Compounds for the inhibition of integrins and use

t hereof The present invention is related to new
waeoposseds and t he use of said conpounds for tPET/EP2007/000832

manuf act ure of medi canents &nd di agnosti cs.

Angi ogenesi s, also called neovascul arization, is a

fundanent al process whereby new bl ood vessels are

formed. Under normal physiological conditions

angi ogenesis is highly regul ated and essential for

r epr oduct iCompoands fo thecinbibtédnogfiirteprissahdwse niskrésfal | ng
(Fol kman and Shing, 1992, J. Biol. Chem, 267, 10931).
However, angi ogenesi s al so occurs under vari ous

pathotogicat—conditTonms T nctodimyg—ocutar

neovascul ari zati on such as in diabetic retinopathy,

age rel ated macul ar degeneration and vari ous ot her eye

di seases, .inflammatory disorders |like rheumatoid
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W% 267, 10931).

fanu ptgl ogen‘gdg‘l'?asmei}lés a‘a{?é%}@?fgm ated process which

occurs in response to various proanglogenlc sti mul

like g ctors, cytokines and ot her si ol
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1LQ¥H3 ¢E VR RoAR4 phYsiBRbgichP SenditlonsBin regulated and
vesse Fn The ang?ogerﬁi?1 cl:a egr} cl)ron(fevg 0gement oflgtﬁ?reguale an
essenttall <fond repesdietien,r embyoss deh/elapmqne raad i veoundf halmgr(iFeﬂgnamf and Shing,

cyl es, t hat g cessary cell ul.ar rocesses
1992, 0B B ‘o 01O e A EipRanGEi | FoRgoccurs nder  various
patholb@i\fﬁséoﬁ’iﬁltlo'ﬁb IMidifg ocﬂﬁphé(fv%éiﬂdr%tloﬁj shdhessSit diddetie ggtAnopathy, age

tube formation (Brooks, 1996, Eur. J. Cancer,
relate(tmplar Adeageneraton rangdj warioys pﬁhgts gye phms@, agﬁwnmatory disorders like

eonR R 5 VB ANl 0 AR YBAS1. il Chem.,

267, 1893Hace receptors such as, e.g., VEG-R2-Flkl/KDR
These activated cells undergo a process of cellular
proliferation, elevated expression of cell adhesion
. 0 . i t
A RRESULSE N LEAARA SOCLENh BB BShHbL S AN omgiogoni
stimulhllmkbgrowfh fhcsdrs, neyttokinese and e&ear;ﬁysmwgioabdndlex:Wsoammu as to other

factor{ iR bynaria s ot PH B0kt ShB6ut 035 de Bl en- 287, 10931). The

angloézef’HE| d¥cddRfoRAORE néit?lgbrﬁ‘%f Welvl b185d PERLIS %cﬁ.&feg thd1éddPeration of a variety

such as matrix | opr ot el nases and Seri ne
of mopacuolesi thats exgulate ndegysarpli cedlutan epre@ivbgsBsusbkas, edte@s]lulaumatrix (ECM)

remod‘g:llihg,cl%egs%ﬂ, migration, proliferation, differentiation and tube formation (Brooks, 1996,

Eur. J. Cancer, 32A, 2423). After an initiation phase, proangiogenic molecules like VEGEF,
bFGF, PDGF and others activate endothelial cells via stimulation of their cell surface receptors
such as, e.g., VEGFR2-FIkI/KDR. These activated cells undergo a process of cellular
proliferation, elevated expression of cell adhesion molecules, increased secretion of proteolytic
enzymes and increased cellular migration and invasion. A number of distinct molecules are
involved to promote proliferation and invasion, including members of the integrin, selectin and
immunoglobulin gene super family for adhesion as well as proteolytic enzymes such as matrix
metalloproteinases and serine proteinases for degrading the ECM (Brooks, 1996, Eur. J. Cancer,

32A, 2423). Finally, a complex cascade of biochemical signals derived from cell surface



32A, 2423). Finally, a conplex cascade of biochem ca
signals derived fromcell surfacereceptors interacting
W@ 0go conponents and sol ubl e factors is trPQUEPZA7/000832

| eading to lunmen formation 2and differentiation into

mat ure bl ood vessels. Inhibition of different

nol.ecul es in i n the angjoge cascade has e
receptif dRisractng wﬁbﬁﬁfﬁﬂﬁgma%@ Pt daipraithesersa, 1eafing to tumen
formatfdr] Axﬁa&ffeﬂeﬁtlit{&ﬁhmamﬁé blps@Vasely! ar diseases in

ani mal del's and clinical studies (Madhusudan, 2002,

Curr. Cp. Pharm , 2, 403; Fol kman, 2001, Thronb

i TS PSR R A BB 558 by b ghov o prevn
angiogeHeN adPresdis inf &ﬁc&ﬂ&@ﬁ&ea@ﬂ@nt%éo@h@h&ﬁ digRGs#s 3h animal models and
degeneration (AVD). Mdst of these angi ogenic

clinical rgindips dMadhnsndan,r 8602 dCumwRris Pharotki2n f W3k eFglkiman,a 2001, Thromb
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stimu However, anglogene3|s t akes_place in respanse

angiogegic\ighibsoss age itedied ivasdsblogking she ipgtigt groppbrfactppedigtag activation
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of the innltiple tsenef mgﬁng'ggﬁ&misﬁmhﬂs élbwarer, ahgiofenesisaakes pliice in response to

IS ol e var ety S ul'd be mose
varlOUﬁ@MJ@WS ka8 YES ﬁ EFgﬁePP ek ﬁfst@oﬁﬁ%ana@ﬂ Shmg, 1992, J.
f 96103058H)2 T &b e, fahoRCdn¥Al b t
Biol. Qe a0an e o et afiqadtfof iBbicing anglopnesis based
on interfe@nce ivdthathjsrvelmile variety af genulﬁrwbhi%mfedreneﬁcml
ant i angi ogenesis. Mst of these interactions are
nmedi ated by integrins, a famly of nultifunctional
Inhlbl&(ﬁ{ bf 8ANEReSBn 16 GRL EOM,. thVFaRBentdl stepefol rd&t?\gﬁﬂoﬁ survival, targeting
famly are non- covalently associ ated al pha/ bet a
and mlrg;ateqmgf aetiated) emdotheliahcells €EC), dslal promlsmg target mechanism for anti-
tra r trix and.cell
angiogéfesis 101t SheshiBlerRofi S TPRIAGH SR LABRE S famiycof pytifunctionl
cell adBxgisefeeestosn a variety of cells and require bival ent
cations for their physiological function. Until now,
19 different integrin al pha subunits and 8 different
t I :
Membglg gf e?i{elé rfh 11# re},?)té/erllg l{?’neargg)c\%‘??i %[}JHfaﬂ)tef eté ﬁ?taodlmers that
mediatei gdhdelapedil-éxnadeﬂulaﬂ' hmairlxg andscdlbpathdgene x imteraetidns! dfhese type I

donai n of rmnylnterlns are, the oteins of .th . .
transmemprane rpigIng A EXRIFSSe m&‘@wtyn%fs‘f% and depdie fivlentsafipns for their

phys1o‘gﬁégtrl%l tni;lﬁﬁcgﬁig: %tﬁgﬁd‘k S gﬂﬂgﬁ?ﬁ)@nt@gégloal&hg esalbu%tqs and 8 different beta
subunitsareakmdvwn that cdorbanento drmt e least 25 different alpha/beta heterodimers with
different ligand specificity. The ligands for the extracellular domain of many integrins are the
proteins of the extracellular matrix, whereby mostly a consensus motif with the amino acid
sequence RGD (arginine-glycine-aspartate) is recognized. The intracellular domains of the
integrins are either directly or indirectly connected to intracellular components such as kinases
and the cytoskeleton. Integrins serve as bidirectional signalling receptors, whereupon protein
activities and gene expression are changed in response to ligand binding to the extracellular

integrin domain, which is also referred to as outside-in signalling. On the other hand, the affinity

of the integrins is modulated in response to intracellular changes such as binding of proteins to



integrins are either directly or indirectly connected
to intracellular conponents such as kinases and the

W@ 91060889kt on. I ntegrins serve as bidirecti onaPCT/EP2007/000832
signalling receptors, wheréupon protein activities and
gene expression are changed in response to Iigand

bi nding to the extracell r, i in domai n,
the intgacelnIAdomain @Y h Hicediy H&g iy rlerghia 3 ipgde-eht il&%ailmg (Humpbries,
2000, BiddREmNesd Tridie 2%“§11”'thﬁef)fzot)@E‘Cémt156-;1%'7?';;?1 i s modul at ed

I'n response to i ntradel ar changes such as bi ndi ng

of protelns tothe intracellular domain of the

i.nt.egrin, is referred to .as ins -.out .
A mull iR piisS B HoeEE PasEERn BiaA ARIBIAT selln grice gape knockout
and irhiBilion M0&Ss iRO0Baiogedlid ahifal hodkls HitRU !aﬁt'lgdd‘ije% QYeptides and small
studies on the integrin pattern on activated
molecalasl pravededanformptien abgut éhegemrmn aoit &iiM mowirisrihvdlved pncritical steps
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Mous222002, G @;ﬂhe@nénn&ane $53ViBmes, €002, C1Y,al19£673; Hynes, 2002, Nature
critical steps of ang enesi s S‘Brooks 1994, Sci'ence,

Medicig4 8, 3 Kimy, 300, AmgddPatlr,, | 56, 1345)cdherby 13@0@12@& that above all

the vidf5eh scsptor dfdvoel. Jon AR 3 o Borodelp (XATR: alphasteta play
a cntn&el&oleKimTangZ@éﬁﬁesw\nGenTe delPasih studiestof ihtegbihs aftfibuetd\essdntial roles to
comes, cl ear that above all the vitronectin receptor

almostaalb mwisgsds.abhe dgletion dravenslefscis suggest .vefi%wm.qanr@éle%iafs the various
ehal I [

e RSN BB 51 HLG8Inc0hS, bt SSHRRENGH .S migraion

Howeven) ady tlee ddlenmt oﬁadlbhaSrmxdgreltaisand'ﬁtsethHeﬁbrmecdn; leads to embryogenic

def ects .suggest wi despread cqntributi.o s f he .
lethalifywit E@gal?mg%gvl?héefg BhfeRn b e OBl SO ddyiaS genes fail t
block 'aﬂ%ﬁ)%&'lés}é Qﬁ‘ﬂj ﬁmh%xﬁé Qﬁ?és' @Oexpfenﬁﬁl& Uliilio Oé@ngﬁé‘t('l-ﬁﬂes 2002, Nature

However, only the del etion of al pha5 and betal and
Mediclrieg 8091 8)i Btsonalphashetdldageotp expriossgd ge iquisstant hacllothghum but strongly
wher eas abl.

expres\é\%d;)ﬂh\r}r)%lgépﬁgg geﬁll 0{518&1&1@ étgnggpr?sg‘o'n 1oSIgR, g'gﬁrﬂpy upregulated on blood

vessel ARG @ fioSs ﬂfdﬁaﬁe@ sﬁﬁiﬁféﬁ@ﬂ&ﬁﬁl @¥&th RIBIROAEIm, 2000, Am. J. Path, 156,
enesi s 02, Nature Medicine, 8, 91
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S expression is Iéantly
2000, iBieh Whehe, 75, 3&9211)dAdemsadllgr Ieﬂpd’tumaltsmmﬂfsSesw’mdisl@a‘dt @fundamental
role off:'adp]pnp%lb%gé ?1? 1¥4%2uleé8¥w ehafpggwb)%{ m&pqed égglggixyswgi@yl 2000, J. Biol.
ChmnTEﬁ5%59ﬂ®5betal fibronectin interaction facilitates
e 'survi'val of endothelial cells in vivo and in vitro
(Kim 2002, J. din. Invest., 110, 933; Kim 2000, J.

Only aﬂ)}gagpgtg ggxeéélglqna 392%%{21' 7 %!)rlls){Sterﬁxa%g OHFI ?llw fundamental

role of alphaSbetal for angiogenesis. Therefore, alphaSbetal is a preferred target for the

development of anti-angiogenic drugs. Consequently, antagonists of integrin alphaSbetal have a
great therapeutic potential for the treatment of neovascularization in tumors, in the eye and of
inflammatory processes. Angiogenesis induced by multiple growth factors in several models was
blocked with alphaSbetal antagonists (Varner, 1998, 98 (suppl), I-795, 4166; Kim, 2000, Am. J.
Path, 156, 1345). Additionally, these antagonists also inhibit tumor angiogenesis, thereby
causing regression of human tumors in animal models (Kim, 2000, Am. J. Path, 156, 1345)



rol e of al phaS5betal in the regulation of al phavbeta3
nmedi at ed angi ogenesis (Kim 2000, J. Biol. Chem, 275,
w@3®2038040Onl y al phabbet al genetic and phar nac oPGHER207/000832

data are consistent and corfirmthe fundanental role

of al phaSbetal for angi ogenesis. Therefore,

al phaSbetal is_a preferred target for the devel opnent
In thedrg%aﬁf these §risntihe énéanag@n thp HEBRIANGE 1f Intgating Bhargiagegesis, serious
efforts Hyvg%é H@éﬁ td@belﬁ?\‘éasﬁ fi‘ﬁlbft&@r apeuti c

pot ent | e trea neovascul arization in

turmrs |n the eye and of |an armatory processes.

There An g%tolg%rt] ﬁﬁrlag |n|garjj%g g%pg&; gquflg%\ﬁ!l qq%ppgghe{n%%tngr gsplecr:]lally alphaSbetal

1ntegr1ﬁmaﬁ9§6]‘h§t§ S’r(—lé/@r 'i‘xﬁflude]-%gﬁbocﬁ& @ﬁéip%) monociSeal ériltﬁ)%dles polyclonal
Pat h, 156, 1345). Additionally,
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word BRI B CoiaEe ST B TR " AR i

(MarcRidWies 81 999] Bidchémstryi D8I MBD29 syhbiRtiE ;ﬁ@ﬁﬁ&é}.%lﬂjmn 1994, J. Biol.
I nt ega(]l ns 1 n angl ogeneS| S, Serl ous efforts have been

Chemy hdb 373k and nag- m@lwnalb@pk@@uhes sudhrgisispire spmpous (W Q9 H33887).
at |l east three major classes of reagents devel oped as
integrin, especially al phaSbetal integrin antagonists.

Althoupherhiésel dd)@ipdﬁiﬁdsiﬁlbi113Qﬂlineﬁ)léssiﬁfabh&s@ﬂ%baﬁﬂhntagomsts they have some
anti bodi es, pol ycl gnal anti bodies, and antib t¥1
drawbquggﬁgrﬁ@m(pﬂ@, #ntibeshes arpﬁpmplexﬁaqalﬁglcallrgglecqlgg5v1 usually high activity

and sp%ggﬁ %(9'%59 Faf’%et%&gxgg:%(JQSﬁﬁpﬁé nog-glélp‘lfag lescs)Qr%Q b ISt kould cause an

as ve I'sintegrin
1mmux(d\/ﬁspon3kldﬁvmg daterl §88meDRi of hanast orythe IoleB&ORIve to be humanized by

specia gq&lggr%g:pr t | de é‘gm Al negeng%r?laguigpé@gg Iégétgtacqgn;l’e’velop antibodies
againsP i’ &tfgeﬂnﬁffdmg ééésmyf%ﬁ@%a eéhf1 gt&‘ﬁﬁ% ©YRSodies). The

re 1nprincip tabl e as alp antago I sts,
develolpheynt bfcansingoune rdsponba agasnst ﬂmrthempmicannhndy todd eause ruemunologlcal
conpl.,ex bi ol qgic nol ecul es, wi.th usual Iy .hi gh .
proble3 IR ity And s Aekerg o ganibh e &RiF3ee e Mt drtiody. Moreover the
produddiéh Jfh@tibedled EqBites Speche rohtnit tdPADi@ any o tEmERNESsURR as prions or
I mune response during |later treatnment of humans or

other prptgingg¢qis maseriflgwhich (mlgbt hwqgﬁeggqerﬁgl effgetipon application to a patient.
Addltlgrq'ﬂlyt kh%r}ﬁ%h glr ?e%ﬁﬂﬁ’ Wetght g{etsé %ﬂch%s c&?ﬁ 1&9 r%c;sm Kministration
ystre ev

m ca I'esS agal nst e an

routes oif fitbi edicAneérn in lee tteht&nér{teif @B&éﬁw aisadlly thegligh the intravenous route. Due
Lantl -idiotypi ¢ antj bodies The deve] O{Jment of an
to the high pelerdanyright Bgdissus Pens ationemay, be dimitedvhigh ggn cise gnsufficiant

T B18 HeC R ldrRVERK SFF thd and&au h
drug 0%ec?rgase o?&% nghqeb?t “The e?l;&; cac;tlll‘g g@?ﬁg a%rt? dlgiealses such as solid
tumordvdne dw ¢he frveeased interstitial fluid pressure, or fibrotic dlsorders due to the dense

extarcellular matrix within the affeceted tissue.

There are several peptidic alphaSbetal inhibitors known that are based on the RGD-sequence
derived from the natural ligand, However, these inhibitors show mostly no or only limited
specificity against other integrins. Furthermore, peptidic molecules are generally
disadvantageous concerning their application as a medicament. One aspect thereof resides in the
limited stability against naturally occurring proteases. Another one is the limitation of possible

administration routes due to their hydrophilic nature.



production of antibodies requires special treatnent to

avoi d any contam nants such as prions or other
Wpe@resstaceous material, which mght have a dePCT/RRIODE000832

ef fect upon application to % patient. Additionally,

t he hi gh nol ecul ar wei ght of these nol ecul es

constricts the possible admnistration routes of the

One fikgamestithderivadnpaptide (He .06 0 Prapased #e act Yia @lphagbetal, showed anti-

e ] t [
metastall ) BF Ik RSP Hod 4 (Srockiiie, 20! nbl & lcancer 104, 496) and
inhibitidn oh celhrinesiome (Linantf 2000,aQ4ncdr Rys.da0L \360), . but hics direxdt! igthibition of
e drawback for the tr nment of _certai.n di seases
alphaﬁa@_i‘ -bBFep m?fe?tgf{nde@?@ °t$He™in The pepiids Any Bind foalphasbetal
without! effedtif @RSHbRne@ln binBI2! hfid ¢ %fﬂhg%éaﬂ HRedrth ICMnEHSRAE conference

extarcellular matrix wthin the affeceted 1issue.
talk afT6'8 deternatiosal\SymapospeptandActi sAngiegenist AlgentshSan Diego, 30™ Jan- 1Feb

0 t hat are Qhased ,on. t he. RGD- sequence .derived.fro
2004). FHEPeFaten i g eyl eSS A< 880 e tPEy GG andear and shed
some FR#Hel Yolibt 8A tREh¥adel HF bEStiRP &fetived iffon US| gostulAéd86cond, so called
integrins. Furthernore, peptidic nolecules are

synergigsieeingggrin inding sigeinafifuonestio aa imvibitarg fartadphaSbeipl i cat i on
as a nedi canment. One aspect thereof resides in the
limted stability against naturally occurring

The sialt @okesles AYathBSized e theé drhard, id18.! Aei@ibe@finpBeSinkdrational patent
adm nistration routes due to their hydrophilic

applicatiany WO &3 ¥88fF - whisht disclases i apapopads ceraplisisg & epilo gBHgty as a core

. . it g
cleme 08 b el OSSR Al uRURNSS: ALHIBHARAE! Hwever, e
to the dpiro e codtdthed 49 es@vmboimdsi théyoareafiffivaltlto ispithedigdand, owing to
(Livant, 2000, Cancer Res., 60, 309). but no direct
the threeioksities aitached 19 1 &9t they Providgrelatvely high molecalarwsights.
coul d be shown. The peptide only binds to al pha5bet al
wi t hout effecting the fibronectin binding, and to
The salafihandbetu&e3 distlesed nin ( fOitanitionak gpatend ndpplieatoomn tWIOk 2805/090329 are

compr%iﬂ% %lggégpng%é?snﬁglglg%t a?islt m%%gmmt {h}%g‘:‘ogq%g? él%céég%gtfgi exhaustive
interacth SGtH BE ifB&fani sm of action and the specificity
remai n uncl ear and shed sone further doubt on the

usage of peptides derived fromthis postul ated second,

o cal l.ed synerdi stiC.qcl ri.n;binding site.in .
tnerngtoghE st SRR 5 27T 8 R BrEBlse R of & pilind egigue as a core
elememtP TR compdids) Bswerd, seom! Wdelack the déduired . sPecifiCi€ys foridaGategrin which

in the international patent application WO 97/33887

is partigylagly refevant i the patholegicad snecharism of Hig atorgpientionad; disapsess
a core elenent which is presenting three noieties
obvi ously needed for integrin binding. However, due
Thus, the objective of the present invention is to provide chemical compounds which are suitable

to interact with integrins, more particularly specifically interact with certain integrin species such
as integrin alphaSbetal. A further objective of the present invention is to provide antagonists for
alphaSbetal, which preferably show enhanced activity, stability, selectivity, and synthetic
accessibility. A further objective of the present invention is to provide new modes of treatment

for diseases, preferably for diseases involving integrin mediated effects and processes.

The problem underlying the present invention is solved in a first aspect by a compound of

formula (I), which is preferably a first embodiment,



to the spiro noiety contained in these conpounds they
are difficult to synthesize and, owng to the three
wWorei0gsssdl at t ached to the core, they provi de rRCHEP2087/§00832
hi gh nol ecul ar wei ghts. Theb smal | nol ecul es di scl osed
in international patent application W 2005/090329 are
conprising a cyclic core g}sructure that is_also
bearing three retl ne ssa/\,r for TexhauSti ve
interaction with the integrign International patent
application WO 95/32710 di scl oses the use of a benzyl
whereflesi due as a core el ement. These conpounds, however,
seemto |lack the required specificity for an integrin
which is particularly relevant in the pathol ogi ca
A nBahadicslnsetected feom tier groem torapesingl nsrasmatic Aéterwcydliveand homocyclic
ohj ective of the present invention is to provide
cHRSFSHMS onpounds which are suitable to interact wth
integrins, nore particularly specifically interact
with certain integrin species such as integrin
Ar  aisphradibatveliich 1 dithet dbsentadyjpeesenty shefebyhe pr esent
invention is to provide antagonists for al phaSbetal,
whi ch preferably show enhanced activity, stability,
SiglaARGs prébdny, APRAeRYRE BRI the 36 OPrisidgy3- t6 9t EhBEEd rings, or
obj ective of the present invention'is to provide new
nodes of treatnent for diseases, preferably for

di.seases _involvi.ng inteqgrin.mediated effects and . .
o REBS RSy A 17 G, PRVF TRl e ieTos &€ Bp He group comprising
| HYAdrhBdred Tinge! ¥&dmefbaret| ﬁﬁ%s aseetemiRyed rin@sP9¥tfebered rings,
forrrula(;‘g,.v\hlc i's refer.al’yaflrst er[bodlnent,G )
25-f-membersd (ripgah 6:6ainampeted mngsa i, Caremheraesd riags.f .drmembered rings,
g I Sd_N L €..het er ' )

0520 BBl FHRE SR ARRLLE hEL BB er e

ei ther absent or present, whereby if Ar is present, Ar

is selected framthe group conprising 3- to 9-nenbered .
Z andy iYngee raglicaly individyally @nd nindepgndenfly, S%lsvtyéy@mcthﬁi gfgup comprising

S S LEC 0 i si.ng 4, 4- nrenber ed

PG e R R CHa R Bl (L) QU CEORPAAEERY, .

