that involve
Cha i nduced human PMNs chenptaxis. 7. Use of

w@evp0eds according to any of Clainms 1 to 3 iPCT/AR2005/056742

preparation of a nedicanment for the treatnent of

sepsis. 10 8. Use of compounds according to any of

Claims 1 to 3 in the prepardtdon of a nedicament for

the treatnment of psoriasis, bullous penphigoid,
mherenmtAoiisl agrhichyli grosp substiostedtin viee 8 qinietal) posiaont by a group Ry

respi.rgtory distress syndr , .di ppat hic_ fibrosis,
ayetain, R fidfssraie BRI © GHOET dteRVR o thotiggye of formula
ESE Aiureid IROKEB IthH QRRNRNAEInigSasaREnédintdtem 1Pr eventi on and
the treatnment of injury caused by ischem a and

Sefpempeigide according to any of Claims 1 to 3, for use as medicaments.

6. Use of compounds according to any of Claims 1 to 3 in the preparation of a
medicament for the treatment of diseases that involve C5a induced human PMNs
chemotaxis.

7. Use of compounds according to any of Claims 1 to 3 in the preparation of a
medicament for the treatment of sepsis.

8. Use of compounds according to any of Claims 1 to 3 in the preparation of a
medicament for the treatment of psoriasis, bullous pemphigoid, rheumatoid arthritis,
ulcerative colitis, acute respiratory distress syndrome, idiopathic fibrosis, cystic

fibrosis, chronic obstructive pulmonary disease, glomerulonephritis and in the

prevention and the treatment of injury caused by ischemia and reperfusion.