5, 5-menbered rings, 5,6-nmenbered rings, 6,6-nenbered

rt ngsi’s afsrégiége \%8{1 ?sdei{ﬂe? ggs’em? ’or7 f)rrfr:ggr;ct),e&/ﬁedreg)l' ?fgg is present, E is selected

from the group comprising O, S, NH, NR? CO, SO, SO,, substituted ethylene and

acetylene;

L  is a radical which is either absent or present, whereby if L is present, L is
individually and independently selected from the group comprising O, S, NH, NR®,
CO, SO, SO,, substituted ethylene and acetylene; and

k, m and n are individually and independently 0, 1, 2 or 3;

¥ is a radical of formula (II)

H COR,
Q—R,
Ry Rq

Q)



6, 5, 6- nenbered rings, 6,6, 6-nmenbered rings,
6,7,6-nmenbered rings; Z and Y are radicals
WO pdi7088hal | y and i ndependent|y sel ect ed from PEEEBROUR0832
conprising (CH2)n-E-(CH2) mL-(CH2)k and
(CH2) m L- (CH2)k, wherein Eis a radical which is
ei ther absent or present, whereby if Eis present, E
WRETB| ected from the group conprising O S, NH, NRa,
CO SO S@2, substituted ethylene and acetylene; L is
a radical which is either absent or present, whereby
Qf lis msragiceks selegted. fiom ithed grduguednprisingl ai dickep doddnCQ, C=S, O, S,

sel eclgd fromtbhe el LS~ NH , _ a
20, B hERR N R R RS Ao P b R AR c=0) R,
and NRC==0)dRY, INRA{E30 2 0d(COERRATERL{0=)-O1 NR2-(CESB;(C=S)-NR",
Yis a radical of fornula (I1) (Hwherein Qis a

r adiNRHGS) R o VR rSQnimdes%a-Hzip conprising a direct

bond, C=O, C=S, O S, CRaRb, NRa-NRb, N=N, CR N,

N=CRa, (C=0-0O, 0-(C=0, S, NRa, (C=O-NR,

RRR? (RERC-aNR RS, arblRktiédls GhichOaré Grddy idbiR 1P and\NRelepéadontlP selected from
NRC- (C=S), (C=S)-NR_, NRc-(C=S)-NRd, NRC-SC2 and |

s thgregroupy compaisingnH, pkyh mybstiutsd alkydqexclpalkylnsubstitated cycloalkyl,
i ndipyj | ' | e p .
compAeEbiSelol). e REERERARGHN, 3B FSHICOME BECRYP subsituted
sub:hbietfoairyldd lcygzilalhjllkyl suH%éhﬁech)émiymyllkyl, rS]uli)estdé11'otut§,'tlzli-illdyl, substituted
het er ocycl o ary], substituted aryl, heteroary

gt A éﬁ%"&a&hyfa?lsxlyl bR utec oAy heterocyclylalkyl,
aryl : y St :

et Srostrd RO Molb SRk, sipstitited. alkyloxyalkyl,
cy caialduytpdlaalkyl, baiseitwed alkyloayéycloallgbalkylouyleterocyclyl, substituted

het ef,ocycl yl al kyl . al,kyl ox al kyl oxyal .

cubeiSRShEeTeRvb ettt Rybdided cpillotgant. alkylosyheteroaryl,

subsgtpginites aliyidaneissdapal ky hlkrﬁhi'é)ﬂ'k?ﬁyheshﬁitﬁﬁﬁéﬂ' Ylalkylthioalkyl,

substituted al kyl oxyhet erocycl i/ , al kyl oxi;aryl , )

su bgth:ylthtogyjclgalkyll andysabstituted lalgy tbwyh@o%lkpla ydroxy, substituted hydroxy,

238?%(“ ﬁngg Sg‘#)%i"{%ﬁiy gg%,ﬁ;#ﬁﬁ&latbo%ly ,y'sﬁbr%h&?é&‘ yalrr‘linocarbonyl, formyl,
substituted formyl, thioformyl, substituted thioformyl, amino, substituted amino,
hydroxyl, substituted hydroxyl, mercapto, substituted mercapto, hydrazino,
substituted hydrazino, diazene, substituted diazene, imine, substituted imine, amidino,
substituted amidino, iminomethylamino, substituted iminomethylamino, ureido,
substituted ureido, formylamino, substituted formylamino, aminocarbonyloxy,
substituted aminocarbonyloxy, hydroxycarbonylamino, substituted
hydroxycarbonylamino, hydroxycarbonyl, substituted hydroxycarbonyl, formyloxy,
substituted  formyloxy,  thioformylamino, substituted  thioformylamino,
,aminothiocarbonyl, substituted aminothiocarbonyl, thioureido, substituted

thioureido, sufonyl, substituted sulfonyl, sulfonamino, substituted sulfonamino,

aminosulfonyl, substituted aminosulfonyl, cyano, halogen;
R, isa hydrophobic moiety;

R; is a radical selected from the group comprising OH, C1-C8alkyloxy and
aryl C0-Cé6alkyloxy;



al kyl t hi ocycl oal kyl and substituted
al kyl t hi ocycl oal kyl, hydroxy, substituted hydroxy,

W@®W;7/0840# b, substituted thio, am nocarbonyl, PCT/EP2007/000832
substituted am nocarbonyl, ornyl, substituted fornyl,
thiofornyl, substituted thiofornyl, am no, substituted
am no, hydroxyl, substituted hydroxyl, nercapto,
substituted nercapto, hydrazino, substituted

drazi ' L Juut j Wy .

R bt F e SERERH ol Bick¥ gl oo, iBgeen and C1-Cdallo
i m @podret hyl am no, substituted i m nonet hyl ani no,
urei do, substituted ureido, fornylam no, substituted
fornyl am no, am nocar bonyl oxy, substituted

G 9 ragiealr &ndihid s Yone Bre mPork GRGIBAELY MDY sush sdiktiylik &€lected from the
hydr oxycar bonyl"am no, hydroxycarbonyl, substituted
8#9@@9@@@%?1;‘, OH andw bastg/motihst i t ut ed f or myl oxy,
t hi of or nyl am no, substituted thiofornylam no,
, am not hi ocar bonyl, substituted am not hi ocar bonyl,

In an tehibodingintlowhiRHbis tprefetadlly tahdeounidiefi®odisntin®NWhich is preferably a further
substituted sul fonyl, sulfonam no, substituted

embodiment{dbs Hist embodiient oldhg firstaspssti t ut ed ami nosul f onyl ,
cyano, halogen; R2 is a hydrophobic noiety; R3is a
radi cal selected fromthe group conprising OH

any ofCR;, B8aRRyR tanyd Rthid aaagticalGRdivfhialy laad yndepesdeatly aelectadl from the group
sel ected frogmthe group conprising hydrogen, hal ogen
a?ﬂﬂnmsn@éwﬁmg?ma 6 PubsHtteg; alky 3@ &P niCHEND By &pey, alkyloxy,

: r 3 [ e 0 :

R S 3 T AR g HY AT SIS etk amino,
esvbstitutedraminehi ch is preferably a second enbodi nent,
which is preferably a further enbodi nent of the first
enbodi nent of the first aspect, any of R, Ra, Rb, Rc

In an @RfboBndm, WhiddiC pleférablyVh dHRl | omByAmERdSRRAH G tkdferably a further
sel ected fromthe group conprising hydrogen, alKkyl,

embodimpattdfithe Bt m&gﬁhpnmqnggément:@fah@,lmymky, al kyl oxy,
substituted al kyl oxy, oxo, aryl, substituted aryl,
aryl al kyl, substituted arylal kyl, am no, substituted

any ofaRj,'®%, R®, R® and R is a radical individually and independently selected from the group

comprising hydrogen, fluoro, chloro, bromo, methyl, ethyl, propyl, fert-butyl, phenyl,

benzyl, hydroxyl, methoxy, oxo, amino, acetylamino, cyano.
In an embodiment, which is preferably a fourth embodiment, which is preferably a further
embodiment of the first to the third embodiment, preferably of the second and third embodiment

of the first aspect,

Ar is either absent or present, whereby

if Ar is present, Ar is an aromatic mono- or bicyclic ring system comprising ring atoms
whereby the ring system contains 0, 1, 2, 3 or 4 heteroatoms,

whereby the heteroatom(s) is/are individually and independently selected from the

group comprising N, O and S



In an enbodi ment, which is preferably a third
enbodi nent, which is preferably a further enbodi nent

w@pooriagsofii r st and second enbodi nent of the firBECT/ABIET 000832
any of Ri, Ra, Rb, Rc and Rd is a radical individually
and i ndependently selected fromthe group conprising
hydr.ogen, fluoro, chloro, brono, nethyl, ethy

» . ) ¥ l ) . . .
o, ortthe hetsnaam of theniing SYem j$ S, F%}ar%menq%klh éndjvidually and
: - CElEIATG an embodi nent ,
\?\ﬁ‘?%%&?%ﬁ rsél?er agéldy am?’olugr%ﬁﬁ gtgggglt rreﬁ?, \%h: gﬁni S

preferably a further enbodi nent of the first to the

t hird enbodi nment referably. of the second. and..t hird.
HSORE SCYsFaL Hath; fing a@lseistare aplipually; MAFduAY A iglependently

PEBEERied WHALA SibtitdentVivHePebh tRS {ibstitubht is RsAAd HHRERY1 C
mono- or bicyclic ring sysfemconprising ring atons

whereby the ring systemcontains 0, 1, 2, 3 or 4

teroato whereby th et er oat,op(s) ,,i s/are . .
R SRR WAA Tdeesafeal, Bk BoBL ther BBHS commgising, . benzyl
conprsubititGtell beh pﬁh@@nokubﬁtitatearph%hf ARdyEr suBtaifeafalktylcycloalkyl,
ring systemis S, _each Sis optlonafylnd|V|duaIIy )
and isubetpuied eveloglkyl hetareqychydy swbstitutpd hetespeyzlydxgrybrsubstituted aryl,

ato i i I
opt 1 ssPee Bt e AdnR R AR f geroarytatio,
Wi t h sabstithetli t hettoarytalkyEby dybleakkyladityilf uedibstitatedS asydloalkylalkyl,
whereby R5 is individually and i ndependently sel ected )
fr omhe}/féo%}icbﬁﬁkﬁl@ npiubstitiisdy, heterpeyelylatimhst alkylaxgalkyl,  substituted
benzy, , Su ' yl, ubst |
al kyl%lkyé%%l’kyl : bﬁswéﬁc? gltog%§gycl ogpll%)‘yiu,m& bﬁ(yf&g’cydoalkyl’
het erabicploxyhletercoybbil, subistichté tathydayytietekocyalyy, alkyloxyaryl, substituted
substityted aryl heteroaryl, substituted heteroaryl, )
aryl aﬂ@?)&ya@ﬂbalkxlaw’&tea?ﬁfm Rpstitiisd éh&ygwﬁaqewh alkylthioalkyl,
substd a i i i

subdite@d fh%ﬁ{hgﬁ@, Lllkgiltl?loﬁ})'c%ﬂl@}llk%qdﬁdg\étvylted alkylthiocycloalkyl,

substituted Céd 0 al k eteroc ) .
subst(CEMNHREt @=6DREI (3=H)RY I NHRI. kORExFRY, KGHLR?, CR'R’R® NH-NHR?,

substi t.ut ed al kyl.oxya b, 1 I B _ a
b Ve Re I oy iR N T KRB 0B -0y,
substNlyed)DRY | oXZRehIRGY ClOHC=0IRY | ONIY(FES)R?,  (C=S)-NHR?,
subst i t ut ed al kyl oxyaryl , al k%! 0X heteraog{ﬁél 5 ona oma
substNH(£e8)-NHEY By, HPxNHRY Ol Ryl (C=0)-NR'R", NRR’,
NR°-(C=0)-NHR?  NH-(C=0)-NR°R?, NR°(C=0)-NR‘R?, NR°(C=O)R?
0-(C=0)-NR‘R?, NR°-(C=0)-OR? NR°-(C=S)R?, (C=S)-NRR? NR°-(C=S)-NHR?,
NH-(C=S)-NR°R?, NR*-(C=S)-NR‘R? NR°-SO,R?, SO,-NR°R?, SCHF,, OCHF,,

CN, halogen, CF3, CCl; and OCF3,

whereby any of R? R® R® and R® is as defined in any of the first to third

embodiment.

In an embodiment, which is preferably a fifth embodiment, which is preferably a further
embodiment of the fourth embodiment of the first aspect,

Rs is selected from the group comprising hydrogen, alkyl, aryl, arylalkyl, halogen, hydroxy,

amino, alkoxy, alkylamino, dialkylamino, alkylcarbonyl, alkylaminocarbonyl,



substituted al kyl t hi oal kyl, al kylthi ocycl oal kyl and
substituted al kylthiocycloal kyl, (CO-NHR3, (COR,

W@ oFps41 NHR3, OR3, SRa, CH2R3, CR3RbRc NH NHR3I/EP2007/000832
N=NR3, CH=NR3, N=CHR3, NH (€=0)-NHR3, NH (C=OR ,
0-(CGO-NHR 3, NH(CGO-0OR3, (CO-0R3, O (C=O Ra,

Nl\ﬁll_j-l- ) R3 (C_a) NHM%%C_S “gRgﬁﬁngg alkylcarbonylamino,
Bt i 5 (0 oo
NR-(C—S)R3 (C=S) - NROR3, NR-(C=S)- NHRa,
In an Segeginntsi pAAICHLAg PFRAPARR U, crelQdumila il 5 Pl 2 further

embodim¥éntf thafiftiembBdaisht Bﬂtﬂe%asasg&ftl ned in any of the
first to third enmbodi ment. - I n an enbodi nent, which is

preferably a fifth enbodi nent, which is preferably a

f f the
Re g R g B B BB s g amine
hidihg B@dino,adikiekhyl@hitbo, nithoxgtdeBdnyl hama@earboyld dylaminocarbonyl,

am no, al koxy al kyl am no, di al kyl am no,
aqhmtlgyéarg 9qrbonyl acetylamino, phenyl; benzyl, methyl, ethyl, propyl, tert-butyl,

AT BIRRER TP oL, PSSARBA dnumromettons. sy, and

amethgithiobonyl , cyano and al kyl thio. In an enbodi rrent,
which is preferably a sixth enbodi nent, which is
preferably a further enbodinent of the fifth

In an SHBOGERL which tif %ﬁéfgfaﬁf Q%@?{rﬁ% CB‘IHOﬁ te%gz‘ﬂ f;mﬁ'g?e}etb?y a further

group coﬁpr|3|ng oro

embodimamaf thesixth, emteidh;aénamf e, fidt mt:dstyl am no,
nmet hoxycar bonyl , am nocar bonyl, nethyl am nocarbonyl ,
di net hyl am nocar bonyl, acetyl am no, phenyl, benzyl,

Rs B IHf}Ml‘ogeﬁt ﬁ‘lero EHIGRY k:?'antor hlelﬂiﬁéihmthMé?PﬁMmfﬂ%t H%Yylammocarbonyl

l'uor omret hyl , trif1uofonethy
dacrewllwnmnephwlb'b bynzyé,cmctizyl,, teahbluturhﬂlwntomm methpbry,drifluoromethyl.
enbodi nent, which is preferably a seventh enbodi nent,
which is preferably a further enbodi nent of the sixth

In an €MBOEINERNt wRikh lib @réfefably asRefHth embodiment, which is preferably a further
embodiment of the first to seventh embodiment, preferably of the fourth to seventh embodiment,
more preferably of the fifth to the seventh embodiment and even more preferably of the sixth and

the seventh embodiment of the first aspect,

Ar is either absent or present, whereby
if Ar is present, Ar is a 5- or 6-memberd aromatic ring or a condensed 5,5- , 5,6- or

6,6-ring system comprising ring atoms represented by formulas (II) to (VII)

O 0O GO0 O

(I1I) Iv) VD) (Vi) |

whereby
individually and independently in any of formulas (III) to (VII), 0, 1, 2, 3 or 4 ring
carbon atoms are hetero atoms which are individually and independently selected

from the group comprising N, O and S;



Rs is hydrogen, fluoro, chloro, cyano, nethylam no,
di nmet hyl am no, net hyl am nocar bonyl, acetyl am no,
w@hb@npsgosbenzyl , methyl, tert-butyl, hydroxy, PEL/BP2097/000832
trifluoronmethyl. In an enbddli mrent, which is preferably
an ei ghth enbodi nent, which is preferably a further
enbodi nent of the first to seventh enbodi nent,
preferably of the fourth to seventh enbodi nent, nore
pref ergidl of Rlerah6f fHel il 48nisN&a ed/;ﬁil‘)hgll)ﬁ Eﬂ?ﬂ@tﬂﬂﬁl}l afi'fhdependently
even nore preferably of the sixth and e sevent’h
enmbodi substituted withea fubstituent pdiereby Af substitsiadhthe sabstisnent v Rs; and
present, whereby if Ar is present, Ar is a 5- or
6-memberd aromatic ring or a condensed 5,5- , 5,6- or
6, 6-1iifg o Yisd RéTeroQiIBHIiS SNeachi NG optiofElly fibse&eId Wih BY 1 or 2 oxygen
formulas (I1l) to (VII) UII)(IW (V) (M) (V1)
wher ebAfompdi vi dual |y and i ndependently in any of
formulas (I111) to (M1), 0, 1, 2, 3 or 4 ring carbon
atons are hetero atons which are individually and
In an icRbopindenwhichsil prefeeably rao finktle e@boditen "Which i i8 GpréferdBly a further
and S; one or several of the ring atons is/are
embodimentopfthe firstrigithe glghth gmbedimenty é)ﬁ%fﬁ@bm i the u%&hth tebodiment of the
ﬁmtm%%gh a substituent, whereby if substituted, the
ubstituent is R; and if a or the hetero aton1is S,
each Sis optionally substituted with 0, 1 or 2 oxygen

atonms. . In an enpodi ment, which is, preferably a nineth
AT pbdadieh: seqem{;@ Hrqna Pesrewatﬂomlsmr furh hiasyli marRlyl, pyrazolyl,

fmlEi gﬂ' 93, Eﬁ’a&%% ?'29!1%%31'35?' oA 1s9}(&5%1,a?4§&gﬂfl, isothiazolyl,

he i ght h”&nb spect
r piuhnykal pyelelct @otrifmdinyk, hencgmiyiuputdanqﬂyl sibegzdtriazdlyl, benzooxazolyl,

oot Rl e ndotnidB MG ek asmiatol9 Enidqthiazolyl and naphthyl,

i soxazol yl thlazolyl |soth|azolyl phenyl , pyridyl,
pyrlnldlnyl i ndol yl, indazolyl, benzotrlazolyl
b‘ethreby(almmevetbbﬁ b singatasny Is/arg eptiataly éndieidyally and independently

PP £ purelBRECHRIEBY TE S oy aRaTplong i R and

optlonally |nd|V|duaIIy and i ndependently
whereby the 6-membered rings in the 5,6- and 6,6-membered ring systems optionally

contain 0, 1 or 2 N-atoms.

In an embodiment, which is preferably a tenth embodiment, which is preferably a further

embodiment of the nineth embodiment of the first aspect,

Ar is a radical selected from the group comprising phenyl, pyridyl and thienyl,
whereby one or several of the ring atoms is/are optionally individually and independently
substituted with Rs; whereby RS is defined as in the fifth to the seventh embodiment,

preferably the sixth embodiment and more preferably the seventh embodiment.

In an embodiment, which is preferably an eleventh embodiment, which is preferably a further

embodiment of the tenth embodiment of the first aspect,



substituted with a substituent, whereby if
substituted, the substituent is R ; and whereby the

w@2002/08898d rings in the 5, 6- and 6, 6- nenber edP€T/BB2007/000832

systens optionally contain1®, 1 or 2 Natonms. In an
enbodi nent, which is preferably a tenth enbodi nent,

Wi glh is preferably a further enbodi nent of the nineth
elspBeitent of the first aspect, Ar is a radical

sel ected fromthe group conprising phenyl, pyridyl and
t hi enyl, whereby one or several of the ring atons

i svhareby dpand¥air¢ goringdied itel Aalin the positionsipqe taleachlogher.
substituted with R; whereby R5 is defined as in the
fifth to the seventh enbodi nent, preferably the sixth

In an @MbOdinEne! whitd RTirefeRibEY Qr @kl fth lehfbodRvein! WhREDRWERAbly a further

I n an enbodi nent, which is preferably an el eventh

embodimpeidofithet firshte ¢he Flsventbfembodimens, prefernbly efnthodienthner the eleventh
embocﬁ;%lg}ﬁt; ﬁo‘i‘%ﬂ%?eé%qp %\9 gm%gerf%yeg{h etmhl?odzirln(rq‘ éoﬁeg ﬁ%ﬁ as{i\)%ctlt ﬁe

A

are - conne
positions para to each other. In an enbodi nent, which

is preferably a twel fth enbodi ment, which is .
pisex wtugpted of unsaturaiad hetergeyqhsfr homackelig 31t 9-mpmbgsed nonaromatic

el. imrent , preferably of the tenth or the
e{lg%gﬂﬁoﬂngﬁgggp nt, nore preferably of the eleventh
enbodi ment of the first asp@m(gz»s(mé a saturated or

unsat urated heterocyclic @(r &mgc fc 3- to

9- menber ed nonaromatic rindw a (M1l)y (Mm11)

wherein Q and F are each a magycal and independently

and individually selected fromthe group conprising C,

Ccrhersid N M, M2, M3, W, W2 and WB are each a

radi cal and i ndependently and individually sel ected

fromthe group conprising CRaRb, CRa, C, O N, NRa,

09, and.T & el aSadicalvid ld¢pende¢ndy ai irdividbllyssedécted from the group
defined in the first enbodiment, nore preferably as

def i nex@mpisingC.<eR o#d Mnbodi ment and even nore

preferably as defined in the

M, M, M3, Q, £, and Q3 are each a radical and independently and individually selected
from the group comprising CR?R®, CR? C, O, N, NR? CO, S, SO and SO,.

whereby any of R® and R® is as defined in the first embodiment, more preferably
as defined in the second embodiment and even more preferably as defined in the
third embodiment;

P, 9, S, t, u and v are independently and individually selected from 0, 1, 2 or 3;

bonds within the ring may be either single or double bonds, provided that each
combination of bonds results in a radical that is chemically stable at room

temperature and is a nonaromatic system; and

A is connected to Z and Arvia® and T.



third enbodinent; p, g, s, t, uand v are
i ndependently and individually selected fromO0, 1, 2
W@e003/08d9ends wi thin the ring may be either si npCBER2007/000832
doubl e bonds, provided thatt3each conbi nati on of bonds
results in a radical that is chemcally stable at room
te rature and is_.a nonaromatic S and A.is
In an EERAGEREH VP TR bl thegtesnth e poiEs e iepieferably a further
embodifiefitbeitfic RIHAEeABbYintent BF b ERALEp@EDOCI Ment, which is
preferably a further enbodi ment of the tmelfth
enbodi nent of the first aspect, Ais a saturated or

unsat d het red, nonar omat i
AT DR ne Selstockieh dg T T hensr e RRRP R Bt of formula

({1X) cofigigight Rasbore Nagal and independently and

i ndividuall'y selected fromthe group conprising C, CRa

and N, and A is connected f%ﬁli gmznd to Ar at the

or aring Natom In an e ichis

preferably a fourteenth enbd%ﬁnpﬁwﬁjwhlch 'S

preferably a further enbodi (@)t of the thirteenth

enbodi ment of the first aspect, Ais a heterocyclic 3-

QQ?“7 nmenbered ring conprising ring atoms and is

s@liegt r

(@ 1\?/)‘5 rlﬁﬁczialna)ﬁ}ma? giri%?l‘t'lgsa‘ﬁg '1§d1$fd'uﬂ%' Qélec}‘tﬁ% ?3%“?3‘5 l(%i‘%/upa%otﬁnprlsmg C,

i ndepe@Rtaid y; &hd 1, 2 or 3 ring car bon atons are

repl aced by a heteroatom or nviety individually and

independently sel ect ed fron1the group conprising N, O

a (X) to (XIV)

ngqsé e|t gf)zsvll%g%e or oimt)*é]b%o{% m%?@w ded t hat

each conbi nation of bonds results in a radical that is

In an ﬂaﬁ(galcal l X Sél??slt;gr egm{}}(l) gf opﬁg?nltel{ %g& antd,l\lgl?lch is preferably a further

embodu&i@htVdf(ih@ilﬁﬂeeﬁf}fjedlwiﬁﬂ@ﬁ‘t%ﬁﬁé ﬁrs?%%&ﬂ tuted with 0, 1
as defined in the first enbodi ment, preferably

|n the second enbodi nent and even
A is a heterocyclic 3- to 7-membered ring comprising ring atoms and is selected from the

group consisting of formulas (X) - (XIV)

(X) (X1) (xn) (XIII) (XIV)

whereby

in any of formulas (X) to (XIV) individually and independently 0, 1, 2 or 3 ring carbon
atoms are replaced by a heteroatom or moiety individually and independently

selected from the group comprising N, O and S, SO, SO,, CO;

bonds within formulas (X) to (XIV) may be either single or double bonds, provided that
each combination of bonds results in a radical that is chemically stable at room

temperature and is a nonaromatic system,



nore preferably in the third enbodinent; Ais
connected to Ar at the NNatom A is connected to Z via

WO 2ovg/ostoam nunber 3 in formulas (XI1) to (X V)PCEHREP20A7/000832
is connected to Z via ringlatom nunber 3 or nunber 4
in formulas (X) and (Xl). In an enbodi nent, which is
preferably a fifteenth enbodi nent, which is preferably
a further enbodi nent of the fourteenth enbodi nent of
t = s | e a
(U of 8 riroRGRL is tiddyty ipgendellfURLAY MREET or 2 R as
azi ri ddefmedanahe first eartobdanattj piieferablp e theMmmdbymbbdgnent and even

atons are i n i vidual | endent|y substituted
wi t h oMo J¥f e’éa%m@ﬁ\éh‘ﬁé]fz@t’%‘gﬂﬁ%t ed to Ar at the or
a Natom (b) a 5-nenbered nitrogen containing ring
sel ected fromthe group consisting of pyrrolidine,
piis odringétad 2o Anet theW-atohi;di n- 2- t hi one,
pyrrolidin-2,5-dione, imdazolidin-2-one,
i m dazol i di n-2-thi one, oxazolidin-2-one,
0X3¢ 8drindited %o ZRiDARg atohi AAMbdrai if femaNgs (XII) to (XIV); and
t hi azol i di n-2-thi one, 3H oxazol - 2-one
|, 3-di hydro-im dazol - 2-one, |, 3-di hydr o- pyrrol - 2-one,
' &?&‘9@%&@& b gé’%{]ﬁ%ﬁ Qt%fnar{lﬁnﬂ)eg gzogﬁmﬁﬂ)%g ﬁ }%Eoerr’nulas (X) and (XI).
| m dazol i di ne- 4, 5-di one,

3-di hydro-[],.3, 4]oxad|azole i sot hi azol i di n- 3-one

In an F@epwwwlysb rie préfersbly; # fiftesnthrembodiment; pyhighy jsepreferably a further
] di azolidine- 1,1

emboa4lg§OX|dSHéjfl so{;‘mlg}zn% |egléoghlf%r§ arsgéc e, Wwherebyring

atons are individually and i ndependently substituted

wth O, 1 or 2 Ra; Ais connected to Ar at the or a

N®at om (c) a 6-menbered nitrogen containing ring

lec p th

(a)sgtfa&sgrngé}gt;}/@rrl&% %atlﬁf’]é}g %(fqilgﬁﬁl?m% l?% gg%?tﬁ% nfr(?zm the group consisting of

[ #zidding,i azetidinand azatidin-Lion8) whergbynane- 2- t hi one,

t et rahydr o- pyri m di ne- 2-t hi one, piperidine,

pi peri di ne- 2- one,

ring atoms are individually and independently substituted with 0, 1 or 2 R?* and

A

A is connected to Ar at the or a N-atom;

(b) a 5-membered nitrogen containing ring selected from the group consisting of pyrrolidine,
pyrrolidin-2-one,  pyrrolidin-2-thione,  pyrrolidin-2,5-dione,  imidazolidin-2-one,

imidazolidin-2-thione, = oxazolidin-2-one,  oxazolidin-2-thione, thiazolidin-2-one,

thiazolidin-2-thione, 3H-oxazol-2-one, 1,3-dihydro-imidazol-2-one,
1,3-dihydro-pyrrol-2-one, isoxazolidin-3-one, pyrazolidin-3-one,
imidazolidine-2,4-dione, imidazolidin-4-one, imidazolidine-4,5-dione,
2,3-dihydro-[1,3,4]oxadiazole, isothiazolidin-3-one, isothiazol-3-one,
4,5-dihydro-1H-[1,2,3]triazole, 4,5-dihydro-1H-imidazole,

[1,2,5]thiadiazolidine-1,1-dioxide, isothiazolidine 1,1-dioxide,

whereby



pi peri di ne-2-thione, piperidine-2,6-dione, piperazine,
pi per azi ne- 2-one, piperazine-2-thione,
w@LR@anssoun- 2, 5- di one, pi perazin-2, 6-di one, PCT/EP2007/000832
[1, 2] t hi azi nane- 1, 1-di oxi dd43
[1, 2, 6] t hi adi azi nane- 1, 1-di oxi de,
t et r ahydro- pyri dazj n- 3 - on 1,2,4]triazinan-3 -one
[1,2, gixlqg(gag%gedgﬁ{vgdlg”g and mc{ependenlly substituted with 0, 1 or 2 R%
3, 4-di hydr o- 1H pyr azi n- 2- one, norphol i ne,
t hi onor pholine, 1,4,5, 6-tetrahydro-pyrimdine,
5, 6- di Aysicann8étedyo Anhtktha orta dhatond;
1,3,5]triazinane-2,4,6-trione whereby ring atons are
i ndi vidually and i ndependently substituted with 0, 1
(c)o ra % B@mb@reﬂs nfRIERR CESiflaihgAlrind! stlB@e@ fidm\tA %Fouﬁr consisting of

-menbered nitrogen containing ring selec
ftetmh)tdne-pgnmnéonm,stu ng di,3}xapmar-2-enegpan- 2- §h3]thiazinan-2-one,

aﬁeﬂan 2 '?ﬁtzn (?e taF%m,éﬁ.‘ q&‘?‘{ﬁ‘%{?’ég‘gﬂ% f‘p/en&frﬁn eplperldme -2-one,

[{np&]lamaaecamﬂ oneplp&xhdla&lzm didf®an- 2-Mp&azine piperazine-2-one,
3] dj azepan-2-one and ring at ons are |nd|V|duaIIy

ameliameﬂeﬁmt | y subBieraginedSwliens. 0, 1 or 2 Ra;Ppipefagin-2,6-dione,

RS (iciad P2 38Rl AT 2B Ay lin-on,

efthndijtri@idan-poaé,er alfll 2,3)oxddiezismct oak, erer;(;l4 HﬂfyﬂroaDH-pyrazmQ -one,
nDre preferably in the third enbodinment. In
Hadt, whi ch i shigmarpholisey a si xt eenl#hS 6- -tetrahydro-pyrimidine,

?ﬁﬁﬁ‘“ﬁgéﬁﬁ?ﬁﬁ*ﬁ AR et BB 000 AT

elected fromthe group conprising azetidine,
grolldlne pyrrolidin-2-one, imdazolidin-2-one,
Y di n- 2- one, isoxazolidin-3-o0ne,

4 5-di hydro-1 Hi m dazol e, 2, 4-di hydro-pyrazol - 3-one,
4, 5-di hydro-1H[1,2,3]triazole, [I,3]oxazinan-2-one,
pi per i mngwpmp lapﬁemdmlmllz apd mdep¢r|n§bntlyi substigitgl witbfe] or 2 RY;
pi perazi ne, piperazine-2-one, piperazin-2,5-dione,
1,4,5,6-tetrahydro-pyrimdi ne, piperazin-2,6-dione,
mor phoQii§EonndERR &5 Ar aBtheRAR N2aRAL or Wher eby

(d) a 7-membered nitrogen containing ring selected from the group consisting of azepane,
azepan-2-on, azepan-2,7-dion, [l,4]diazepane-2,5-dione, [1,4]diazepane-2,3-dione,
[1,4]diazepane-2,7-dione, [1,3]oxazepan-2-one, [1,3]thiazepan-2-one,
[1,3]diazepan-2-one and

ring atoms are individually and independently substituted with 0, 1 or 2 R?,
A is connected to Ar at the or a N-atom; and

whereby any R® in (a) to (d) is defined as in the first to the third embodiment, preferably in

the second embodiment and more preferably in the third embodiment.

In an embodiment, which is preferably a sixteenth embodiment, which is preferably a further

embodiment of the fifteenth embodiment of the first aspect,



ring atons are individually and independently

substituted with 0, 1 or 2 Ra whereby Ra is defined as
WO poorgsoi rst to third enbodi nent, preferably PEI/EP07/000832

second enbodi nent and norelfpreferably in the third

enbodi nent. I n an enbodi nment, which is preferably a

sevent eent h enbodi nent, . which is preferably a further
A eﬁﬁS‘&FtﬁE%“b CERYPTIRREHE enbodi nent of the first

agRfdine, A pytroalRCt epyrkSIRm-Dithed" CMAdLAMRIN-S/0RE,  oxazolidin-2-one,

azetidine, "pyrrolidine, pyrrolidin-2-one,
[ ispBizokidini Trame, 2- one 4, pilihgdiod] Hémidedolsi per i d2-dihypdre;pyrazol-3-one,

rein ri are ipdividual ly and i ndependent.ly. ..
A heb U RGeS o, TE3lidiBonghoRfc ) PRFFRIRE. | | ipgridine-2-one,
t %éﬁ&néﬁl@-&ioﬁﬂb odi Rpdrazife,ef er Ppperadine- e SeCONSiperazin-2,5-dione,
enbodi ment and nore preferably in the third
ehBodf-tetahydrarpyrimifine cpiperazinela6-dipnar marphphaee, razepgne, azepan-2-one,
N-atom In an enbodi ment, which is preferably an
ei ghteenth enbodi ment, which is preferably a further
ewhedbyrent of the seventeenth enbodi ment of the first
aspect, A is piperidine, whereby Ais connected to Ar
via t Hang atams preingdiyidughy And independsatly subsgtured wigthOpd or 2R
ring atomin position 4. In an enbodi nent, which is
preferably a nineteenth enbodi nent, which is
pref erwldrgbya further enbodi ment of the twelfth

enbodi pepnt of the first gspect, A is a heterocyclic 5-
or 6- n%wb%ﬂe@n?fr 8 it theofba thied) crabretiment d’fFéf%ﬂY in the second
radi cgl iBEASHdH eraBlyAH @M ol diiand CRa
is a ra{gl cé@ se ect(gg]pﬁror% he group c:orrngJ:s}ll1 ng CRaRb,
NRC, Oand S; g and f are individually and
In an énqgo%?rﬁggt? thhgéfl i(s) ’pre]fer%LIyzé see\l/re]:gteenth embodiment, which is preferably a further

embodiment of the sixteenth embodiment of the first aspect,

A is selected from the group comprising azetidine, pyrrolidine, pyrrolidin-2-one,

[1,3]Joxazinan-2-one, piperidine and piperidin-2-one,

wherein
ring atoms are individually and independently substituted with 0, 1 or 2 R* as
defined in the first to the third embodiment, preferably in the second embodiment
and more preferably in the third embodiment; and

A is connected to Ar at the ring N-atom.

In an embodiment, which is preferably an eighteenth embodiment, which is preferably a further

embodiment of the seventeenth embodiment of the first aspect,
A is piperidine,

whereby

A is connected to Ar via the ring N-atom; and



Ar and Z are connected to A via the ring atons nunber
1 and 2 in fornmula (XV) or vice versa. In an
Wepivomssent , which is preferably a twentieth PCI/EP2007/000832
enbodi ment, which is prefedably a further enbodi nent
of the nineteenth enbodi nent of the first aspect, Ais
a heterocyclic 5- or 6-nenbered ring selected fromthe
group conprising 4, 5-di hydro-oxazol e,
1- met hylis dormeted¥S7 Yialie irif 48R e position 4.
4, 5-di hydro-thiazole, 3,4-dihydro-2H pyrrole,
5, 6-di hydro-4H-[ 1|, 3] oxazi ne, :

In an %hgoﬁ}ng}{{? ér\{%éﬂ%}%}l?fsg’e&p% %izri}pgeetéqx_t%ﬁwgiment, which is preferably a further
embodiméntofGhd &idlAR¥AbOdIRENt BT Gk Fiest akpecgn enmbodi ment, whi ch

is preferably a twenty-first enbodi nent, which is
preferably a further enbodi nent of the first to

S S A T

el event h enbodi nent, nore prefierably as in the
el event h enbodi nrent and [ eferably as defined in
any of the twelfth to thef{twentiéth enbodi nent, nore
preferably as in the fiftgenth tp the eighteenth
enbodi nent and in the t | et pogbodi ment, even nore
preferably as in the eighteé enbodi nent, wherein is
RI9- NH whereby RO is a radi C@tV)Se| ected fromthe group
wheregCMPri sing (a) 5- or 6-nenbered aromatic rings and 5-
or 7-nmenbered nonaromatic rings conprising ring atons
whereby any of the rings contains 0, 1, 2, 3 or 4
het er gat ons whereby the heteroatons are .ndividually
T ais@ redigd seleaied diom the e vRePmPTTH N@ngr(‘&ifp conpri si ng
N, Oand S; and any or several of the ring atons
is/are optionally and individually and i ndependently
A sishehditaltseldcist flono e grouseompridingsCRERY, NRENO:ind $her eby
the substituent is R ;

yand ¢ are individually and independently 0, 1 or 2; and

Ar and Z are connected to A via the ring atoms number 1 and 2 in formula (XV) or vice versa.

In an embodiment, which is preferably a twentieth embodiment, which is preferably a further

embodiment of the nineteenth embodiment of the first aspect,

A is a heterocyclic 5- or 6-membered ring selected from the group comprising
4,5-dihydro-oxazole, 1-methyl-4,5-dihydro-1H-imidazole, 4,5-dihydro-thiazole,
3,4-dihydro-2H-pyrrole, 5,6-dihydro-4H-[1,3]Joxazine, 5,6-dihydro-4H-[1,3]thiazine,
2,3,4,5-tetrahydro-pyridine, 1-methyl-1,4,5,6-tetrahydro-pyrimidine.

In an embodiment, which is preferably a twenty-first embodiment, which is preferably a further
embodiment of the first to twentieth embodiment of the first aspect, wherein Ar is preferably as
defined in any of the eighth to the eleventh embodiment, more preferably as in the eleventh

embodiment and A is preferably as defined in any of the twelfth to the twentieth embodiment,



(b) 5,5-, 5,6- or 6,6-nenbered aromatic, nonaromatic
or conbi ned aromati c/ nonaromati c bicyclic ring systens
W@ avpiossng ring atons whereby any of the ri ngPGI/BPAB000832
contains 0, 1, 2, 3 or 4 hd8eroatons whereby the
het eroatons are individually and i ndependently
sel ected fromth roup. coppri.sing N, id S; and, one )
more JFefE@ylr a8 Br hendifFRy 16 OHE. SIENERNED (HRRMAERY ABhin he twenticth
embodificht! efiifhb RO rdPENRRAESkhest RAHobIth&H, W th one or
several substituent’s, whereby the substituent is R ;
and(c) (C=0-NRb-Ra, (C=NRc)-NRb-Ra, (C=NRa)-Rb,
h ECzO)-R, (C=S)-R, NRb-Ra, ORa, CH2-R3, (C=0-0O R3,
WREICc-3) - NRb- Ra, S2- R3 and SO2- NRb- Ra; whereby any R of
(a) to (c)is defined as in the fifth to the seventh
enbodi nent, preferably in the sixth enbodi nrent and
G  nore plﬁeRQzN!igly in the seventh enbodi ment; and any of
Ra, Rb and Rc of (a) to (c) is each and independently
a radical as defined in the first to the third
wherebyrbodi ment, preferably in the second enbodi nent and
nore preferably in the third enbodinment. In an
enbodi nent, which is preferably a twenty-second
enbodi ; : ' ' b f her enbodi nent
R of thelg?&éﬂf% %th?%reo%g%%yoﬁpﬁl%ﬂeéﬁrst aspect, R9
is a 5-nenbered aromatic or nonaromati c heterocyclic

ring containi 1, 2 or 3 N-atons reby said rjng is .
subst i@ﬂti-ooro “TsbeiRd promaty Tines s G y—mersf Aharomatic rings
defined |RnidhRird rﬁﬁé‘at&ﬂs%ﬁre&?vem h enbodi nent,

preferably i'n the sixth enbodi ment and nore preferably
in the seventh enbodi nent. In an enbodi ment, which is

e o LI il s
preferably e -
enbodi nent of t hfie hefetdat@diPafd indR9duallyCaiinRatfsdesly Bected from

NH group of G ad&',acent to one of said ring N’atons.
e group comprising N, O and S; and

any or several of the ring atoms is/are optionally and individually and
independently substituted with one or several substituents, whereby the

substituent is Rs;

(b) 5,5-, 5,6- or 6,6-membered aromatic, nonaromatic or combined

aromatic/nonaromatic bicyclic ring systems comprising ring atoms whereby

any of the ring systems contains 0, 1, 2, 3 or 4 heteroatoms whereby
the heteroatoms are individually and independently selected from

the group comprising N, O and S; and

one or several of the ring atoms is/are optionally and individually and
independently substituted with one or several substituents, whereby the

substituent is Rs; and



In an enbodi nent, which is preferably a twenty-fourth
enbodi nent, which is preferably a further enbodi nent

w@toorkgsosivent y-first enbodi ment of the first aBEBEP200R90832

where

In an

IS a 6-nenbered aromati c od9nonaromati c heterocyclic
ring containing 1, 2 or 3 N-atonms, wherebysaid ring is
substifuted qr unsubst i thﬁﬁ;wiath one, or, nore a
subst | €hRES IR, Gadt R kTN R 28", der DN, (Gro)-R, NR'R”
the fifthple ERS.R8E ho gD _'g;qq_ b_RB €t LR AN YSHNINRER 2
si xth enboé?’rreﬁ? ah nD)I;g pf ef er'ab le’ng?zhg &v%?% Rﬁ@q{’
enbodi nent. I n an enbodi nent, which is preferably a
wenty-fifth enbodi ment, which is preferably a further

odi nent of the twenty-fourth enbodi nent of the

f ddySi s é\ﬁ(@?fd ()R- Rfihéd aPHGE ifiFth oQhé b&vebld ShB8Hmeht, Preferably in the
adjacent to one of said ring NNatons. In an

esibtbeimhedimentiand mare preferhbly abthe sevente ampodiments and
enbodi ment, which is preferably a further enbodi nent
of the twenty-second to the twenty-fifth enbodi nent,

A STREDRY arf R 6¥8(a) WE(RY 16 dabh bRl frdepdidehtea tadtiddl b Befined in the first

enbodi ment of the first aspect, Gis a radical )
stelthe thard embadiment, prefrupbly omiheisseang enthagimentangd megre pegferably in the
4 - hydro- 1H benzoi m dazol - 2-yl am no,

Stg?}g%g%ghgﬁéfg hexahydr o-| H- benzoi m dazol - 2- yl am no,

3H i ndol - 2-yl ami no, 3, 4-di hydr o- qui nol i n-2-yl am no,

3H- pyrrol o[ 2, 3-b] pyri di n-2-yl am no, 3, 4-di hydro-[I
caybedismanty Whighnis prgfesahly @, tvamty-pecand smbedimenti méich is preferably a

e R A PO i ) O e

Ro

1H i m dazol - 2-yl am no,

l., 4,5, 6-tetrahydro-pyrimdin-2-ylamno,. ..

458 SgnombEIER SR §F napROmSa PaFap HUGHigE soAthging 1, 2 or 3 Noatoms
4, 5-di hydr o- 3H pyrrol - 2-yl am no,

3,4,5, 6-tetrahydro-pyridin-2-ylam no,

wheréby6, 7-t et r ahydr o- 3H azepi n- 2-yl ami no,

éﬁ@gﬁé A based 6),% Wb SHRiAQed Hith 'oRS Lk nford RETE Afined in the fifth to the
Sseferith hanabodtichEhtP YkdfBiaBlynind tHeN§ix - dhBédifent and more preferably in the
1, 5-di hydro-i m dazol - 4- one- 2-yl am no,

osexowth embofignanto, | H-[1 , 8] napht hyri di n- 4- one- 2- ami no,

4, 5-di hydr o-t hi azol - 2-yl am no,

4, 5- di hydr o- oxazol - 2-yl am no and pyri m di n-4-yl am no,

In an embodiment, which is preferably a twenty-third embodiment, which is preferably a further

embodiment of the twenty-second embodiment of the first aspect,

In an

Ry is connected to the NH group of G adjacent to one of said ring N-atoms.

embodiment, which is preferably a twenty-fourth embodiment, which is preferably a

further embodiment of the twenty-first embodiment of the first aspect,

Ry

is a 6-membered aromatic or nonaromatic heterocyclic ring containing 1, 2 or 3 N-atoms,

whereby



whereby each radical is attached to Z at the am no

group of G and each radical is unsubstituted or
wGeaimgnsdout ed with one or nore R as defined i n PEEEPI0DT/600832

to the seventh enbodi nent, 2preferably in the sixth

enbodi nent and nore preferably in the seventh

enbodj ment. In.an enbodi nent, whi.ch is preferably a
t%é‘ﬁﬂ?gs’év%i’?ﬂﬁm&ﬁ‘bsﬂi titufgd Bith Qn&, OB RQrg Kjupsiifuents Rs each and
f it B APAJILRRY iffthd BRhtb iR sdvanfn&Rbd i i
enbo%ﬁlrrgnp)of t he fli rst aspect, S\/\hgr\é\éﬁﬁ A‘?ﬁllg%t’ preferably in the sixth
perabadimiohtandsnorefpreferhblyninghg sayenthtemteidghent. t o t he

el eventh enbodi ment, nore preferably as in the

el eventh enbodi ment and A is preferably as defined in

In an @A¥oddneht) evhidlvﬁ‘i!sfp"rclffeltaﬁle{t devdntRimtihainiboIraest WRkh is PRIfSrably a further
b (Ereferably as in the fifteenth to the ei ghteenth
€mbo

migaiddfiee twenti fountht emebadiveentiof the fusbespestent , even nore
preferably as in the eighteenth enbodinent, Gis a
radi cal selected fromthe group conprising (a) 5- or
6RyTRBoaN &S BloAhB NI group 95 Gadtijacent t8foné of 64T @@ N-atoms.
nonaromati c rings conprising ring atons, whereby any
of the rings contains 0, 1, 2, 3 or 4 heteroatons,
t . '_ L Vi . and. . -
In an HREIGEREnp ORicHIS BFIBRET Gl ARAMEhinEnE Wich is prgfergply a futher
embodimentSf tharywenty-sevoad 26 theftwehy-fiftlngmbbddiment, prefebly of the twenty-third
opti o Iy and individually and i ndependently
to the -5?%@@@%@%@&%816 prsiasPettal substituents, whereby
the substituent is R; (b) 5,5-, 5 6- or 6,6-nenbered
aromatic, nonaronmatic or conbi ned aromati c/ nonaronatic
G  biscyel i mdidahg slestedns fioanprthei ngronp ngcahprising wher thiazol-2-ylamino,
a h [ stens, C ins 0, 1, 2, 3 or 4
h£¥@%§%r8ﬁ%‘¥romﬁéﬁ9"?ﬁ§z‘ﬂ§' %ns are individual ly
%3@465,%9737%%&%&%-F}@Jb@n%o‘?xﬁicfa&&m-&ﬁﬁli%,oup CoNpr 13§-ffdol-2-ylamino,
) an ;
3,4-dihydro-quinolin-2-ylamino, 3H-pyrrolo[2,3-b]pyridin-2-ylamino,
3,4-dihydro-[1,8]naphthyridin-2-ylamino, 3H-imidazol-4-ylamino, pyridin-2-ylamino,
pyrimidin-2-ylamino,  1H-imidazol-2-ylamino, 4,5-dihydro-1H-imidazol-2-ylamino,

1,4,5,6-tetrahydro-pyrimidin-2-ylamino, 4,5,6,7-tetrahydro-1H-[1,3]diazepin-2-ylamino,

4,5-dihydro-3 H-pyrrol-2-ylamino, 3,4,5,6-tetrahydro-pyridin-2-ylamino,
4,5,6,7-tetrahydro-3 H-azepin-2-ylamino, 1 H-benzoimidazol-2-ylamino,
1 H-indol-2-ylamino,  pyrazin-2-ylamino, 5,6-dihydro-1H-pyrimidin-4-one-2-ylamino,
1,5-dihydro-imidazol-4-one-2-ylamino, oxazol-2-ylamino,
1H-[1,8]naphthyridin-4-one-2-amino, 4,5-dihydro-thiazol-2-ylamino,

4,5-dihydro-oxazol-2-ylamino and pyrimidin-4-ylamino,
whereby

each radical is attached to Z at the amino group of G; and

each radical is unsubstituted or substituted with one or more Rs as defined in the
fifth to the seventh embodiment, preferably in the sixth embodiment and more

preferably in the seventh embodiment.



one or several of the ring atons is/are optionally and
i ndividually and i ndependently substituted with one or
W@ 2002088045ubst i t uents, whereby the substit uent PCEER0N7/000832
and(c) (C=0O-NRb-Ra, (C=NRE)-NRb-Ra, (C=NRa)-Rb,
(CCO-R3, (CS)-R, NRb-R3, ORa, CH2-R3, (C—O) ORS

In an igpoligheat) WHich 48 AFEHONG 2, HepEserFIb PR EREnio Mush f prefrably a

furthe® Ef‘i’lggﬂl?fﬁ:ﬂ{ of RhETREAR] Ywddtielh 8mbbdintene WPQHL TR asga@gt, wherein Ar is
nore preferably in the seventh enbodi nent; and of

preferably afefanred iRanp of (he) eighth to the éemdhemh@ﬂlmde [pEaTel qa)r/ﬁtfhylbly as in the
clevenfy, £iEo it 3pfl ch df dF5THblY o SeEREL I SBHRS AL dp the twenieth

embodiRERt, ﬂﬁ&feeﬁr@fﬂrébl% rast e tHehfiftéerfite thBBightednth &Mmbodiment and in the
embodi nent, which is preferably a twenty-eighth

twentigthigathiodisnent, yen arore roserablaas b hepighieantieembedimenirent
of the twenty-seventh enbodi nent of the first aspect,
Gis a heterocyclic 1, 2, 3 or 4 N-atons cont ai ni ng
ring or ring systemselected fromthe group conpri sing
aromati ¢ and nonaromatic 5- or 6-nenbered rings and
bi cyclic aromati c and nonaromatic as well as conbi ned

G airs%@c'hb&l/ %H?fﬂ?ﬁhﬁdﬁmﬁ)co %r?s-u}é)r 6, 6-menbered ring

ereby sal & ri'ngs ng systens are
unsubstltut ed or substituted with one or nore R5 as
defined in the fifth to seventh e odlmsnt referably . .
in the@PxPh O é%’@gf"i‘?érﬂmféﬁ%c ERgt aRd s 95 smiepbsregl poparomatic rings

t he seve is connected to Z at a
esﬂa gﬁh B8fims, %gre‘l;‘g :

ring atoma Jac nt to one of said ring N-atoms. In an
enbodi nent, Whl ch is preferably a twenty-nineth

enbodi nent , s preferably further enbodi nment

of the. werfty S uTEBRB Bt 2o} of hEStFioROR G SHEEDY G

is a radical f I G hBRreHi&HP aféoi?iﬁf\hdiia'llg and independently selected from
l,2,3,4-tetrahydro-[I|, 8] naphthyrid

1,2, 3 4 tetrahydh@g{qupcemapmew@ emuhs,? yI
IH-pyrroIo[23b]pyr|d|n -yl

any or several of the ring atoms is/are optionally and individually and
independently substituted with one or several substituents, whereby the

substituent is Rs;

(b) 5,5, 5,6- or 6,6-membered aromatic, nonaromatic or combined

aromatic/nonaromatic bicyclic ring systems comprising ring atoms,

whereby
any of the ring systems contains 0, 1, 2, 3 or 4 heteroatoms, whereby the
heteroatoms are individually and independently selected from the group

comprising N, O and S;

one or several of the ring atoms is/are optionally and individually and
independently substituted with one or several substituents, whereby the

substituent is Rs; and



In an egpogimentoRbbot Preiftic Grenipeidihh emy

g

| H pyrrol o[ 2, 3-b] pyridin-6-yl,

l,3,4,6,7, 8- hexahydro-2H pyrimdo[ |, 2-a] pyri m di n-2-yl

Q 2007/088041 PCT/EP2007/000832
2,3,5,6, 7, 8-hexahydro-im d&zo[l, 2-a] pyrimdin-7-yl,5,6

, 7, 8-tet rahydro I m dazo[ |, 2- a]pyrirridin 7-yl,

5, 6,7, ar i i L, a .
o o 0 G LA LRl BTG R sy e,
5,6,7, 8- (RRP %R@J cmoiﬁm[a' ﬁ@SWRms@er"QanWSOZ-NR" -R%;

3Hi ni dazo| 4, 5 ] pyridin-5

1H pyrazol o[ 3, 4-b] pyri di n-6-yl,

2, 3-di hydro-1H i m dazo[ 1, 2- a]lmdazol 6-yl,

‘%‘,“%‘%V hydro-1 H pyrrol o[ 2, 3- b] pyri di ne-6-yl,

2- met hatyard dﬂf(ﬁ)’folé_d) R-dBfivibd adin'tBé Fifth AR EAE ehbddivdent, preferably
2- et hyl am no-| pyrrol -5-yl,

2- et ht}a|th¢ﬁ;m@1.thqqu:§za@ﬂng)r9 |prq¢rg,bly in the seventh embodiment; and

4- et hyl am no- | Hi m dazol - 2-yl; wherein each radical

is unsubstituted or substltuted with one or nore

subst i dnyesfIRS, R® @&CR° an(h) i1 (H) Vs euvhland iddepeddnipd mmcam defined in

fifth to the seventh enbodi nent, preferably inth
si xt h e tadh thiderakodimany prefrrasl ¥ringhe secand ﬁr@bodlment and more

sevent di ment, which is
preferag{%%wiﬁrgﬁlreéﬁngé‘rub%gpﬁem V\,hl ch is preferably
afurther enbodi ment of the twenty-sixth to

n| net h enbodi.ne t of yine first asﬁggént Whlc?l 1s preferably a

furthelpéﬂiﬂxgi ﬁegt of B Aty - Ve m liméndr A0 13t aspect,

G

ydr o- 1H-|mdazo 2-yl am no,
4 5, 6- tetrahydro pyrlmdln 2-yl am no,

315 4'51 Itga% gt;;?f’;g(r)r& h? a%ﬁnszc%?aéwpg d'mg or ring system selected from the
|§09§ ordati! 8d Mdnaromatic 5- or 6-membered rings and bicyclic
4- tetr ydro [, 8] napht hyridine-7-yl,

&rgn@tlhmdonqmarwamqnag. welk- agneorgbnpedamr@matlc/nonaromatlc 5,5-, 5,6- or
Gg hl¥e an'mdeZn(x)sl 4- one- 2-yl am no,

“&‘”‘ﬁ dr’o W—E’byrrdl o[ 2, 3-b] pyri di ne-6-yl,
2- met hyI am nopyridi n-6-yl, 4-methyl pyridin-2-ylam no,
5- et hyl pyri di n-2-yl am no, 4-nethoxypyridin-2-ylam no,
AWRSIERY opyr i di n- 2- yl ani no and
2- et I DO j '
ahi oh AP g PefAfe Belmitfe L SERAGICARA ong or more Ry as
i s pr efeginedliry tlee fifthttbeseventh embodiment, preferably in the sixth embodiment

and even more preferably in the seventh embodiment; and

G is connected to Z at a ring atom adjacent to one of said ring N-atoms.

In an embodiment, which is preferably a twenty-nineth embodiment, which is preferably a

further embodiment of the twenty-eighth embodiment of the first aspect,

G

is a radical from the group comprising 1,2,3,4-tetrahydro-[1,8]naphthyridin-2-yl,
1,2,3,4-tetrahydro-[ 1,8]naphthyridine-7-yl, 1H-pyrrolo[2,3-b]pyridin-2-yl,
1H-pyrrolo[2,3-b]pyridin-6-yl, 1,3,4,6,7,8-hexahydro-2H-pyrimido[1,2-a]pyrimidin-2-yl,
2,3,5,6,7,8-hexahydro-imidazo[1,2-a]pyrimidin-7-yl,



enbodi nent of the twenty-first to the twenty-seventh
enbodi nent, preferably the enbodi nents of the

WQ Mengsoii r st enbodi nent as described in sectiBEI/ERY007/000832
thereof and the twenty-sevédth enbodi nent as descri bed
in section (c) thereof of the first aspect,Gis a

(SRR bR oo, ur el do,

hy,_@[??S‘-Yéﬁ%ﬁ?&BMhﬁdeBB’,z-ﬁlﬁyﬁ%afnbzlw I oxy, sulfonam no,
am nonet hyl eneam no and guani di n0; wher eby each

r &di6chtetiabydraciH-indidazo (¢, Sablpyridinedydndent | y substit ut ed

0 stitut.ed,w th Rb.a c as defjned i .y

f 5’P?EW%ME‘%%%W“P@E%-gﬁwgm’{n%@ er abl ?H‘W@PF@T“’%Hﬁpyndm‘5'yl’
S EH Gyea RN 9diB]Byidiaedylor e pr ef 2B aiphydrd N H-BgidhAy[ [ 9-alimidazol-6-yl,
enbodi nent. I n an enbodi nent, which is preferabl

a
t BArdihydred ShpyreotoBali-himyridingo-vh i s prefer akﬂ-pe@y¥aminopyridin-6-yl,

f yr | jyent jof the thirty-first egbodipent of. . <.
t%—é#ﬁlgﬁ[@?ﬁé@? X% is a radical select egblggt‘o’%%o le pyrrol-5-yl,
g2-enkthyd eritiiio- EHl-ighidarbly s g ariid -mi¥thydarigl L -Giildzol-2-yl;

N -cycl obutyl urei do, N -cycl opropyl ureido,

N - benzylureido, N -(2,2,2-trifluoroethyl)ureido,

N"hééi 3, 3, 2, 2-pent af | uor opr opyl ) ur ei do,
- cyé’l opr opyl net hyl urei do, N -phenyl urei do,
guani deéach radicalds nnsubsiikused oraupstiaotet vatthyhenehars substitudnts Rs each

:E‘Ogg}o M&%ﬂaﬁg ia_g gleif}?‘ {gf&% {f?ﬁﬂgklof t?ppisg{éér}t% _ﬁ%glafrl%w, preferably in
of 1 hepk ikt ehBodiiiehf HidSRER %rf gﬁ%si'hlgg?fli ﬁ}g dse%}ﬁh fefn%ﬁ{liment.

aspect, erein Ar Is preferably a in any o
the eighth to the el eventh enbodi nent, nore preferably

In an GbPRIBIFRE o) To P RR ORI TETHEE SRR R RS Dreferably a further
emboBRBAL MR wentRERIPOAMVEAGHiNetR SmibBdintiit b fhegRM AL,

ei ghteenth erbodi nent and in the twentieth enbodi ment,
even nore preferably as in the eighteenth enbodi nent;

G.is _preferably as defined ip any of the twenty-first .

G t8 t A& rtr?/‘-?lgécoﬁgl%%tﬁgodiﬁr?%t ,{ﬂlﬁorér%ﬂpef e°r°5‘tﬂr§7‘ i BT ;2-ylamino,
t i@4inydasbX2ylantinent y- ni net h and t hi r t4y5-fihy8fo-1H-imidazol-2-ylamino,
enbaodi nent, even nore preferably as in the thirtieth .
ahf-tethydrapyRmidinnoiaming., 4,5-dihydro-3H-pyrrol-2-ylamino,

3.,4,5,6-tetrahydro-pyridin-2-ylamino, 1H-benzoimidazol-2-ylamino,
1,2,3,4-tetrahydro-[1,8]naphthyridine-7-yl, 5,6-dihydro-1H-pyrimidin-4-one-2-ylamino,
1,5-dihydro-imidazol-4-one-2-ylamino, 2,3-dihydro-1H-pyrrolo[2,3-b]pyridine-6-yl,
2-methylaminopyridin-6-yl, 4-methylpyridin-2-ylamino, S5-methylpyridin-2-ylamino,
4-methoxypyridin-2-ylamino, 4-fluoropyridin-2-ylamino and

2-methylamino-1H-imidazol-5-yl.

In an embodiment, which is preferably a thirty-first embodiment, which is preferably a further
embodiment of the twenty-first to the twenty-seventh embodiment, preferably the embodiments
of the twenty-first embodiment as described in section (c) thereof and the twenty-seventh

embodiment as described in section (c) thereof of the first aspect,



Zis a direct bond, CH2 or CO In an enbodi nent, which
is preferably a thirty-fourth enbodi nent, which is
woe@ressalwl y a further enbodi ment of the first POI/EPZ®07/000832
thirty-second enbodi nent oR4the first aspect, wherein
Ar is preferably as defined in any of the eighth to
t.he el event h ephodi nore preferably as in the
G dpavisdicl sslessed Fram ¢ e/srpgp ﬁ?@?@fla%ffgn@éaram ABENGCArbeRyl, amidino,

TS eS|y, YERLLERORIOG? ATl Eninomethylencaming

eandq@uianidinto; and i n the twentieth errbodl nent, even nore
preferably as in the ei ghteenth enbodi rrent; Gis

preferably as defined in any of the twenty-first to

tWhdrbdy second embodi ment, nore preferably as in the
twenty-sixth, twenty-ni neth and thirty-first

errboduqaehtradlealelﬁ indivislupiiyfand amepemﬁnﬂm stuhsltuh:drqru mshbstltuted with

from the Ry ScRe s it B e % o uf Y elibag il iyRrably in the

het er %b’@dcb’émb(ﬁmlﬂéﬁtl dndtnféte Iﬂ)iPeIf@fraBl-S'}'iici iy t.huﬂre)ﬂbodlment
substituted aryl, heteroaryl, substituted heteroaryl,

cycl oal kyl and subst ituted cycl oal kyl whereby Qis

In an e%n%)%g'n h%’RlCB 19%%:?&%18 %Q&é%k(&%a&{lﬁ@?g&f %(# ig pPe'ferably a further

embodifibmifmenthirtysfitst Bmbsdipient of thblfiystaspact,t her enmbodi ment
of the thirty-fourth enbodi nent of the first aspect,
R2 is a radical of formula (XVI) (XVl), vvherein Oor 1
ri.n n [ r sl I by .
G bR REERT AR RghP Y Brdufcbrighistid b, P Bropylureido,
|N'elcyclaimegﬂmy:1®nd i ndependNhtycjomepyuateiib, f r om t he gNobgnzylureido,

hal ogen, cyanq,, al kyl, )
?8)"&4 ?Eﬁ‘ ¢Pr ?t&ﬁum%ﬂ"koxy substit eé égggxgpnt%ﬂ%rgpropyl)ureldo,
id ;?ﬂm@ lurei§! er ORTYhenyRREdSUPLST hilddififb, idj d
he?%lrcoaryl wmel IS atta%:‘heélg to Q vi aéq%\ ring at oar%mo%no an
tmnp@mﬁnﬂmedfylmbmha (XVI). In an enbodi nent, which
is preferably a thirty-sixth enbodi nent, which is
preferably a further

In an embodiment, which is preferably a thirty-third embodiment, which is preferably a further

embodiment of the first to thirty-second embodiment of the first aspect, wherein Ar is preferably
as defined in any of the eighth to the eleventh embodiment, more preferably as in the eleventh
embodiment; A is preferably as defined in any of the twelfth to the twentieth embodiment, more
preferably as in the fifteenth to eighteenth embodiment and in the twentieth embodiment, even
more preferably as in the eighteenth embodiment; G is preferably as defined in any of the
twenty-first to thirty-second embodiment, more preferably as in the twenty-sixth, twenty-nineth
and thirty-first embodiment, even more preferably as in the thirtieth and thirty-second

embodiment,

Z is a direct bond, CH; or CO.

In an embodiment, which is preferably a thirty-fourth embodiment, which is preferably a further
embodiment of the first to the thirty-second embodiment of the first aspect, wherein Ar is
preferably as defined in any of the eighth to the eleventh embodiment, more preferably as in the

eleventh embodiment; A is preferably as defined in any of the twelfth to the twentieth



enbodi nent of the thirty-fifth enbodi nent of the first
aspect,Ris a radical of fornmula (XVII) (XVIl) wherein
wW@2@7/0880#1 ng carbon atomin fornmula (XVI1) is PCT/EP2007/000832
substituted by a nitrogen @8om R6, R and R are each
radi cal s and individually and independently sel ected
fromthe up, comr i hydr o fluoro, chloro
embodimgnt,) qu;%g ¢rgblé(tqr$p tﬁ?’ ?%ﬁ h tQ gggfqggmmb%@ﬁ% and in the twentieth
y YferallTF &b fvh
embocﬁﬁ@ﬁt Eveﬁggeoﬁ(r eern%m?oxy, terél? a%@g]errlgl? 1?1‘&:‘?15 ﬂﬁ:ﬁer'fzbly as defined
in anycbfrthe hwélamfrrsxctartbmyykcombemybdimenb aaanb(pwﬁerably as in the twenty-sixth,

twentyﬁ%ﬁ%%? t { h&{oﬁ%@ﬁe %hox%oret Ir)rle erabq{' %sm?}l QXA, thirtieth and thirty-

Samndéﬁ$¢&9k9nethylsufonyl nethylthlo am nosul f onyl
met hyl am nosul fonyl, d| met hyl am nosul fonyl,

2-oxazolyl, 2-im dazol yl, 1-im dazol yI and

Re S O TR e hu i AL Bt B fbercrci,

agubsfied MRfdrocyoliilCharyls futefitkab aryia hétbxfohb}dses\ﬁBﬁItﬁted heteroaryl,
enbodi ment, which is ﬁr eferably a further enbodi nent

o¢y0ﬂ9ﬂék}tllﬂndﬁb}b3§m&4‘|c Iment” of the first aspect, R2

is a radical selected fromthe group conprising

phenyl, 2,4,6-trimethyl phenyl, 2,6-dinethy. phenyl,
whterébyaD &pdteohdd toR at Oné bf theeigriiany bf R,.

2- br ono- 6- et hyl phenyl, 4-benzyl oxyphenyl,

2- met hyl phenyl , 2-et hyl - 6- et hyl phenyl

In an %n cﬁﬁx}éi&f gvﬂiﬂ] }Hgf %B?%W pw embodiment, which is preferably a further

embodimei afithe thirey- ﬁ;drt-}ﬁemtmdmylhmhﬁ"ml)d first aspect
4- cyano- 2- et hyl - 6- met hyl phenyl ,
4-trifluoronethyl-2-ethyl-6- nethylphenyl 4-(

R, 1s%)YQ$E£]ydf)f61%uﬁ£ @(VI)G net hyl phenyl ,
4-di et hyl car banoyl -2- et hyl - 6- nethyl phenyl ,

4- met hyl car bamoyl - 2- et hyl R et hyl - phenyl

4- car bamoyl - 2- et hyl - 6- net hyf™- phenyl ,

4-trifluoromet hoxy-2- et hyl -G ggghyl - phenyl ,

4- (1Him dazo-1-yl)-2-et hyRs6- et hyl - phenyl,

4-f| uoro-2, 6- dlnethylphenyl 4- chloro 2, 6-di net hyl pheny
|, 4-cyano- 2, 6-di net hyl phe %

wherein

0 or 1 ring carbon atom in formula (XVI) is substituted by a nitrogen atom,;

Rs, R7 and Rg are each radicals and individually and independently selected from the
group comprising hydrogen, halogen, cyano, alkyl, substituted alkyl, alkoxy,
substituted alkoxy, aryl, substituted aryl, heteroaryl, and substituted heteroaryl;
and

R; is attached to Q via a ring atom of the radical of formula (XVI).

In an embodiment, which is preferably a thirty-sixth embodiment, which is preferably a further
embodiment of the thirty-fifth embodiment of the first aspect,



4-trifluoronethyl-2,6-di nethyl phenyl,
4- (1- oxoet hyl) -2, 6-di net hyl phenyl ,
wal2qorjogdownr omet hoxy- 2, 6- di et hyl phenyl , PCT/EP2007/000832
4- (1H i m dazo-1-yl) -2, 6-di 2et hyl phenyl, pyridine-3-yl,
2- et hyl - pyri di ne- 3-yl,

R, %}&rta‘?ﬁ@t trlf%‘bg{,ﬁgeghz:-pyridine-3-y|,

4-chl or o- 2- met hyl - 6- net hyl t i o- phenyl ,
4-f1 uor o- 2- net hyl - 6- net hyl t i o- phenyl ,
2- et hyl - 6- net hyl t hi o- phe 3

4-fl uoro-2-(2-propyl)-6- 1Y
4- cyano- 2- net hyl - 6- net hyl RhT0- flsenyl ,
4-trifluoronethyl -2-nethyl - 9 H?thylthlo phenyl ,
2-isopropy|-6-nethy|phenyl
4wﬁ&amro-2-(2-propyl)-6-nethy|phenyl,

2-et hyl - 4- et hyl - pyri di ne-3-yl,
4-trichloromethyl -2-ethyl - 6-met hyl phenyl,

[
4q ?rlle % hﬂg gﬁég ; i?g%/ gﬂg{aﬁwg is sutﬁtlrut%d lg?' 1 nitrogen atom;
4- nethylsulfonyl 2-et hyl - nethylphenyl

f@fm# rret h “lélsgllfiﬁﬂgrsy @mﬁ@% %f%lé{n%d n)c/legen%ethly selected from the

4- et Nybg, Yfuddo, TRhid¥ BRSNS, methyl, ethyl 1
4- di ne%/ljo ?]am no onyI %Het hlil 6- et hy| phenyf”le yl, ethyl, propyl,

4- met htyrtdmtyiophcrbdnwmyl eh;yld;dx-yﬁ methhyy ph®nymino, acetylamino, cyano,

4- di met. nocar bonyl..2- et h
4- ami AEE; b(n;l'?ﬁﬂzy@x& hypﬂgom l’phgﬁ getﬁyr] yélmethylammocarbonyl

2- et hyhefhy Iﬁﬁhﬁé’dar%n( - %ﬂﬁl@bé&b(}mentﬂﬂuoromethoxy, trichloromethyl,
2-et hyl - 6- rrethyl 2- |mdazolyl)p enyl,

4-tri fmgtbpnmaﬂgqrwhr bomgathylsufemyl) - 6-trubspmsitrdsufonyl,  methylthio,
A-tri Q‘L%r Cﬂtn&é t h)%/l? F?lﬁgJ}{%H‘?-ntoIgl}f(lk&r)]'ﬁnyldimethylammosulfonyl, 2-oxazolyl,

4-nitro
4- et yimidaesiyh ariidazobA dhdrejShdihpdreryrazol-2-yl; and
4- met hyl sul f onyl - 2, 6-di net hyl phenyl ,
4-trifluoromethyl sul fonyl -2, 6-di net hyl phenyl
AQ2am NOSHIdHEAYd thé riiedt iti :
Rirot o ST L rf s drIBU: BT bn g posfion ortho to R and Ry
4- di met hyl am nosul f onyl - 2, 6- di net hyl phenyl ,
4- et hyl am nocar bonyl - 2, 6- di net hyl phenyl ,
4- di met hyl am nocar bonyl - 2, 6- di met hyl phenyl,
In an 4nABHARGR! RARK! is2pRfeddvIP L MiRA88Nth embodiment, which is preferably a

further embodiment of the thirty-sixth embodiment of the first aspect,

R, is a radical selected from the group comprising phenyl, 2.,4,6-trimethylphenyl,
2,6-dimethylphenyl, 4-cyanophenyl, 2,4,6-tribromophenyl, 2-bromo-6-methylphenyl,

4-benzyloxyphenyl, 2-methylphenyl, 2-ethyl-6-methylphenyl,
2-methyl-6-trifluoromethylphenyl, 4-fluoro-2-ethyl-6-methylphenyl,
4-chloro-2-ethyl-6-methylphenyl, 4-cyano-2-ethyl-6-methylphenyl,
4-trifluoromethyl-2-ethyl-6-methylphenyl, 4-(1-oxoethyl)-2-ethyl-6-methylphenyl,

4-dimethylcarbamoyl-2-ethyl-6-methyl-phenyl,
4-methylcarbamoyl-2-ethyl-6-methyl-phenyl, 4-carbamoyl-2-ethyl-6-methyl-phenyl,
4-trifluoromethoxy-2-ethyl-6-methyl-phenyl,
4-(1H-imidazo-1-yl)-2-ethyl-6-methyl-phenyl, 4-fluoro-2,6-dimethylphenyl,



2, 6-di net hyl - 4- ( 2- oxazol yl ) phenyl ,
2, 6-di net hyl - 4- (2-i m dazol yl ) phenyl and

wa2qorfogdownr met hyl car bonyl - 2, 6- di net hyl phenyl . PEI/EP2007/000832

enbodi nent, which is preferédbly a thirty-eighth
enbodi nent, which is preferably a further enbodi nent

of the f enbodi nent of the first aspect

|4§°1%11°F°aé|42t5£\ @W?F#‘GPQUI a (XVI11)wherein 1, ®cynoz, §1d|‘f§ethylphenyl
re hetero a t

a‘f g{rmdﬁgmgﬂgw Badlwy Sdh)enﬂ and S, Yo (? %—h?gn%@ Iéjdxgethylphenyl,

a4-mfhmbmcthdxsc-2163dlmed1ylpithnyl dual | ¥-@hldinnidatzyp Biyt)eh)64dymethylphenyl,

B LRI SRR ¢ "SR BB i -.

ai K%eth ) d}ndlﬁéib%lﬂ t ut ed aryl, heHﬂihﬁﬁfbéﬁ-meﬁh?f%-methylthlo-phenyl
substitu het er oar and le attached to fhe rin

i frilporom@rimetiylegmethyl Oaplpos‘h,tu on ortho t@- m@yhﬁdn@hﬂlthlo-phenyl

hoRker SR PPy ibhep ) Bty o PR P kBB thio-pheny!,
of -triflréhkthy 2 el bo-piztgtthitephendf, t he fi r 35isopsdiRa-6.mEthylphenyl,

is a radical selected fromthe group congrl si ng
3t-Buerord{ 3rprapy bxéamsthydphenyl, -ethyl- 4-methyl-pyr1dme 3-yl,

5 i 10 Lsgxazol -4-yl, ,_ 3 .

34 Iffg%mgér%%gh"yg? al hyqo{ﬁg%lgy %18{?2921_ vl 4-nitro-2-ethyl-6-methylphenyl,

54 Arthoxy3atborylyl- bﬁx@%&iﬂéthﬁlphényl, 4-methylsulfonyl-2-ethyl-6-methylphenyl,
5-di et hyli soxazo

I I
24 #E%wvmathslswfmxl&?ta%b@p@géﬂmu¥,an- 3-yl,

24 émg{ tri ﬁéjtl %ﬁtﬁ*’fgﬁh zp lTen%l ‘yl,

I4-h'£etHy-1d]nlﬂnykulﬁm5l—ﬂ+etfqﬂ%yMeﬂhMppynyizoI 4-yl ,

%4 fnz | - ‘?ﬂ?’& @%% enyl

%ﬁ%hﬂlaﬁnﬁ%%ﬂﬂ@%ﬁfl% nﬁtﬁsjl;t)hen&f‘ an enbodi nent,

ch’is preferably a fourtieth efrbodi nent, whi ch is
p4émbﬁmylmcmpnﬂe?-e@ubédnmﬂphml,t he thi rty fourth

ERP SR d 2 S BhEbIBRER T, cormrr@rRiarttiasmeotypheny

C%@&?pelﬁﬁdthyl-éﬂ-(ﬁhﬁﬂﬂdlyl%&ﬂynty| 1- met hyl cycl ohexyl ,

henyl c%cl ohexy
4 rlﬂuorme ylcarbonyl 2-ethyl-6-methylphenyl, 4-trichloromethyl-2,6-dimethylphenyl,
4-nitro-2,6-dimethylphenyl, 4-methyloxycarbonyl-2,6-dimethylphenyl,

4-methylsulfonyl-2,6-dimethylphenyl, 4-trifluoromethylsulfonyl-2,6-dimethylphenyl,
4-aminosulfonyl-2,6-dimethylphenyl, 4-methylaminosulfonyl-2,6-dimethylphenyl,
4-dimethylaminosulfonyl-2,6-dimethylphenyl,
4-methylaminocarbonyl-2,6-dimethylphenyl,
4-dimethylaminocarbonyl-2,6-dimethylphenyl, 4-aminocarbonyl-2,6-dimethylphenyl,
2,6-dimethyl-4-(2-oxazolyl)phenyl, 2,6-dimethyl-4-(2-imidazolyl)phenyl and
4-trifluormethylcarbonyl-2,6-dimethylphenyl.

In an embodiment, which is preferably a thirty-eighth embodiment, which is preferably a further

embodiment of the thirty-fourth embodiment of the first aspect,

R,

is a radical of formula (XVIII)



bi cyclo[3 .2. 1]octane-6-yl, adamantan-1-yl,
2,2,6,6-tetranet hyl cycl ohexyl

w@20h7@08%04i met hyl cycl ohexyl, and 2-net hyl cycl ohBXI/EP1007/000832

an enmbodi ment, which is pré8erably a fourty-first
enbodi nent, which is a further enbodi nent of the first
to the thirty-second enbodi nent, of the first aspect,
wherein Ar is preferably as defithed in any of the
eighth to the el eventh erpodi t, nore preferably as
in the el eventh enbodi ment'® s preferably as defined
in any of the twelfth to the twentieth enbodi nent,
nmore preferably as in the fifteéhth to eighteenth
enbodi ment and in the twentX@i{h enbodi nent, even nore
F%ﬁ%ﬂﬁhab|y as in the eighteenth enmbodinent; Gis
preferably as defined in any of the twenty-first to
the thirty-second enbodi nent, nore preferably as in

the.twenty-sixth,. twentyni and. thirty-first
o2 ie By i FEMA RV SR petts n Relbsted drpm the group
a&ﬁnﬂrmr{gtm,-@%glgg enbodi nent, Ris a radical selected

fromthe group conprising H, alkyl, branched al kyl,
substituted branched al kyl, substituted al kyl, benzyl,

sybsti t ut benzyl rylal kyl .. substituted aryl al k

~Bio Rt Bisgy? ebatdichls et imti iRl it aiephdently Wletted from the
cycl oagrbu;ik okprisingU BpdrofeH, Shisoeal Qzlukd{' akyly lsubstituted alkyl, alkoxy,
heteroc%c.ylalk | "and substi t ut ed eterociflylalkyl,

wher elspbstituted gkexyeasyl yubstituted arylf heseroand gidosypstituted heteroaryl;
conprig&pg aryl al kyl, substituted arylal kyl, branched

al kyl ,” Substituted branched al kyl; and Ris attached

to Qat its alkyl nmoiety. In an enbodi nent, which is
preferably a fourty-second enbodi nent, which is

pRef eriapityched tq,theing is dprarpla RV IIbr in@position or oty Rey and Rya.
enbodi ment of the first aspect, Ris a substituted

al kyl radical selected fromthe group conprising

In an émbBodiinen} whichtik pteferabli-acthiret-pkthrempyddiment, which is preferably a further

embocéin%toﬁﬁé %1@2&%{%%%@%@%2%%? ylF‘} 1- et hyl -

R,

1- net hyl propyl, 1-ethylpropyl, and
| -isopropyl-2-methyl propyl. In an enbodinment, which is
pis efaer waglical a selgcted y -fram r dhenigoeliprepempmging h 3, sdimethylisoxazol-4-yl,

TR R Y R

A$-niethyl-3-phenylisoxazol-4-yl, 3,5-diethylisoxazol-4-yl,
2-methyl-4,5,6,7-tetrahydrobenzofuran-3-yl, 2,4-dimethylfuran-3-yl,
1,3,5-trimethyl-1H-pyrazol-4-yl, 1-tert-butyl-3,5-dimethyl-1H-pyrazol-4-yl,
1-benzyl-3,5-dimethyl-1H-pyrazol-4-yl, 2,4-dimethylthiophen-3-yl and

3-ethyl-5-methylisoxazol-4-yl.

In an embodiment, which is preferably a fourtieth embodiment, which is preferably a further

embodiment of the thirty-fourth embodiment of the first aspect,

R,

is a cycloalkyl radical selected from the group comprising cyclohexyl, cyclopentyl,
1-phenylcyclopentyl, 1-methylcyclohexyl, 1-phenylcyclohexyl,
bicyclo[3.2.1]octane-6-yl, adamantan-1-yl, 2,2,6,6-tetramethylcyclohexyl,
2,4,6-trimethylcyclohexyl, and 2-methylcyclohexyl.



preferably as defined in any of the eighth to the
el event h enbodi nent, nore preferably as in the

we@b@vestom enbodi nent; A is preferably as defi neCI/EP20aT1§00832
of the twelfth to the twent?ethenbodi nent, nore
preferably as in the fifteenth to the eighteenth
enbodi nent and in the twentieth enbodi nent, even nore
preferably as in the eighteenth enbodiment; Gis

In an @rﬁl Whith 1§jﬁ1f§fé?ﬁﬂ% 3 f ot ehﬁ)%dfn\@lg Whikh §34 flrier embodiment

|rty SEeco nmore pre Iy as In
of thet ﬂ'mst tcwehat ﬂHSy-xtdmndtamudymmtnﬁ theafugt tabpect, ywhéreint Ar is preferably as

B e O T I AT W
embodi'x%htn Adisiprefaiblyds defifed M ﬁﬂ)b’off B WA fthQo Meﬁﬁ@&%odlment more

mbodi ment, nore preferably as in the thirty-seventh
preferalﬂuy As yn merﬁaﬁtetcntlf ueighteenth ambotlouent yod do e emm@dthmandlment even

more el 015 i g S HUR S RTRR © i DAl s, Seihed ThCany of the

twenty- Btk by 1ﬁ63tlﬁﬁt§ﬂ-s&im& EnByAiment) hfole bﬁef%ﬁfyeisaﬁi theatwenty-smth twenty-
further embodi ment of the first to thi rty-third

nineth g ddiriefirst gmbodindnt, eengupecprefambly ag igjthe shirtigsh @nd phirty-second
embodn’?xer?t | actane radical selected fromthe group

conptising azetidi ne-2-ones, pyrrolidine-2-ones, and

pi peri di ne-2-ones, whereby any of the radicals is

ej t her_ gem nal substltuted with Ra and Rb , where

Ra
R, a‘ﬁoa rastical selepigd \iremdhe yerawpy CPWBEE@& dénelkyl, slgwéi@é&){k%f substituted

u ar, t t
el SRS, MR LR bEnAl, SRABLRE ez, Sllallyl, substituted
oaryl“alkyﬂe,n‘dmtc&danylaﬂig'l vaubstétotedr ihegeredrplatkydf dylelvatikyldikyl, substituted
or ,ro-fus non-|lactane rin re |nd| Iy and
bk fetegguay bl iesocys Uil m: “Ra,
Rb and Rc are defined as in the flrst to the thlrd

enbodi nent, preferably in the second enbodi nent and
nwherepy ef erably in the third enbodi ment; and

R, is preferably selected from the group comprising arylalkyl, substituted
arylalkyl, branched alkyl, substituted branched alkyl; and

R; is attached to Q at its alkyl moiety.

In an embodiment, which is preferably a fourty-second embodiment, which is preferably a

further embodiment of the fourty-first embodiment of the first aspect,

R, is a substituted alkyl radical selected from the group comprising 1,1-dimethylethyl,
1,1-dimethylpropyl, 1-methyl-1-phenylethyl, 1-phenylpropyl, 2-methyl-1-phenylpropyl,
1-methylbutyl, 1-ethyl-1-methylpropyl, 1-ethylpropyl, and 1-isopropyl-2-methylpropyl.

In an embodiment, which is preferably a fourty-third embodiment, which is preferably a further
embodiment of the first to the fourty-second embodiment of the first aspect, wherein Ar is
preferably as defined in any of the eighth to the eleventh embodiment, more preferably as in the

cleventh embodiment; A is preferably as defined in any of the twelfth to the twentieth



said |lactanes are directly bound at their ring N atom

to CGatomnunber 2 in formula (11).1n an enbodi nent,
waokiockssost preferably a fourty-fifth enmbodi nent PCEP2907/000832

is preferably a further enBodi nent of the

fourty-fourth enbodi ment of the first aspect, R2 is a

radi cal selected fromthe group conprising fornul a

embodimenty meye (prsferably yasxin thrxdifteontd Yo (thy qlght@(xj@ |qn}bo@m1\y) and in the
twenti%ﬁq%ec A i;ﬁ%%,uér?f n%’xgﬁé)getrf%?rdnt ?ﬁgﬁe(kl?%elé}ﬁe#r%iﬁ&{%o&ﬁep Gi 3 is preferably as

defined hie any rog the antydfrstt foethe ahipeyedecored &mbodiieat, (Mbok) preferably as in the

twentyhg{{%fvgﬁ;{g? ggl(é réf-ﬁr | n%%gaﬁqﬂngsefvg;%%rg l?)ééfh rﬁklly\;)s in the thirtieth
and thﬁ’fﬁs&gﬁd @Rlﬁl)éhyneﬂ{ tlbzolsf %ﬁbw H‘déﬁheﬁﬁﬁ Ry 'o‘f tl"';b tlﬁ’&y fourth to fourty-

nbered ring; and the formul as
seconc( eﬁ(bc\@nmest imoote prafuabllyyasan dhe tharepseveatht lyrty;ﬁnbmth tfqmeldth and fourty-
4Mt€({) or 2 Ra; whereby Ra is defined as in the
secong ¢hQdiet, di ment, preferably in the second embodi ment
and even nore preferably inthe third enbodinent. In
an enbodi nent, which is preferably a fourt i xth
Q eistselastadfrom thaigedup comprising MHCY, §ONMand N di ment
of the fourty-fourth enbodi nent of the first aspect, R
is a radical selected fromthe group conpri sing

In an dnfddithas, GHEH)is ﬁﬁéﬁré@w)ﬁ)ﬁﬁrtﬁ-&ﬁﬂﬁ dohbddierkat) Wiy ie Pyefaraply a further
of the formulas (XXV) to is directly bound to

embodimgnththg fitsbto ti_nmhtmrdrthoainmm)of the filskaspedtg N- at om of
the respective fornulas (XXV) to (XXI X); and any of
the forrmulas (XXV) to (XXIX) is independently and

Q iisdidwectindy substituted with 0, 1 or 2 R 5 as defined
in the fourth enbodi nent, preferably as defined in the
fifth errbodi ment, nore preferably as defined in the

R, SisXt ﬁ‘c’a agé’ie&&?n 1508 €t eERNLAP! onfirisHigl | &Rfldine-2-ones,

i the sevent
pyrrolidine-2-ones, and piperidine-2-ones,

whereby
any of the radicals is either
geminal substituted with R* and R,
whereby R* and RPare individually and independently selected; or
ortho-fused with an aromatic or nonaromatic 5- or 6-membered ring or

spiro-fused with a nonaromatic 5- or 6-membered ring;

whereby
ring atoms of the ortho- or spiro-fused non-lactame rings are individually and

independently substituted with 0, 1, 2, 3 or 4 R®;

R? R’ and R° are defined as in the first to the third embodiment, preferably in the

second embodiment and more preferably in the third embodiment; and

said lactames are directly bound at their ring N-atom to C-atom number 2 in
formula (II).



In an enbodi ment, which is preferably a fourty-seventh
enbodi nent, which is preferably a further enbodi nent
w@poorigsofiburty-fourt h enbodi ment of the first BSPER007/6R0832
is a radical selected fromdthe group conprising
formulas (XXX) to (XXXIV) (XXX) (XXXI) (XXXI1)
(XXXI'11) (XXXI'V) whereby any of the formulas
(XXX) - (XXXI'V) is directly bound to Catom nunber 2 in
In an &fbHindnt Wh)chai"stﬁ'éErdblinQ fOrdLAfth cabddimiele, which s P¥tferably a further
R 8 R 9, R0 1, RZ R23 and R24 are each radicals
embodamentanfehe fouityifdurth embedichenhofithe fidst aspegt,sel ect ed from
t he group conprising hydrogen, hal ogen, d -C6al kyl,
C3- Coeycl oal kyl, substituted C3-Cé6eycl oal kyl, phenyl,
R, siyhAshditallsedctied Eloy thelp@\gydompisthgSfopntilat (XBY) Reaexiv) n
a second aspect the problemunderlying the present
invention is solved by a conpound havi ng fornul a
( XXXV) —whi ch i referabl y~a first efgbodinent o f the
a“ 3 opt i onal a fur
pr ef erably excl

enbodimant o f
mg th t een
gaPment ©®he f4 oaspegt (i\lnere'pl o

Ar is ddradical yelected Hromthe group cofprisi ng

phenyl , pyridine and thiophene; IS selected fromthe

grougXédhpri si B5XA di ret¥XPond, N¥XID, cAXRHIBnd NHE®XIV) |

2 ; Uis a radical and independently and individually

sel ected fromthe group conprising C CRa and N; M,
wherely M, W, W2 and WB are each a radical and

. e TV '
PR8I AOS u birdfly o (R e 2 i formta
QW) abtheTingaNaitdOBl ieaesieytivnfpriaulas REDEND (RXIVS; as

defined in the first enbodi nent, preferably a s
defined in the second enbodi nent and nore preferably

ade d§t10aRT1 irfhgh RPiro-fused to the heterocycles in any of the formulas (XIX) to

(XXIV) are optionally ortho-fused with an aromatic 5- or 6-membered ring; and

any of the formulas (XIX) to (XXIV) is individually and independently substituted with
0,10r2R%

whereby
R?is defined as in the first embodiment, preferably in the second embodiment and

even more preferably in the third embodiment.

In an embodiment, which is preferably a fourty-sixth embodiment, which is preferably a further

embodiment of the fourty-fourth embodiment of the first aspect,

R, is a radical selected from the group comprising formulas (XXV)~(XXIX)



third enbodinment o f the first aspect; p, g, s, t
u and v are an integer independently and individually

wa2002088d1 from O, 1, 2 or 3 , whereby the resuP€T/REB2007/000832

ring is a 3- to 7-nenbered32ing; bonds within the
N- het erocycl e connected to Ar in forrmula (XXXV) may be
either_single or double bonds, proyided that each
\ gi cal that is
nd i

\; oNthe ft)Dse?/en 0 5
@zz&?fo‘v: 'Ca@%fﬁzfe@&%u;

the group conprising a direct bond, CH, CH2-CH2 and
CO and Gis aradical as defined in any of the

Whererenty first to the thirty-second enbodi nent of the

first aspect. In an enbodi nent, which is preferably a
second enbodi nent of the second aspect, which is
paref eirthe lfgmallatsdﬁﬂh\é) toee@O¥ ) wirectly binendf orG4atom number 2 in formula

|rrent t he .second aspect, .t as
f{IBm? Sm O the TesResE l,as@ﬁ%@ﬁ'{?&?%?’éﬂmm y
athird enbodlnent of the second aspect, which is
preferably a further enbodi nent of the second

emtyozfthefﬂnmdaSt(P@(%)ewdﬁ@(Ié@ pendependentty apsbindividieadly substituted with
er ei n ar d cal .sel d fr
Nk oﬁ]ér?o%?%ﬁ%%lm? the oﬁ’%l} € r?lglr%eélit :greﬁgr%tﬁg gaén&’erﬁneg in the fifth

ca&nbatimentg rﬁbﬂ&gp&eér@mye&k defmedt e tm Qiidh mdsmwg a@fl even more
aziridine, azetidin and azetidin-2-one; (b) a

sprefanahly asid efineddg the %&mthﬁmbﬁ@mrqnhg sel ected fromthe
group conprising pyrrolidine, pyrrolidin-2-one,
pyrrolidin-2-thione, pyrrolidin-2,5-dione,

In an iefibddiamdnit,0ivhich- e ereferdbilyl az folurtgi sevéhth leintbodiment, which is preferably a
OvaO|IdIn 2-ope, oxazolidin-2-th
furtheg ¢bodimeny; of the gws,y-f?w%zragp@rrwnw#*ﬁ? g‘lffé aspect,

R, is a radical selected from the group comprising formulas (XXX) to (XXXIV)
RisRis R R21 R23 R4
N~ 0
H H
(XXX) (XXXI) (XXXII) (XXXIII) (XXXIV),
whereby

any of the formulas (XXX){(XXXIV) is directly bound to C-atom number 2 in formula
(II) at the ring N-atom; and

Ris, Ris, Ri7, Risg, Rig, Rag , R21, R22, Ry3 and Ry are each radicals and are individually
and independently selected from the group comprising hydrogen, halogen,
C1-Céalkyl, C3-Cécycloalkyl, substituted C3-Cé6cycloalkyl, phenyl, substituted
phenyl, benzyl, and substituted benzyl.



oxazol i di ne- 2-t hi one, 3H oxazol - 2-one,
|, 3-di hydr o-i m dazol - 2-one, |, 3-di hydro-pyrrol -2-one,
WO 2@ag8oki di n- 3- one, pyrazolidin-3-one, PCT/EP2007/000832

i m dazol i di ne-2, 4-di one, i A8dazolidin-4-one,

i m dazol i di ne-4, 5-di one,

2,3-di hydro-[1I, 3, 4] oxadi azol e, i sothi azol i di n-3-o0one,

i sot hi azol -3-one, 4,5-dihydro-I1H[I,2,3]triazole,
Ina se?cix’ﬁiz ﬁg@%’tﬁlﬁg %dg‘lzégl'i'}lglé’eﬁgu?g the Ireos)%xllt gventlog is solved by a compound having
formu]as(é@ﬁX‘&I),oNhld]n mepreferdbly |a(ﬁ<rsdenb<(chl)leat of llllelsbmndd':lspect and optionally a

furthel S AERS OOt e P B9, SRHESHE ekl e ifeenth and twentieth
emboc{laaeﬁd&x&@ﬁfsaasp%mone [ 1, 3] t hi azi nan- 2- one,
, 3] oxazi nane- 2-t hi one,
tetrahydro pyri m di ne-2-thione, piperidine, _~
pi peri di ne-2-o0 th? %5?352 hi one, Q
pi peri di ne-2, Qﬁglon e, piperazine}2-one,
plpenaz+qE~éyw i one, piperazin-35S-diggne,
pi perazin- 2, G-Eh\ 1, 2] t hi aZi nane- 1, T oxi
[ 1,2, 6]t hi adi azi(th MpJgitcM Ke,
tetrahydro pyri dazin-3-one, [ 1,2,4]triazinan- Sche [
1, 2, 5] oxadi azi nan- 6- one, ydro | H pyrazin one,
mof hol i ne, thi onof ho|ine(7éogw
1,4,5,6-tetrahydro-pyrimdine,
5, 6-di hydr o- 3H pyri m di n- 4-one, and
[Whe@eiB] t ri azi nane-2, 4, 6-trione; and(d) a 7-nenbered
nitrogen containing ring selected fromthe group
conpri sing azepane, azepan-2-on, azepan-2, 7-dion,
[ | A#] di 8 29Rd04 sélcoted ifINE theldro @Wﬁxe&yﬁp?h@ﬁi@ and thiophene;
[I 4] di azepane- 2, 7-di one, | ] oxazepan- 2- one,
, 3]t hi azepan-2-one, and [I, 3]d|azepan 2- one, mhereby

siae‘;’,‘&% ke hehlot ol dhuFbRE iy baL KR C0AREan
Ra , WHSEky Ra is defined as in the first enbodlnent,

preferably in the second enbodi nent and even nore
preferably in the third enbodi nent of the first

agpectis anfldical and independently and individually selected from the group

comprising C, CR* and N;

M,, M, M3, Q;, €, and Q; are each a radical and independently and individually selected
from the group comprising CR’R®, CR?, C, O, N, NR? CO, S, SO and SO,
whereby

any of R* and R® is as defined in the first embodiment, preferably as
defined in the second embodiment and more preferably as defined in the

third embodiment of the first aspect;

P, Q, S, t, u and v are an integer independently and individually selected from 0, 1, 2 or 3,

whereby the resulting ring is a 3- to 7-membered ring;



A is connected to the phenyl ring at the or a ring

N-atom I n an enbodi nent, which is preferably a fourth
Wepivosssent of the second aspect, which is preP@r/aP1097/600832

further enbodi nent of the Bhird enbodi nent of the

second aspect Qis selected fron1the group conpri sing

adlrect bo H-COa NHSO is selected fromthe
g qﬂ% \Yﬁh’ﬁr ﬁ@l eéeig‘f)f ﬁ%nneﬁg’:prt& ‘ﬁ&l”ﬁ tJormu la (XXXV) may be either

pyrrol élﬂ?l@ o Sifble b%&a?‘?ﬁly\hééd"ﬂgat @3& combination of bonds results in a

oxazol 1drn-2-one, isoxa I di n- 3-one
4, 5- di taditab thatt is mhﬁxmcﬂlhf stdbls- ati topdr (b@m;bdfbt@ﬁlc and is an nonaromatic
2, 3]tr|ﬁgole [ 1, 3] oxazi nan-2-one, piperidine,
plperlﬂ’ &52-one, piperidine-2, 6-di one, piperazine,
pi per azi ne-2-one, piperazin-2, 5 di one,
1,4,5,6-tetrahydro-pyrimdine, piperazin-2,6-dione,
nRz phadiaedicalz andafined aeszeb@nt)szh toitles @wmeygﬂh embodiment of
connech g Lo QQE phenyl ring at the or a ring N-atom
and ri IR SR Chr e i ndi vidual |y and i ndependently
substltuted with O, 1 or 2 substituents Ra; Zis
sel ected fromthe group conprising a direct bond, CH2
akd Cas pﬁa@ﬁaléﬁl@@@g #xom the\grpuhcqmaprising @Ha OMe and OFt:h
enbodi nent of the second aspect, which is preferably a
further enbodi nent of the fourth enbodi nent of the
SEconds aslpaed frotmthe gesupaiodnthrisas d difetubend, XHKYCH,)CH, and CO; and
(XXXVI'11). In an enbodi nent, which is preferably a
si xth enbodi nent of the second aspect, which is
PGET eriahl Mdiall 4Y detfkd § bR t\&%‘lﬂﬁ LR 1 {hter}glrﬂl-second embodiment
enbodi ment ? the second aspect e compoun
f or mul af thed®esk 29pecdXXI X), wherein R is a radical
selected fromthe groups defined in any of the
thirty-seventh, thirtynineth, fourtieth and
In an %@gbgehaeiﬁcﬁlﬁgh qg’%?é*bﬁgﬁx a QbcddCerhbdditne RSO fe: second aspect, which is
preferably a further %mbodlment of the first embodiment of the second aspect,

the compound has formula (XXXVI)

/CQF)T('Qz‘)u—('QsQ
G—-—Z—U\ /N /Rz
(Mg tM2ig{M3)s 7
Rs
0]
(XXXVI).

In an embodiment, which is preferably a third embodiment of the second aspect, which is

preferably a further embodiment of the second embodiment of the second aspect,

the compound has formula (XXXVII)



the thirty-seventh enbodi nent; and Gis a radica

sel ected fromthe group conprising pyridin-2-ylam no,
Wakbo7Mssdar ol - 2-yl am no, 4, 5-di hydro-| PCT/EP2007/000832

H i m dazol - 2- yl am no, 35

l,4,5, 6-tetrahydro-pyrimdin-2-ylam no,

4,5-di hydro-3 pyrro}\ 2-yl am no,

3456tetra?d&o/py dige 2>

1H benzoi m dazol -2-yl anijno,

5, 6-di hydro-1Hpyrim d|

1, 5-di hydro-i m dazol - :

4- et hyl pyri di n-2-yl am no, -rrethy pyrl di

4- et hoxypyri di n- 2-yl am no, and

4-f | uoropyridin-2-ylam nogplﬁgyip enbodi ient, which is

preferably a seventh enbo Jof the second aspect,
whi
e

- 2-yl am no,

ich is preferably a further enbodinment of the fifth
bpent of the second aspect, the conpound has
formula (XL) wherein Ris a radical selected fromthe
groups defined in any of the thirty-seventh,

thirtyni ne ourtieth and fourty:second embodi nment ,
phef er‘é@lrﬁt‘s’f’?ﬂ seletedl ffom wegémeqmrgm. ment of the
first {; r e
gr oup @Zr%g?l s?lﬁgdlilgélbgrezal {1121?,? é)?ﬁnﬁﬁé €Gngd 'RfEfelCfrom the group
1, 8] naphtchysistdigpf2azjtiding,, a&;:t%dm-andtazeaidym}ﬂ@nﬁel
, 8] napht hyri di ne-7-yl, | Hpyrrol o[ 2, 3-b] pyridin-2-yl,
1H-pyrro| o[ 2, 3-b] pyri di n-6-yl,
)za' §-1ﬁb%’ﬂ§k'i‘é/djhﬁr Eh Q}éﬁﬂafﬂuﬂ? Fihg 2eRLiY rfr6H1 qh& 'g?csu\ﬂ comprising
,3, hexahydro i m dazo 2-a] pyrimdin-7-yl
17,8 tpefnp!;ﬁlynd,r o-pyrrolding}-bnez- apjp\ycrh -dithioney | pyrrolldm-2 5-dione,

: g’ Z ’é‘ﬁlp% é;ﬁ :j%zg[az %’[jﬁag]l@ﬁ)?r%%hgﬁyl ' oxazolidin-2-one,
d

CDU'IO?O?I\J

, 6,7, to&hidfd&‘rﬂﬂﬂhﬂoﬁb dazo[ | , i@bRLIRAk,N- 2- Y| ,thiazolidin-2-thione,
Him dazo[ 4,5 ]grldln 53y
oxazolidine-2-thione H-oxazol-2-one, 1,3-dihydro-imidazol-2-one,

worhorors

1,3-dihydro-pyrrol-2-one, isoxazolidin-3-one, pyrazolidin-3-one,
imidazolidine-2,4-dione, imidazolidin-4-one, imidazolidine-4,5-dione,
2,3-dihydro-[1,3,4]Joxadiazole, isothiazolidin-3-one, isothiazol-3-one,
4,5-dihydro-1H-[1,2,3]triazole, 4,5-dihydro-1H-imidazole,
[1,2,5]thiadiazolidine-1,1-dioxide, and isothiazolidine-1,1-dioxide;

(c) a 6-membered nitrogen containing ring selected from the group comprising
tetrahydro-pyrimidin-2-one,  [1,3]oxazinan-2-one,  [1,3]thiazinan-2-one,
[1,3]oxazinane-2-thione, tetrahydro-pyrimidine-2-thione, piperidine,

piperidine-2-one, piperidine-2-thione, piperidine-2,6-dione, piperazine,

piperazine-2-one, piperazine-2-thione, piperazin-2,5-dione,
piperazin-2,6-dione, [1,2]thiazinane-1,1-dioxide,
[1,2,6]thiadiazinane-1,1-dioxide, tetrahydro-pyridazin-3-one,
[1,2,4]triazinan-3-one, [1,2,5]oxadiazinan-6-one,
3,4-dihydro-1H-pyrazin-2-one, morpholine, thiomorpholine,

1,4,5,6-tetrahydro-pyrimidine, 5,6-dihydro-3H-pyrimidin-4-one, and
[1,3,5]triazinane-2,4,6-trione; and



| H pyrazol o[ 3, 4-b] pyri di n-6-yl,
2, 3-di hydro-I Himdazo[ |, 2-a]imdazol -6-yl,
WQ2@7/8840ytr o- 1H- pyrrol o[ 2, 3 -b] pyri di ne-6-yl, PCT/EP2007/000832
2- met hyl am nopyri di n- 6-yl, 34- net hyl am not hi azol - 2-yl,
2-met hyl am no- 1H pyrrol -5-yl,
2-nmet hyl am no-| Hi m dazol -5-yl and
4- et hyl am no- | H i m dazol - 2-yl . I n an enbodi nent, which
| s prefpaanenierdd iffoBer mglnf@“ﬁngfselk&%d%ﬁﬂ'iﬁe group comprising
aspect, "which is preferably a further enbodi nent Of
the fiftlazepabedi maaepant2-phe s@zcmd 2%deny,, li,4]diazepane-2,5-dione,

direct b R | ted f th ,
et § ned LhTifeBinelpa ot IR 20 ip0S s U BRezepan-2-one,
enbodi et 3]tRiagégahabbie, laﬁd[hs]di&uﬁdryzi)hét h to

fourty- seventh enmbodi ment, and nore preferably the
fourty-fifth and fourty- sevent h embodi ment of the

first as ; ' radi cal as defined in the

thirtiet @%‘r%’ggﬁﬂaenﬁt&g?ﬂoh@ first aspect. In an

enbodi nent, which is preferably a nineth enbodi nent of

the second aspect, which is preferably a further

enbodi nent BRE A08IS 6 rl’él‘llf"é‘f%ﬁﬂ and indegpndently subwiuted with 0, 1 or 2
aspect, thegg ha ); e

R s ara d| c Qﬁ’tgg% fh Evelf‘ fgbgu (%#l@iﬂédmaé in HfReHif Tmbodiment,
t hi rty- sevepeferailhiinttiie rsea:midhembmmmbneaﬂid elaumiors grefechbly in the
and fourty-fifth t four vent h enbodi ment of the

first aspec@‘rd§ﬂﬂ’°%‘m%m ﬁ‘&f%‘aﬁ”%i@’é’ted fromthe

groups defined in any of the twenty-sixth,

twentynineth, thirtieth and thirty-second enbodi nent,

pref er abl y A secanhécted tot the phtndirimg at thefor alvimgfNagim

aspect. In an enbodi nent, which is preferably a tenth

enbodi nrent of the second aspect, which is preferably a

In an EmbbHigient WRICH T8 Prefefablyn @ tt)ems teﬁlHéHHﬂéﬂt Bithe csfecdrfaeaspect which is

second aspect,t he conmpound has formula (XLI1) wherein
preferably g fisrthes ambadiment efthe tied ¢mbediment ofithesecond aspect,
thirty-seventh, thirty-nineth, fourtieth, fourtysecond

Q is selected from the group comprising a direct bond, NH-CO and NHSO»;

A is selected from the group comprising azetidine, pyrrolidin, pyrrolidin-2-one,
imidazolidin-2-one, oxazolidin-2-one, isoxazolidin-3-one,
4,5-dihydro-1H-imidazole, 4,5-dihydro-1H-[1,2,3]triazole, [1,3]Joxazinan-2-one,
piperidine, piperidine-2-one, piperidine-2,6-dione, piperazine, piperazine-2-one,
piperazin-2,5-dione, 1,4,5,6-tetrahydro-pyrimidine, piperazin-2,6-dione,

morpholine, azepane and azepan-2-on,

whereby

A is connected to the phenyl ring at the or a ring N-atom and

ring atoms are individually and independently substituted with 0, 1 or 2

substituents R

Z is selected from the group comprising a direct bond, CH; and CO;



and fourty-fifth to fourty seventh enbodi nent of the

first

aspect; and Gis a radical selected fromthe

wQ@e@apssodefi ned in any of the twenty-sixth, PCT/EP2007/000832
twentynineth, thirtieth and7thirty-second enbodi nent,
preferably the thirtieth enbodi mrent of the first

aspect .

I n an enbodi nent, which is preferably an

el event h enbodi ment of the second aspect, which is
preferably a further enbodi nent of the fourth

enbodi

ment of the second aspect, the conpound has

In an feorbodinaent Xiwhidh) is( pefarably avfigtheembédimiest af theliseandasspect, which is

preferd i v POt B B oW BB R o5 b SehH reour ¢

sevent

h enbodi nent of the first aspect; and Gis a

radi cal selected fromthe groups defined in any of the
the gpampaundihes formulee@XXVAREY h, thirtieth and
thirty-second enbodi nent, preferably the thirtieth

enbodi

ment of the first aspect.ln an enbodi ment, which

is preferably a t\/\@LZ odi rent of the second
aspect, which is pref e|rabgy a furth enbodi ment of
the fourth enbodi nent corgl dspect, the
conpound has formul a (XL|V?EQEE%SLQ\R is a radica
sel ected fromthe groups defi GQfs

thirty-seventh, thirty-ni ourtleth
fourty-second and fourty- to t he fourty sevent h
enbodi nent of the first aspect and Gis a radica

sel. ect
Inan

e"gﬁ ;{’Vﬁlmht M@&ﬁ#‘tﬂitaﬂ g"l;(m ggﬁpb@lfr}a?ngﬁgfthe second aspect, which is

preferzﬁeﬂg%ﬁ%l&@ CRDEIRRENE Bf 1R Tfth dhdemem of thd\&cbid Adpe&tl h

odi
whi ch

ment of the first aspect. In an enbodi nent,
is preferably a thirteenth enbodi nent of the

SR RERR Sl KBV R ermbooi ment of “the: second

aspect,

G/\G /Rj\io

wherein

R;

is a radical selected from the groups defined in any of the thirty-seventh, thirty-
nineth, fourtieth and fourty-second embodiment of the first aspect, preferably in
the thirty-seventh embodiment; and

is a radical selected from the group comprising pyridin-2-ylamino,

1H-imidazol-2-ylamino, 4,5-dihydro-1H-imidazol-2-ylamino,
1,4,5,6-tetrahydro-pyrimidin-2-ylamino, 4,5-dihydro-3H-pyrrol-2-ylamino,
3,4,5,6-tetrahydro-pyridin-2-ylamino, 1H-benzoimidazol-2-ylamino,

5,6-dihydro-1H-pyrimidin-4-one-2-ylamino,
1,5-dihydro-imidazol-4-one-2-ylamino, 4-methylpyridin-2-ylamino,



the conpound has forrmula (XLV) whereinR2 is a radica
as defined in any of the thirty-seventh,

W@ biorogsomi net h, fourtieth, fourtysecond and  PCT/EP2007/000832
fourty-fifth to fourty sevédth enbodi nent of the first
aspect; and Gis a radical selected fromthe groups

defined in any. af the twenty-sixth, twentynineth, .
thirti gﬂﬁﬂaﬂayrfﬁpﬁ aWADBNd enbolIMRMXYPRHSN-%BMNg. he and
thirtigio ﬁthﬂEthBLoyhe first aspect. The probl em

under | yi ng e preSent I1nvention is solved in a third
aspect by a conpound having formula (XLVI), which is

referably i.rst e dinent .of the third aspect  h and c .
In an BiyBpiiatlich if BrRcFRRNobAFHEH cBPOTen) PF 4 SRRt AlPect, which is
preferf£o1¢ b $EHING ehibddinidnt beBRIUITH dnbddimkRestithe S&5ebRdhspRBEL  Of
the first aspect, wherein Qis selected fromthe group
conprising a direct bond, NHCO CO NH and NHSQ2; R is
a radjcal. as de{{ned in any of the thirty-seventh,
the cofigp{ifd i thEee kL]

rtieth, fourtysecond and
fourty-fifth to theG y seventh,gnbodinent of the
first aspect; Ais a EadWCaI sel ectgd fromthe group
conprising 4,5-di hydro 7O
1- met hyl - 4, 5-di hydro- 1Hi m{daz
4, 5-di hydro-thiazole, 3,4-dimy
5, 6- di hydro-4H[1 , 3] oxazi n&L),
5, 6-di hydro-4H-[1I, 3] thi azi ne,
Z,ﬁ@4,5-tetrahydro-pyridine, and
1WAEERYI - 1, 4, 5, 6-t et rahydr o- pyri mi di ne; wherebyA is
connected to the phenyl ring via the inine CGatomin
position 2 of the heterocycles represented by A, and
eBeh ana radigabseledtes] fromgthatgoerpsatedinedian anyl of ktheythitydseventh, thirty-

| ndep erﬂggtﬂ,t h}{lrt?el{g Sa%h tflélltu%gsggogg e%ibo%lin?ernt,zprgﬁ:réblymrel rtl?eb ﬁlirty-seventh

embodiment of the first aspect; and

G is a radical selected from the group comprising
1,2,3,4-tetrahydro-[1,8]naphthyridin-2-yl,
1,2,3,4-tetrahydro-[1,8]naphthyridine-7-yl, 1H-pyrrolo[2,3-b]pyridin-2-yl,

1H-pyrrolo[2,3-b]pyridin-6-yl,
1,3,4,6,7,8-hexahydro-2H-pyrimido[1,2-a]pyrimidin-2-yl,
2,3,5,6,7,8-hexahydro-imidazo[ 1,2-a]pyrimidin-7-yl,
5,6,7,8-tetrahydro-imidazo[1,2-a]pyrimidin-7-yl,
5,6,7,8-tetrahydro-imidazo[1,2-a]pyrimidin-2-yl,
4,5,6,7-tetrahydro-3H-imidazo[4,5-b]pyidin-2yl,
5,6,7,8-tetrahydro-imidazo[1,2-a]pyrimidin-2-yl, 3H-imidazo[4,5-b]pyridin-5-yl,
1H-pyrazolo[3,4-b]pyridin-6-yl, 2,3-dihydro-1H-imidazo[1,2-a]imidazol-6-yl,
2,3-dihydro-1H-pyrrolo[2,3-b]pyridine-6-yl, 2-methylaminopyridin-6-yl,
4-methylaminothiazol-2-yl, 2-methylamino-1H-pyrrol-5-yl,
2-methylamino-1H-imidazol-5-yl and 4-methylamino-1H-imidazol-2-yl.



Ra is as defined in the first to the third enbodi nent,
preferably as defined in the second enbodi nent and
woreeog/ogsoef er ably as defined in the third enbodPeERP2001/000832

the first aspect; Z is seléted fromthe group

conprising a direct bond, CO CHand CH-CH; and Gis

a radical selected fr t he, group efined .in the L
In an FW@H%W’PF’ ek gs pregerahf ﬂﬁ@gﬁhﬁmsﬁ’fiﬂ@&f‘%ﬂ theggecppqh aspect, which is

. el . . : Iy a

mt&”égggnﬁ en%o Pﬁ%ﬁ?@gg the thir 1g§%gg??é§%?@ﬁ&ﬁga?

preferably a further enbodi nent of the first

enbodi.ren f tge third aspect, the conpound has

£Qr mul 8 2AEEARPdE X Vi 1), wherein Qis a direct bond,

NHCO or NHSC2; Z is selected fromthe group conprising

a direct bond, CO and CH2; and Gis a radical selected

fRom tike rgdisalpslegted; fram thehgrenps défineddn apge of thesfourtyr-fourth to fourty-

twentynineth ,thirtieth.a thirty-se nbodi nent , .

or of ey BPGR EEoR R b bt G R FRRG VR embodiment,
aspectandnmefe preResbl fouttyi-fifth iafid Fo@teEsahth énbddifént of the first
enbodi ment of the third aspect, which is preferably a

f urt heaspestb®i nent of the first enbodi ment of the
third aspect, the compound has formula (XLVIII)
(XLVI'11), wherein Qis a direct bond, NHCO or NHSQ2; Z
i 6§ selisatradicdlras defihel igrthethitiethmisidiget ofithieefifst Axpoct,
CO and CH2; and Gis a radical selected fromthe
groups defined in any of the twenty-sixth,

' . t-hi Lt d i - ' T
In an Bﬁ@?g%ﬂ;&%?ﬁg 1? Ir%itelﬁag)phﬁgqn%%g | Jrrrﬁeer?tdﬁﬁ&ﬂn& HEDRELIE Wpect, which is
preferably a further embodiment of the fourth embodiment of the second aspect,

the compound has formula (XLI)

wherein

R, is a radical as defined in any of the thirty-seventh, thirty-nineth, fourtieth, fourty-

second and fourty-fifth to fourty seventh embodiment of the first aspect; and

G is a radical selected from the groups defined in any of the twenty-sixth, twenty-
nineth, thirtieth and thirty-second embodiment, preferably the thirtieth

embodiment of the first aspect.

In an embodiment, which is preferably a tenth embodiment of the second aspect, which is

preferably a further embodiment of the fourth embodiment of the second aspect,



The probl em underlying the present invention is sol ved
in a fourth aspect by a conpound havi ng fornul a
W@ 200v038041 whi ch is preferably a first enbodi mepcT/BP200T1€00832
fourth aspect and optional 4 a further enbodi nent of
the first aspect, preferably excluding the nineth to
el event h enbodi nents, (XLVIX), wherein e is any
integer of O 1, 2 or 3;Qis a direct bond, NHCO or
Egﬁ%g j fi1¢al as defined in any of the

thecmy |rty9%i§ﬁ§H?ﬁ?§gH rty-nineth, fourtieth, fourtysecond
and fourty-fifth to fourty seventh enbodinent; Ris a
radi cal selected from group conprising OH Ow and
CEt; and Gis a radical d @r t he groups
defined in any of the twent xt t went yni net h,
thirtieth and thirty-second €nbodi neAR; preferably the
thirtieth enbodi nent of th?XEh5St aspect. In an
enbodi ment of the first to'thefourth aspect the
conpound is selected formthe group consisting of
coppound (5):
VA4 ((pyri di n- 2-yl ani no) et hyl ) pi peri di n-
1-yl)phenyl)-2-(2,4,6- trinmethyl benzam do) propanoi c
acid conpound (8):
3R{ 4- (i a(radicateasdefiped irdany of the Anrtispventvythirpi-paethdfourtieth, fourty-
:-1;:?/1‘.1) gsgﬁsg%i#éizféu&%‘f&(hqz)%w éer\]fgllltg%&zb%mnqggt RE AR a?spect; and
3-(4-(3-((pyridin-2-ylam no) net hyl )azetidin-I|-yl)pheny
Ié-Z-(2,4,6; trinethﬁlbenzanidokPropanoic acid .
cenmpousd 1@1}@)11; selected from the groups defined in any of the twenty-sixth, twenty-

f;)l( f‘ai{rﬁ@&&,f" S - B T 5y e cbh@MeRRLARALY] | pefdifly PXfe  thirtieth
y| } phesiybodirderftdf4heéfiist aspetthy| - benzoyl ani no) pr opi oni ¢

acid conpound (18):

3-{4-[4-(4,5-Di hydro-1H i m dazol - 2-yl car banoyl ) pi peri d

In an éfibodiméhd W gferably an eleventh embodiment of th t, which i
n an o P Tkl el embiment o e secgnd gspec, which i

preferabdy d further embodiment of the fourth embodiment of the second aspect,

the compound has formula (XLIII)

(XLIID),

wherein

R, is a radical as defined in any of the thirty-seventh, thirty-nineth, fourtieth, fourty-
second and fourty-fifth to the fourty seventh embodiment of the first aspect; and

G is a radical selected from the groups defined in any of the twenty-sixth, twenty-
nineth, thirtieth and thirty-second embodiment, preferably the thirtieth

embodiment of the first aspect.



conpound (20):
3-(4-(4-((l H benzo[d]i m dazol - 2-yl am no) net hyl ) pi peri d
WO peo7/0gdo¥phenyl ) - 2-(2, 4, 6-tri nmet hyl benzam do) PCOPR290T/@00832
acid conpound (23): 3-(4-(41(5,6,7,8-tetrahydro-
, 8-napht hyri di n-2-yl ) pi peridin-I-yl)phenyl)-
2-(2,4,6-trimethyl benzam do) propanoi ¢ aci d conpound
(27):
In an %nB&&meﬁI thcl?){é: bRitesBIyes AVORRYINbRIMBR] oS3tk ! setdndPadpedt, which is

8-t et rahydro-

prefer@l)sqt fatier Rpbpdimenpof/the dowth¢hbodimentdifithelsegbhdaspsconi ¢
acid conpound (29):
2- (1- met hyl cycl ohexanecar boxam do) - 3- (

the corhpédrd(Has Gorfula DELTVANYdr o- 1, 8-
napht hyri di n- 2- yI)propanoyI)plperldln 4-yl) propanoi c
aci dconmpound (31):
2- (1- et hyl cycl ohexanecat baxam do) - 3- (4-(3- ((pyridin-2
-yl ani no) net hyl ) a@et iYdi n¥ 1-yl ) phenyl ) propanoi ¢ aci d

conpound (32): N .R;
2- (2, 2-di met hyl but anam do) - -(43((pyridin-2-
yl am no) net hyl ) pi peri di n- 1- (ﬁgropanoic acid

compound (33):
2- (pi col i nam do) - 3- (4- (4- (@YM)di n- 2- yl ani no) net hyl ) pi
peridin- 1- yl)phenyl)propanoic acid conmpound (34):
2- (1 -oxo-2-azaspiro[3.4]octan-2-yl)-3-(4-(4-((pyridin-
2whettiami no) met hyl ) pi peri di n- 1-yl) phenyl) propanoic
acid conpound (35): 2-(lI
- met hyl cycl ohexanecar boxani do) - 3- (4- (4- ((pyri di n- 2-
am I Q l;
y[kzaCI ggz:dg@n%ﬂoaﬁln%flé%ég ﬂ'b%}y %E QRS detimed i Qﬁ@ﬁﬂh}-@é\%‘ﬁﬁp thrty nineth,
- et hyfbuieth; fewgrscand and fowit)-fith ¢d te3foufty\sevetitihebodiment of the
yl am met hyl ) pyrrolidin- 1-yl)phenyl)propanoic acid
conpoﬂﬁ%t B?%ﬁ%%
2-(2-ethyl - 2- net hyl but anam do) - 3- (4- (4- ((pyridin-2-
yl am no) met hyl ) pi peri din- 1-yl)phenyl)propanoic acid
(,@rrpouﬁ@l r@@lgyl selected from the groups defined in any of the twenty-sixth, twenty-

2-(1-0x0 [k n- 2 rd di n- 2- no
et hyl )n net eth _an )%@néﬁc?éc? o%ﬁ%dl ené, dp%%eﬁ%%% éhe thirtieth
(39): embodlment of the ﬁrst aspect.
2-(2-oxoindolin-l-yl)-3-(4-(4-((pyridin-2-ylam no)meth
yl ) pi peridin-lyl) phenyl)propanoic acid

In an embodiment, which is preferably a thirteenth embodiment of the second aspect, which is

preferably a further embodiment of the fourth embodiment of the second aspect,

the compound has formula (XLV)

wherein



conpound (40):
2- (2-net hyl benzam do) - 3- (4- (4- ((pyridi n-2-yl am no) net h
wa@ kdoplogseri di n- 1- yl) phenyl) propanoi c aci d conPGUEB2007/000832
(41): 42
2- (2-ethyl - 6-met hyl benzam do) - 3- (4- (3- ((pyridin-2-
zll&?rg]o S(ﬁ))arpg g%llla)s%ze 1&113 Ennz_mylt_)iy tlh)e Qﬁ}ﬁ?ysle%e%?,p r1]'t(§'|-r(1:ine?t(l:1! fdourtieth, fourty-
2- (2- ngtdhd aiﬂg%fw-@fﬁh%)fo s”e'véﬁtl&(rﬁ%ﬁirﬂérg of 1l A %9&&3 and
et hyl ) pi peridi nl-" yl')phenyl”) propanoi ¢ acid conpoun
(43):

i(:}§/|45 égé%ﬁgcglgée?ycligdy Friogli tr}]xé Zg}gdp%rge%%%ﬁrg gl\{}l’ )oP it}%etrvxi'e(rjlityrléixth, twenty-
((32 2- 2-RAAARP! thtidiht] A athirty-YécbRA ORABIUNEE] Upre RISy NGhe  thirtieth

2- (| - cebadlimentanfitheofist &jpaetnan- 2- y1 ) - 3- (4- (4- ((pyri di n-
2- yl am no) net hyl ) pi peridin- 1-yl)phenyl) propanoic
acid compound (45): 2-(I

The proBiesir vndR AR th&preseht ideatior isyWolved ih 4 tHifdt 4spB¥t Yy Eorgpound
yl am no) net hyl ) pi peridin- 1-yl)phenyl)propanoic acid
conmpound (46):

. - di i 70l e-4- car boxani o) - 3= (4 (Au( ( RYLi
ha(gi‘lné 3@“‘3’1"’2@ I%i}he% fép rggerr:ila? e ﬁ?gpy%%dgﬁé? éﬁg{ﬁaﬁ%{dc%p ect and
opticnallyc® finehen enibbdliment of the first aspect excluding the thirteenth to eighteenth

2- (1- nmet hyl cycl ohexanecar boxam do) - 3- (4- (4- ((pyridin-2
embo%qngﬁap,t AbedIshASRSStperi di n- 1-yl ) phenyl ) propanoi c
aci dconpound (48):
2-(3,3-diethyl-2-oxopyrrolidin-l-yl)-3-(4-(4-((pyridin
- 2- ylanino)n%thél Rer i dizne _1-yl ) phepyfiz) pr opanoi c
) Q

acid conpound (4
do) - 3-[(4- (5-((pyridin-2
R

2- (1- nmet hyl cycl ohexanecs
- 3

yl am no) net hyl ) -5, 6- di hydro<4H-1| | -2-yl) phenyl)
propanoi ¢ acid conmpound (50):
2- (1- net hyl cycl ohexanecar boxam do) - 3- (4
i di n-2- yl am no) net hyl ) pyr@dlVQj n- |

-yl ) phenyl ) propanoi ¢ aci d conpound (51):

2- (4- cyanobenzam do) - 3

-VASTEWL ((pyri di n- 2-yl ami no) met hyl ) pi peridin- 1-

yl ) phenyl ) propanoi ¢ acid conmpound (52):

3-{4-[4-(4, 5-di hydro-| Hi m dazol - 2-yl car banoyl ) pi perid

i@Q-1 -iyldepeiotady fipm 2Zhq (@roup comprising a direct bond, NH-CO, CO-NH and
1-netq¥h88%plohexanecarbonyl)-anino]propionic acid

- oXxaz

2- 0X0-4- ((pyr

R, is a radical as defined in any of the thirty-seventh, thirty-nineth, fourtieth, fourty-
second and fourty-fifth to the fourty seventh embodiment of the first aspect;

A is a radical selected from the group comprising  4,5-dihydro-oxazole,
1-methyl-4,5-dihydro-1H-imidazole, 4,5-dihydro-thiazole,
3,4-dihydro-2H-pyrrole, 5,6-dihydro-4H-[1,3]oxazine,
5,6-dihydro-4H-[1,3]thiazine, 2,3,4,5-tetrahydro-pyridine, and

1-methyl-1,4,5,6-tetrahydro-pyrimidine;

whereby



compound (53):
3-(4-(4-((4-nmethyl pyridin-2-ylam no) net hyl) pi peridin-
waz2eo7pgdoenyl ) - 2- ( 1- oxoi soi ndol i n- 2-yl ) pr opaneCYER2H0T000832

conmpound (54): 43

3-(4-(4-((4- nethylpyridin 2- ylanino)nethyl)piperidin-

1-yl) phenyl - oxoi ndol i n- I-yI .pr.opanoi ¢ acid

conpound { a%)ls C@neatee%b&s Pherylfiftgr 6 disminofratoman position 2 of the

1 l)-3- t hyl di n-
1H§/I glp?ﬁenyl( E)érrgp?icglég?fgﬁrg%:%ﬁte%- gn%g%]r?;())ge ybpiperidin

2- (3- 0x0- 3, 4-di hydr oi soqui nol i n-2(1 H)- yI) 3-(4-(4-((py

ridin-2- Ia nmet h eridin-
1-yl ) ph enzlfﬁaﬁ o‘ﬁzgn y%t) ﬁa&p 6'('}ﬁ'p6t8m§ P@?}ndlwdually and independently
2-(2- 0X0- 3, dhbglilited A0 TRY (2H) 1) - 3- (4-(4- ((pyri d
i n-2- ylam no) et hyl ) pi peri di n- 1-yl) phenyl) propanoi c
acid conpound (58):
2-(2, 6- dlnetg%lbenzan1do) 3-(4-(4-((pyridin-2-yl am no)
nethyl)plpe - yl)phenyl ) propanoi c acid conpound
(59): R? is as defined in the first to the third embodiment, preferably as
3-(4-(4-((pyridi n 2- Xl am no) et hyl ) -4, 5-di hydrooxazol
2-yl) phenyl ) -2- & & thej sepend eipbedimentiandomepsaprsfezably as defined
acid conpound (
2-(2-ethyl -6- neSﬁ)d?eogﬁrgaemb on-lesp-t £gh(:[1rft(a5 ?clt’dl n-2-ylam
i no) met hyl ) -4, 5- d|hydrooxazol-2-y|)pheny|)propan0|c
aci d conpound gﬁ%: . .
3 (4- (185¢legtse framnthe gyaupRorpisieR/disest bens, G4, f:H2 and CH,-CHy; and
1-yl)phenyl)-2-(2,4,6- trinethyl benzam do) propanoi c
acid conpound (62):
25(2- @ fwtadﬁ:—ahmtlhydebeﬁ'amrthelcg&e@s(dbf(xﬁd (iopdre itdienty2first to the thirty-
Zl()%nono) et hg{bgdo%&rltool Prst aspect) phenyl ) propanoi ¢ acid
2- (2, 4-di met hyl ni coti nam do) - 3- (4-(4-((pyridin-2-
yl am no) net hyl ) pi peri di n- 1-yl) phenyl) propanoi c acid
In an @m’opdimnjxt(whgi:h is preferably a second embodiment of the third aspect, which is

Prefera%l)gfi)ﬁ&ﬁg épl)bnglrr(e}ﬁi BY thle Helk Fipbafii A3k IR )dgiep:te ridin-

oxo 2-azaspi ro[ 3. 5] nonan- 2-yl ) propanoi ¢ aci dconmpound
(65
the comp%md(m(fmn%%wﬁwi di n- 2-yl ami no) met hyl ) pi peri di n-
1-yl)phenyl)-2-( 1-_z
oxo-2-azaspiro[4.4?ndﬁ§ﬁ?
(0]

-yl) propanoi c acid

COR;
(XLVID),
wherein
Q is a direct bond, NHCO or NHSO»;
Z is selected from the group comprising a direct bond, CO and CH;; and

G is a radical selected from the groups defined in any of the twenty-sixth, twenty-
nineth, thirtieth and thirty-second embodiment, preferably the thirtieth

embodiment of the first aspect.



conmpound ( 66):
2- (1 - oxo-2-azaspiro[4.5]decan-2-yl)-3-(4-(4-((pyridin-
wWQ@200yj0g80#no) met hyl ) pi peridin-1 -yl )phenyl) pr ope¢ER2007/000832
acid conpound (67): 44
2- (6-0xo0-7-azaspiro[4.5]decan-7-yl)-3-(4-(4-((pyridin-
2- yl am no) net hyl ) pi peridi n- 1-yl) phenyl) propanoic
aci d conpound (68):
| - y n P . .
In mzexﬁlgod‘?xii} mwﬁg%ﬂ 49 ﬁ)‘i’?t)@ amé{ :3 d#}%{a Eﬂ%@%eny 4%1% gﬂﬁg% O:IYSEJE& which is
preferatdy d fmnﬂtqn@mbdd(rﬁ@l) of the first embodiment of the third aspect,
2- (5-ethyl -3-nmet hyl i soxazol e- 4- car boxani do) - 3- (4- (4- ((
pyri din-2- ylam no)methyl) pi peridin-
the coﬂapuha@l%whﬁlﬂa EV‘PIIﬁ acid conpound (70):
4- di met hyl't hi ophiene- 3- car boxamni do) - 3- (4- (4- ((pyri
d|n 2- ylan1no)netby¥ Rridin- 1-yl)phenyl ) propanoic
acid compound (7 1) : |
2-(1- net hyl cycl ohexanec@ boyado)a?( 4- (4- ((4- met hyl p
yr|d|n 2- ylam no)nethyl)-2 gpyrkol i din-
1-yl ) phenyl ) propanoi ¢ aci d conpound R : 3-{
| -[2-(6-Ethyl am no- pyrldqugvyh)-acetyl]plperldln 4-yl
}-2-(2-ethyl-6- methyl -benzoyl afmi no) propi oni ¢ acid
conpound (73):
3- &&e 2-5,6,7,8-Tetrahydro-[I, 8] napht hyri di n-2-yl - acet
jw prperidin-4-yl]-
2-(2, 4, 6- trlnethyl benzoylanino)propionic acid
conpound (74) (3 , 3-diethyl-2-oxopyrrolidin-
1Qy1) - laa(d4wet4b0(rlé4NH§CP19r Wﬁ » n- 2-
yl am no) net hyl ) pi peri di n- 1-yl) phenyl) propanoi c acid
conpound (75): 2-(lI
- et hyik egledted évanthe grdupampizingd difect Bord, €O ¢ Hpydnidd
i n-2- yl am no) net hyl ) pi peri di n- 1-yl) phenyl) propanoi c
acid conpound (76):
Z?éfr falk yléoxiaglcgl’ SO mBERGDE MFEnBPYn 3nd bf te Rvelitylsilth, twenty-
1, 8] naphethy r thaitiath? - giid athistty-s9qong e reibiodindeny) | prefgpatdyi ¢he  thirtieth

acid co nd (77):
2- (4- A '%S’u %t hyl - 6- met hyl benzami do) - 3- (4- (3- ((pyri di
n-2- ylam no) net hyl )azetidin- 1-yl)phenyl) propanoic
acid conmpound (78):
The prpblem vadeHying\th¢ piessrd irxeatipn jsel\¢d)in 3 fourth aspe¢tbymepnpound
, 4,5, 6-
having formula (XLVIX), which is pref¢rab1y a first embodiment of the fourth aspect and

optionally a further embodiment of the first aspect, preferably excluding the nineth to eleventh

/Rz
COR;

(XLVIX),

embodiments,

wherein

€ is any integer of 0, 1, 2 or 3;



tetrahydropyri m di n-2-yl am no) nmet hyl ) pi peri di n-
1-yl) phenyl ) propanoi c acid conpound (79):
w@2¢o¢lossoet hyl - cycl ohexanecar bonyl ) - am no] - 3- { 4AP¢HEP1007000832
5, 6-tetrahydropyrimdin- 45
2- ylcarbanDyI)piperidin | -yl'] phenyl } propi onic acid
conpound (80
R(4- (I&a(dﬂrﬁcmﬁyNWQ 8f NB2Q2: ani no) net hyl ) pi peri di n-
1-yl)phenyl)-2-( 1- oxo-3, 4-di hydroi soqui nolin-2(
1H) -yl ) propanoi ¢ acid conpound (81):
3R{ 4- (id-a(redicatetsidefipyd irdamy GF the ahli'rtms):vmttlwhl)rm piaethdfourtieth, fourty-

-yl ) phen -3,4-di h i nolin-2(

1 R b SR s B AR
3-(4-(4-((4-nmethyl pyridin-2-yl am no) net hyl ) pi peri di n-
1-yl)phenyl)-2-(2- oxo-3, 4-di hydroqui nol i n-

1R2H) -iy hypdicg) aelstted dwimdithe gnpupromprdd)g OH, OMe and OEt; and
2- (2- oxo- 3- phenyl pyrrolidin-
1-yl)-3-(4-(4-((pyridin-2- ylam no)nethyl) pi peridin-
1gyl ) pbenmbichr sietidd fromcihe (gi Qiefided &fhny of the twenty-51xth twenty-
2- (2- et hyl - 6- et hyl benzam do) - 3-

( ((pyridin-
yl am rignethy hipirfisthy eandyi ?hlrt&sgqopéh@m(hoﬁpnwannreierdm the thirtieth

conpo
2-(2- rr%'??]@ qu%‘the rﬁ%%s g‘r:]tam do) - 3- (4-(4- ((pyridin-2-
yl am no) net hyl ) pi peridin- 1-yl)phenyl)propanoic acid

conpound@&86):
In an egohogiment of e firgt to-the fquathiasBsdtet hyl ) - 5, 6- di hydr o- 4H- |
, 3- oxazi n- 2-
yl ) phenyl)-2-(2, 4, 6-trimethyl benzam do) propanoi c acid
the compomelindele@&éd form the group consisting of
2- (2-ethyl - 6- net hyl benzam do) - 3- (4- (5- ((pyridi n-2-yl am
i no) met hyl ) -5, 6- di hydro-4H
azin ]
Comp vl - Bt Ft By ol Ao GRER I B2 2.4.6-

trlmetlwlbqrizamdu)pmpmw¢ aggrrolidin- 1-yl)phenyl)propanoic
aci

comp}ig S5 ny - A RO R LR 2 e s iy phenyD-2-

(246yﬁ1ﬁempm)eﬂﬁ&1hub)))mgaﬁ6ic%m 1-yl) phenyl ) propanoi c acid
nmpound (90) : 4-fluoro-2 di met hyl benzam do) -

compagd (L (( py M@ @yriginadry o herIeyhyspidina yhpheny) 2-(2.4.6-

c acid conpound (91) :
‘“me@]%‘%é’)zg‘?ﬁ{%‘ﬁg u%?‘gae met hyl benzami do) - 3- (4- (4- ((pyri d
compaund 216): 3-(4-{4-[(4-methyl-pyridin-2-ylamino)methyl]-2-oxo-pyrrolidin-1-

yl}phenyl)-2-(2,4,6-trimethyl-benzoylamino)propionic acid

compound (18): 3-{4-[4-(4,5-Dihydro-1H-imidazol-2-ylcarbamoyl)piperidin-1-yl]phenyl } -
2-(2-ethyl-4-fluoro-6-methyl-benzoylamino)propionic acid

compound (20): 3-(4-(4-((1H-benzo[d]imidazol-2-ylamino)methyl)piperidin-1-yl)phenyl)-
2-(2,4,6-trimethylbenzamido)propanoic acid

compound (23): 3-(4-(4-(5,6,7,8-tetrahydro-1,8-naphthyridin-2-yl)piperidin-1-yl)phenyl)-
2-(2,4,6-trimethylbenzamido)propanoic acid

compound (27): 2-[(1-methyl-cyclohexanecarbonyl)-amino]-3-[1-(2-5,6,7,8-tetrahydro-
[1,8]naphthyridin-2-yl-acetyl)piperidin-4-yl]propionic acid

compound (29): 2-(1-methylcyclohexanecarboxamido)-3-(1-(3-(5,6,7,8-tetrahydro-1,8-
naphthyridin-2-yl)propanoyl)piperidin-4-yl)propanoic acid



yl am no) net hyl ) - 4, 5- di hydr ooxazol - 2-yl ) phenyl ) propano
c acid conpound (92):

wWQ@2{02/0880ly | - 4- f | uor o- 6- net hyl benzam do) - 3- (4- (BET/EP2007/6D0832
in-2- ylam no)nethyl)pyrrokédi n- 1-yl)phenyl)propanoic
acid conpound (93):

compo%hé ?3 ]éﬁ e E13(/|4§ r(g-tn?e\ﬁiﬁg}tcll&lexanec&b%)rpmg%)oﬁ 3 )(Epﬁle in- I n-
ylam1ﬂ6319e€ay9§z"é$lﬂixf- plyfhpRdipRdiradoiélat Ry opanoi ¢ aci d conmpound

compo@n4432()4 ((42@e@mgwlmtw@0)s§ﬂ%6&@ywh)qau peri di n-|

yiamiiofpb@O BRI AaR; L TR DA BEREE e oouna (o5

o4nd (33X 0- 2- 2{Fieplinido 3 MS*—Q@? idmy2-Ytadriid)nieth dridith-1-
comp -2|-( ?I am no) met rl1yl )lp?ﬁr;e-qul in r1l yl )%J,her:y%ro}géﬁri:%lrc

yl)phemclomro ( 96)

compatigh B4} 1Y) 5461 99-%‘%55@%42%%9%9%%%éﬁ-ﬁgyré@p; i,
ylammb)mkthpf)piwhmrppaﬂmngl)pmpdn@eaaaund (97):

é 4- (4, 5-di hydro-1 H i m dazol - 2dylcarbarmyl)cfoi|g2)erid
compqug |(3 1 pheznﬂTnethylcyclohexanecarboxaml 0)-3-(4-(4-((pyridin-

ytamis )l S BRIz I NF AT B RiIPbART © 2ct d
compa@nd B3+ di et 2y insobyleydl chotanmaiboxanidsdB-@-BAGtykidit-By T i d

iy AT Wb, 1 e ) 0pel

compo;ahh Sm)daz ol 2-%2 3éhﬁ@-‘2t}ﬁ&ﬁ¥ibleéh%fdo I30c4- éo«é JrRiE! Qy| }-

et hyl - 6- et hyl - benzoyl am no) pr opi c acid
ylamnmompthul’)mpéd(ﬁml -yl)phenyl)propanoic acid

compoalpé%}é?t hyl - 5’([T%§<Q%om &Z 1?—5] ?)O% (4? (5 l((pg' dl(n5 -ylanimo)methy&lﬂ}l peridin-1-

yl)pheﬁﬂmbpéf{oﬁ@é&dZ yl) pr opanoyl ) p| perl di n-4-yl ) propanoi c
ci d compound (101): éﬂﬁ 6, 7, 8-tetrahydro-
compommé (Gfapht hy21(2horiomdyln) ér}d}: byt X@ypdwwmno)methyl)plperldm-1-

yl)phe}{)él rgﬁa(ngn icg%t ri met hyl benzani do) pr opanoi ¢ acid
compo’ﬁnﬂ 44(1)4 ( ( p?—'(z@@hﬁbmdw)md‘ya(ﬁ)&i@@-l?.i-)dhlﬁmo)methyl)piperidin-l-

phenyl)-2-(2,4
Yl)PhePY1¥RFBPWF%%¢ ohexanecar boxani do) propanoi ¢ aci d
d (1
comp R of o 52 SURY PR UbR RO LG @Y (i g
ylamixiobmethymmdne)-ryb)phgdy))@chianducmcndl yl ) phenyl ) pr opanoi c
[ 104):. . . - . T
compo3El 4355 ( ( 4 RECHOHFPHRATAR) kY Fiondy Y B lpipericin-
1-yl)pHenyh)pRIpaRvL heid-

compound (43): 3-(4-(4-((4-methylpyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)-2-(1-
oxo0-2-azaspiro[3.4]octan-2-yl)propanoic acid

compound (44): 2-(1-ox0-2-azaspiro[3.5]nonan-2-yl)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (45): 2-(1-ox0-2-azaspiro[4.4]nonan-2-yl)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (46): 2-(3,5-dimethylisoxazole-4-carboxamido)-3-(4-(4-((pyridin-2-

ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid
compound (47): 2-(1-methylcyclohexanecarboxamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid



(1- et hyl cycl ohexaneca tboxani do) propanoi c aci d
conpound (105): 2-(2-oxo- 1',3 '-dihydrospiro
WO awepssdiene-3 |, 2' -indene] -1-yl)-3-(4-(4-((pyrPdi/AP2007/000832
2-yl am no) net hyl ) pi peri di n471-yl ) phenyl ) propanoi ¢ acid
conmpound (106):
compo(%péz | uor o%%ﬁ‘)g dd etgel- -okggyr}%o%rglrtlj ?2yl)3:3 %4 (5 %(p(y?ldl6n-2- 8-te

ro-|
ylamirg)zipgﬁl?gbf gtlﬂlélzli %iaé&n%ﬁwbal%@i%” di n-4-yl) propanoi c
compaand 249t hy| - 2-(1 imeshylc ol ohetxhydcathonamid o3 (de(S-(@pyridin-2-

tamingh e St St P65 7y RhsRY RIORENeIS 9 opi oni o

compo%ﬁti SS(BOWPOUB lfxﬂé?l%)lc% clohexanecarboxamido)-3-(4-(2-oxo0-4-((pyridin-2-
ano- 2, 6- di met'hyl benzam do) - 3

)’Iammoomemz)pzrp?hdlmlnyl)pheyylapmnm@(hg,| ) pi peri di n-
compalnd (3000 SRR D) S LR P ina Y g ety pericin- -

yl)pheﬁTlgpropanmc acid
o) met hyl) 5-di hydr goxazol - 2-yl ) phenyl ) pr opanoi
compqgmgé.’?'?d con‘p%‘dﬂc{“((“ 151@;1y ro-1H-imidazol-2-ylcarbamoyl)piperidin-1-yl]phenyl} -

0)-3-(4-(3-((pyridi
2-d- rﬁetgflT g(%%ﬁ%e%m% 1?pyr r(g&o%%}ﬁ@ ‘§| ) phenyl ) pr opanoi c
compoamd ¢ Honmpouddd-(4-{llnethylpyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)-2-(1-
(4- met hyl, yr| di n- 2-yl am no) net hyl ) pi peri di n-
°x°1501n P;(ﬂ‘l )’a@“(%c‘ oxo- 3- phenyl pyrrol i di n-

compelnf 34 0020 (8 cnE TR L b mety gy 2 -
oxoinddliet I-plipyrdpanoi¢ acid

compoge& wg%gﬁ%&g 3%% d1hy8r01%qzlgloﬁ Z(PH) yl)- 3y24] (%-(?Syn
ylamm%)rhémwﬁwhdﬁ ﬁ&ﬁ%l{eh aﬂdlbﬁaaam do) 3-(4-(3-((pyri d

am no | din- 1-yl)phenyl) propanoic
compoalgd 656)Jorrpou2nﬂ -pxq 154‘) dlhydr01soqumolm-2(1H) yl)-3-(4-(4-((pyridin-2-

tamisdyiy il G bbAaTe- Db D BloRadoid hGT no) methyl) - 2- oxopyrro
compoythd PSBNY| ) - 2+(2-3xé-364-HihlydRighinoli6N1721)- g9 3PMoEANpyridiat d

npound
ylamm)rpzthgk)wypn@nnzeymhmhemy agd( 4- (4- ((4- net hyl pyri di

compoil{xé F%%{‘I:nmy P?—S?rg:)d;%%l?h Hé%ﬁ)ﬂ%? dhg ?(pi’lilg n-2-ylamino)methyl)piperidin-

1-yh)plenfDpropapsio pyid- 6- met hyl benzami do) - 3- (4 (4-((pyridin-2-
comp%lg%gém(&t J{-{z'l,-);ﬁ'((%%'dﬁ'-f ylam1Xo))nPet le pﬁgg)lmczoﬁg y%phenyl) 2-
(2,4,6-%:%&@1%@%51@5%%&1;\5}1&%r&é@m do) - 3- (4- (4 ((4-met hyl pyri di

n_ -

compound (60): 2-(2-ethyl-6-methylbenzamido)-3-(4-(4-((pyridin-2-ylamino)methyl)-4,5-
dihydrooxazol-2-yl)phenyl)propanoic acid

compound (61): 3-(4-(3-((pyridin-2-ylamino)methyl)pyrrolidin-1-yl)phenyl)-2-(2,4,6-
trimethylbenzamido)propanoic acid

compound (62): 2-(2-ethyl-6-methylbenzamido)-3-(4-(3-((pyridin-2-
ylamino)methyl)pyrrolidin-1-yl)phenyl)propanoic acid

compound (63): 2-(2,4-dimethylnicotinamido)-3-(4-(4-((pyridin-2-

ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid
compound (64): 3-(4-(4-((4-methylpyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)-2-(1-

0x0-2-azaspiro[3.5]nonan-2-yl)propanoic acid



yl am no) net hyl ) pi peri di n- 1-yl)phenyl) propanoi c acid
conpound ( 118):
wWQ2{o4/088pan0- 2- et hyl - 6- net hyl - benzoyl am no) - 3- [ PCT/EP2007/000832
-(2-5,6,7,8-tetrahydro- [ 48
1, 8] napht hyri di n-2-yl -acetyl ) pi peridi n-4-yl] propionic
mpou 9) : - . .
i (L (E1 . A E S AR ———Y

0x0-24 'aE#LgerM PRS2 -y1) § ongrrl%c acid

cIohexa oxam do) pr opanoi ¢ acid conpound
compc(\mﬁ(®6) 2- (22€(1H09(b-?4a2fabplm[é Sedmnﬂyyl)}éf(éf(m@y)nd& -2-

A At

ylamind) el hbiR st L e B At (20 -

comp&mﬁ%éﬁt hyl - 4- (81d9@r73aﬁ3 [hﬂ]&&ﬁi—ﬂfﬂlfig)(4:i4f(&5y€ﬂu{ ppyrid
Iamno)methl) 6- di hy

yla:mm)@etkw pipgriding]- ybnémw)pmmp@n@mi aci d compound (122):

comp(tuéxér?m%lt 2y|2 ﬂi;fz- %—ﬁ%(%r}ﬁ 4336&/ am dﬁ)}) § (Q 13 ((gpyrl)&m- -

ylam1ﬂo)ﬁ1|eﬁli?bﬁi5tidhpﬂ?@ Reyl)p26p a@homnpund ( 123) ,
t hyl net hyl t hi o) benzani do) - (4 (4 &ﬁépl di n
compm@d (9Pami noPrietetply pms@w 1gxazole-Ay¢ar éffx yridin-2-

ylam“?bﬁ?%hwm’%aﬁ‘é %@ pyry })gfoﬁ-aﬂmflaglr% no) net hyl ) pi peri di n-

compdhnyll(m)henyl )2-(24)€d1ﬁ1etlglhthtc@hm§-maﬂbckﬁmdg) (3 4- ()4 ((pyridin-2-
] undecan yl ) propanoi ¢ acj d conmpoun 125
ylm@)mth(y(ﬁp@eud@xbyBpheryl)erqp@pwaﬁyldr opyri ni di n- 2- yl ani no)

{)) pi pe | 22-
comp(ﬁﬁﬁlz? p)hen | ? Il %Emylc%cl?l}c'ix#net %qoggrr?édé) -3- d%l)%l ((g% zSllhe(‘ghylpyrldm 2

ylamum)mdthyDFﬂ&ome}'r(ohﬂi}ﬁ) =yl)phenyl)propanoic acid
compo%fgx&é?@t hyl - { -[2-( %l ﬁgglzammo-pz'rlcﬁn ylS acét§'f]1p1per1d1n-4-yl} 2-(2-ethyl-6-

methy‘ Séx{z@?béﬁ{n%) Fdplorit Beid- Y| am no) net hyl ) pi perl di n-
propanoi ¢ acid conpound (127)

comp@ni YRt by - & lnde 7ty do Sinaphirseidin-2iy} 406y Bpipeidin-4-y1]

hydr,opyr.i .car banpyl ) p| peridin- 1-yljphenyl
2R S g st 4355
compduﬁd[(m)( 1,4, 51(§BTcﬁém9h2-@&6p)ﬁ-leidlﬁ-¢lyﬂ) 2-(3l(sagbastiylpypidpe2-

ylamu}O-)lzlﬁ(th)RlPGrlfi’fnrW&)HWRYB@HW@?‘PI&@F%) pr opi oni ¢ aci d
compogﬁgg?%zd ( g ég?) éneth\élc%l%lhe%x% carbo a?]jdr?l) p3e 4- ﬁ %@-methylpyridin-z-
ylamirdo)miedhyhpipgtidin21- Qlapﬁcr@l)ﬁropanmc a01d

compound (et Y SX G e B A S BiaB 0] $2.3% 918 tetranydro-
[1,8]naphthyridin-2-yl-acetyl)piperidin-4-yl]propionic acid
compound (77): 2-(4-cyano-2-ethyl-6-methylbenzamido)-3-(4-(3-((pyridin-2-

ylamino)methyl)azetidin-1-yl)phenyl)propanoic acid

compound (78): 2-(1-methylcyclohexanecarboxamido)-3-(4-(4-((4-oxo-1,4,5,6-
tetrahydropyrimidin-2-ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (79): 2-[(1-methyl-cyclohexanecarbonyl)-amino]-3-{4-[4-(1,4,5,6-tetrahydro-
pyrimidin-2-ylcarbamoyl)piperidin-1-yl]phenyl} propionic acid

compound (80): 3-(4-(4-((4-methylpyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)-2-(1-
0x0-3,4-dihydroisoquinolin-2(1H)-yl)propanoic acid

compound (81): 3-(4-(4-((4-methylpyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)-2-(3-
0x0-3,4-dihydroisoquinolin-2(1H)-yl)propanoic acid



conpound (130):

2-(4-chl or o- 2- et hyl - 6- nethylbenzan1do) 3-(4-(4-((pyrid
WO pe02/088pkami no) et hyl ) - PCT/EP2007/000832

-dihydrooxazol-z-yl)ph nylybropan0|c aci d conpound

(131): 2-(4-chloro-2, 6-di net hyl benzam do) -3

i di hyl
compopid ot St é’gééo%ﬂﬁgygl%bm%%é%ﬁ%pﬁ%ﬁyl)plpendm- 1-yD)phenyl)-2-(2-

d 3-(4-(3- d
oxo- 33 ({ll%y&g#lg{rln&h% %W' pﬁpé/gﬁr ol1 gpnzarln ylog phegyl )(pr (()é)g%(r): c
comp(amd(ﬂ&brrpouna (2 <b&8)3-phenylpyrrolidin-1-yl)-3-(4-(4-((pyridin-2-
ylamué))tﬁé@?lbab/)lapgmr gnghenyl)prt fgx(lng%&zdam do)-3-(1-(3-(5,6,7,
compdiﬁagsl)yr i di p- é@—eﬂ%ﬁ-@ﬁﬁ%?%hﬁ&hﬁ@f -3 Qia-4¢pyhiliRepanoi ¢

aci oun
ylmnllgl)mﬁ)é’mp(p@ndmel shplsnyl)giapanoiglagidi no) et hyl ) pi peri di n-

henyl
compp 45T RGeS Aspheu i apaEmIO S L ARY T r op
ylamnai)mbﬁlygpi rlamnp9gplehr(y1)§ﬁ9pan&c @did- oxo- 1, 3-di hydrospiro

[ ndene-2, 3 yrrolidine]

compquad($4)di n- 233(ﬁ?§§n(ﬁ}y;1dﬁr%yl%pggmqﬂ@yl}rg élhydro 4H-1,3-0xazin-2-
d (136)
yDp he%y%l%l i‘}gﬁ%ﬁ%@@? ﬁ’?)ﬁ‘%‘gﬁﬁgﬁ’ﬁ@?a&gﬁg&?@dog 3- (4 (5-((pyridi

compdﬂma(87) 2- (2 ethyl 6-methylbenzamido)-3-(4-(5-((pyridin-2-ylamino)methyl)-5,6-
0) nmet hg 6-di hydr o-4H 1|, 3-oxazi n- 2-yl ) phenyl)
dlhydrsr%ééowzab ¥ )ebwémmpamwyl

compo%n@lf' yano 3 (Q'é 16%5%@41&%%1& -a-?ﬁ%Z-%i&-ﬁi«gyr%r?Qé' ((

pyrl 0) et pyrroli
ylamuib)xyﬂeﬂlpl)pytyd)l)cpnd pd iphienyyeroparoaepadind ( 138) :

compend (85 am ey et BF B AR Koy rar P B EBanel ¢
ylamuﬁﬁﬂn@h?ﬁ?ﬁ@ﬂ&'ﬂ I }ggﬁentyl)pro anoic acid

ro-2,6 hyl enzamdo) 3-(I-(3-(5,6,7,8-te
compqundl@,(br o- | 2~(4 -fluoro-2,6-dimethylbenzamido)-3-(4-(4-((pyridin-2-

ylmi@?@g&gﬁh@g{}ﬂlng(ﬁé*fén%gpowlgigia@ﬁri di n- 4-yl ) propanoi c

comp&?ﬁgﬂ?hl or gz-gz-@tﬁym =ffudiBlshinbthp BeALia8)- 593 (B((pyrild#=2. 6
etra

ylamu@)@fﬁhﬁbfﬂ firylrhyémx[zquf?- -yorhepyhpropanrdielpeid4- y| | pr opi oni c

onmpou
compiiy S50 Chyi 292 S eoraiSrppbulbenamidy S 2 (rpding
ylamidor)mét-hyl)pyrrohdm— -yl)phenyl)propanoic acid

| t 5- di hyd henyl
Compo)é/mg@ﬁoége np 1%&4 ?Cfﬂytlvhy pyridin->- %/?ammo metgyl)epqgerm 15hph Ienyl) 2-(1-

0X0-2- %z:{sﬂlré‘[qei(]&{écag ﬁyl%rﬁﬁ&mgémgﬁag )ering]t g;l) : gl oeri din-

compoing (9Phenyl 31ﬁ4-ﬁ13—(1(r4€methatpyddln- -ylamino)methyl)piperidin-1-yl)phenyl)-2-(6-
oxo-7-azaspiro[4.5]decan-7-yl)propanoic acid

compound (95): 2-(1-ox0-2-azaspiro[5.5]Jundecan-2-yl)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (96): 2-(1-methylcyclohexanecarboxamido)-3-(4-(4-(5,6,7,8-tetrahydro-1,8-
naphthyridin-2-yl)piperidin-1-yl)phenyl)propanoic acid

compound (97): 3-{4-[4-(4,5-dihydro-1H-imidazol-2-ylcarbamoyl)piperidin-1-yl]phenyl } -
2-(2,4,6-trimethyl-benzoylamino)propionic acid

compound (98): 2-(3,5-diethylisoxazole-4-carboxamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid



conpound (143):
2-(4-acetyl - 2-et hyl - 6- net hyl benzam do) -3-(4-(3-((pyrid
WO 20024088pk M no) met hyl ) pyrrol i di n- 1-yl) phenyl ) peDpP2007/000832
aci d conpound (144): 50
2- (4- car banoyl - 2, 6-di net hyl - benzoyl am no) - 3

compophg (9 Hheny| ?aﬁﬁa?@rﬁyfe Tyars | ByAsmle S icsshamoypiperidin- 1-yllphenyl)-
2-(2-e§.ar|(§r§éiﬁﬂ%e%z C}azox}o‘?pﬂasfom’é adagnzoyl ani no) - 3-{4-[4-(4,5

compcﬁmslI(l:Qﬂr)gaerII;I!)N(}l-pﬂpéﬁi-mwlylbeyidn]nﬁe)q&'-l(}-|Q3-()$;6ﬁl;ﬂ-tetmhydfo 1,8-
napht}%?igglog%% Oﬁg@?m%%ﬂéﬂﬁ@%@m@%%i‘t 4- ((4- met hoxypyrid
compd;igldgiow agnu gg) I(?Z%ﬂ?) | Sty EHolT, 8-haptth PHERY-YIRp8 PRI )piperidin-4-
yD-2-@ %@rtr(mn;gflbemmmmpandlﬂmcw- y| ani no) net hyl ) pi peri di n-
compo{,ygﬁ é @éﬁ%h?ﬁ c@ ((iXéyndm- ammg'%ne*%ﬁﬁqugérg 1)1 qrﬁ?p%&%l'lg 2-(2,4,6-

trlmet%zléyfd&iﬁﬁgﬁkcarbﬁkﬁ‘rﬁdo%rﬁpiﬂwé &g@zam do) - 3-(1-(3-(5,6,7,8
etra ro

compqvaéiﬁl%)f i di A4-chlorer2pshyldymepiyhenzamidol3 W @rpyaidin-e-

ylamugﬁltngthgﬁg}) & ly})imnyl}po%?eaﬁ(z)grﬁccflo) 3-(4-(4-((pyridin-2-

ompqdnag‘l(lm) met zs(hél(g(gnemledioﬂyp)&rmxh -2phanino)mehpppipeidin-1-yl)phenyl)-2-
| dconpoun
(l-me@ykczc@k%mc%rquléo)em@flwy|a5'éinzam do) - 3- (4- (4- ((4- net
d -
compHURIBHE, . B3 Xha% SN e tagRt S hadlR o) 3-o-h ot

2-ylaniingMndthyd)piperiziin-4 o) phpyy)fieparbivydcidnzam do) - 3

compophi (et 31 SpRsP - BRI ¢ 14y .67 Setrahydro-1 8-
3-(4-(4-((4- et
naphth%'rl(igl ?—ty(i})ﬂl‘opﬁmf)}l a%&ﬁ%ﬁl%{)%??g?ﬂ(ﬂ?% (4-(4-((4-me
COInPOlmsl I()Q?r)enyl 24&2@&?1@4 Sueroi Gmethybdenmdylanssy)-3-[1-(2-5,6,7,8-tetrahydro-
[1, 8]nap}1(tl§'r{adz[l? 8?tgbp%en&m[?iyﬂzropl%%{]czg A am noj - 3-[1-(2-5,6
compo[uhdgi(mp ht hygmm@zﬂmﬁ@ﬁiywehmm) -Bi(a=(4<({PykidiRpi oni c
acl conmpount

ylml@)mthdhpwad@ bvhyﬁmwl)mmwg éfiflani do) - 3
I e s
ylamxrib—)x(nét-hgl)l-ébidtl@dﬁd&ﬁkol&mmb’bmpmld @c)ldS (4- (2-o0x0-4-(
compayh () (haner 7264 Gt ey bty fbenzamido)-3-(4-(3-((pyridin-2-
ylamino)methyl)pyrrolidin-1-yl)phenyl)propanoic acid

compound (111): 3-(4-(4-((4-methylpyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)-2-(2-
0x0-3-phenylpyrrolidin-1-yl)propanoic acid

compound (112): 2-(4-chloro-2,6-dimethyl-benzoylamino)-3-[1-(2-5,6,7,8-tetrahydro-
[1,8]naphthyridin-2-yl-acetyl)piperidin-4-yl]propionic acid

compound (113): 2-(4-acetyl-2-ethyl-6-methylbenzamido)-3-(4-(3-((pyridin-2-
ylamino)methyl)azetidin-1-yl)phenyl)propanoic acid

compound (114): 3-(4-(4-((4-methylpyridin-2-ylamino)methyl)-2-oxopyrrolidin-1-
yD)phenyl)-2-(2,4,6-trimethylbenzamido)propanoic acid

compound (115): 2-(2-ethyl-6-methylbenzamido)-3-(4-(4-((4-methylpyridin-2-
ylamino)methyl)-2-oxopyrrolidin-1-yl)phenyl)propanoic acid



conpound ( 156):

2- (4-chl oro- 2- et hyl - 6- met hyl benzam do) - 3- (4- (4- ((pyrid
WO pr02/088pkam no) met hyl ) pi perl d| n- 1-yl) phenyl ) pPGHEP2SDT000832

acid conpound (157):

2-(4- fluoro 2- et hyl - 6- (nethylthlo)benzan1do)-3

145558 SR BT S5 (.

yla:nin_%?xﬁgtél‘rﬁg)ﬁ%)%ndm“ ygﬁl%n%ﬁﬁipbﬂélbﬁaaam do) - 3- (4- (4- ((4-oxo
compauad ( BHYdr opP(2-ethyil-6-methytbenzea)ide) hyd-(pi @emetbiyipyridin-2-

Y‘a‘““?)‘%‘ﬁﬂ‘gbﬂﬁnﬁf\oggﬂlgé"%‘)ﬁ{g"l?%&}ﬁ?o%g‘ﬁlzjgs| é#sgo) 3-{4-[4- (I,

compo‘hna(ﬁl'g)et r apyalcoao-2 &tilil48=methyl-benzoylamino)-3-[1-(2-5,6,7,8-tetrahydro-
2-yl carbanoyl ) p1 peri di n-1-yl] phenyl } propionic aci d
[1,8]nenhtipaidint2 (vl @ogtyl)piperidin-4-yl]propionic aci

compoixngiﬁ fﬁeggﬁ} r(%t(%% 18¥- Bér@ofd]ﬁn%mfﬁmwjﬂe lﬂril)Bﬁ{eirig.nQI -yl)phenyl)-

2-(1- n@ﬂ@iéyc&iﬂkh}&ﬁ@ﬁ%ﬁﬂb)ﬁd@ﬂﬁr&a& pyrrolidine]l-r-yl)pro
anoi c acid cone‘g] ound (16

compdipel Hag ol 2- - AeDiED Hys B bR RN b3 (-4 @yridine2-

d
ytamiph PR BieSricin. £, AERAGDRRIIGLBER G 1 o)
companl4iTiyans- 2—(2-tett;y|1—46ﬂumb-i6yﬂnb$yﬂ:anzaﬂm)ie)33 (4-(5-((pyridin-2-
t.h di
ylaming ralﬁﬁﬁwayééﬂﬂ%g 3B ﬁ'gi?a'-laﬁ -HRhenyDRIOpRIn#id pr opanoi ¢
compcﬁlﬁﬁ‘élmnﬂpouﬁ-@&@lﬁ@h ﬂ@br&% fhéth §'(benzam1do) -3-(4-(2-0x0-4-((pyridin-2-

benzo[ d] I m dazol - 2-yl am no) et hyl') pi peridi n-
ylamnib)lylbt)hpl)pynydﬂ)dm-z-XII;;l‘enhlyproﬁanm foid benzami do) pr opanoi c

compSyi 31 £ aho- SR TIRI- e YA lberAIgS ) S A (@YTgR e 1
ylmnmd)mmwbrpeﬁdmyi APpRDYBEdpMhoiBagi@r i di n-

ropanoi ¢ aci d conpound (165):

compOZmM f‘hl or o% 44444 methylmymgdin-Bataneipp meth)pigeridin-1-ylphenyl)-2-(1-

oxo- 2%%:1*“0 54561}5%% %?Bgmr%g}c%%ﬁ)phenyl } propionic acid

compcﬁmﬂ‘[QDZﬂ)d ( 1843-(4-((4-0x0-1,4,5,6-tetrahydropyrimidin-2-ylamino)methyl)piperidin-
trifluoronethyl)benzan do)-3

1 Yl)th(fwl)(%(?(‘(‘6WIW§WIQ€M§‘P5WH8?W%%I§ pi peri di n-
enyl ) p5 QRANRLEAGIHE .ﬁih 1.4.5,6-

compo%lp%giegt?hyl -%J?netﬁﬁyl - 4???rbi ??%gr%wne {1 Z(be%xzoam 36% -3
tetrahydfepyriBnidint Z)ylandnm)&thglbmmrml)ﬂaﬂml))dhﬂbpmom acid

1- I enyl oun
compoyind 41Ef o7 0235 BRYR-Be fk Ry BURTATD o) 1 - 1145 Gtetrahydro-

pyrimid{mR2 81carimidl @[rpi-yl]pﬁenyl}proplomc acid

napht hyri di n- ) pr opanoy C{)I peridi n-4-yl)propanoic
compcalod 6128) 3-{4- [% (1,4,5, 6 Tetrahy ro-pyrimidin-2-ylcarbamoyl)piperidin-1-
yl]phenyl}-2-(2,4,6-trimethyl-benzoylamino)propionic acid
compound (129): 3-(4-(4-((pyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)-2-(2,2,6,6-
tetramethylcyclohexanecarboxamido)propanoic acid
compound (130): 2-(4-chloro-2-ethyl-6-methylbenzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)-4,5-dihydrooxazol-2-yl)phenyl)propanoic acid
compound (131): 2-(4-chloro-2,6-dimethylbenzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid
compound (132): 2-(4-chloro-2-ethyl-6-methylbenzamido)-3-(4-(3-((pyridin-2-
ylamino)methyl)pyrrolidin-1-yl)phenyl)propanoic acid




conpound (169):
2-(2-methyl-4-(trifluoronethyl)nicotinam do)-3

WO op70880¢1 pyri di n-2- yl am no) net hyl ) pi peri di n-PCT/EP2007/000832
1-yl ) phenyl ) propanoi ¢ aci d32onmpound (170):
2-(4- acetyl 2- et hyl - 6- met hyl benzam do) - 3- (4- (5- ((pyrid

| a hyl 5, 6-d -4H
compoying (b33 | - S-S BRArOVS iR HEP oL kbS8 6T tfsahydro-1 8-
3- (4- ( 2- 0x0- 4-
naphtfyrid- %??ﬁ’y‘*?&ﬁ?é’%%‘ﬁ%{‘?‘?}*h@ﬁ“é‘?ﬁ‘?ﬁ) (4- (2 oxo-d-(
compdiingd|(} Pheny| P HAdpdAomethytpydidoedndamidofmétByl)piperidin-1-yl)phenyl)-2-(2-

oxo- 123 i R o s Ry 2 R RS Ml 1) S o o

compcﬁﬁlﬁil@ﬁ”’F’OUQQZ'(dx@i 3- d1hydrosp1ro[mdene-2 3 -pyrrolldme] 1'-yl) 3-(4-(4-
car banoyl - 2- et enzoyl am no) -

((pyru{ml[ wlampgpbmathal)alpeyﬂ@nl-mbmmi)mqnap@p jiagidn-  1- yI j phenyl

compREFPIE C ITSVRGTERUA ARG henramidoliatay (ridin2-
ylammd)ﬂreﬂﬂd)ci Bédlihydllr@tlﬂ 1 sloacam@)mpﬁeylw)pﬂop@ﬁdl@l héid

henyl ) propanoi c acid c

compozméﬁg Ddi megHgicyanq-geet 1%@?%%quéﬁ)zéw)éﬂxﬁ%7bxs-4c(4pxr@n- 2-

d
s RN T Fra M ARIRBATL BaE 6 1)
compdm(4138yet ho2y(dayhmniethy2-6emeihyitichydniid o) 3-(d -4 pyridir-2-4 -
i n-2-.ylam no) net hyl ) pi peri di n-

Ylamil(fg)g’i%;hdﬂémfrl)iwrbpiBH’é?%’l)aE‘?P&n%lﬁﬁﬁ@und (177):

compcﬁmgztgf%ﬁ‘_ano 3-(&1cAMro-9; B B EAM E9)3-A-G45(6h7 8 (e hdro-1,8-
naphth}étd'imbw)pmnommper_icﬁnw)_al)pmp@mm&c@d ) pi per i di n-

compasinfl ey, SRERRPRO R SiBrr el Do RS L1142 5.6 tetrahydro-
[1,8]na tl'i_’yrﬁhﬁ-Qt)flaaGé’t?f)ﬁi%léﬁﬂiﬁ‘-ﬂ;yf]pro]plomc acid

car barioyl ) pi'péri di n henyl } propi onic acid
compq;mphﬁbéhlr)d ( 149¥-acetyl-2-ethyl- 6-methylbenzam1do)- -(4-(4-((pyridin-2-

Ylam“?)é’ethé{l) 74{ g%t ))éﬂ ?Og‘ﬁ%(gl yi[‘jf))heny lan benzayl ani no) - 3- [ 1 - (

compolma]énaz;ht hylzléﬂhaﬁet?l'-y lo= digRthyi bepizafidoy B N4 44)((dyRidapponi c

acl conpoun

ylaml@)mﬂwag&yndtzx levhpzlerwl)mmww@éﬁzow ani no) - 3-{4-[ 4- (4,
| |

compdfi U0 | PYEAERS LR e S AR PRORA D REI B Noyridin-

ylamn%)(nﬁthgi)byﬂrelﬂdﬁ-lluyiblﬂleﬁyh)]abbgaidnemdm do)-3-(4-(4-((4-nmet
compouné PAYA{)I d n2%4-carbamoyl 2,6-dimethyl-benzoylamino)-3-{4-[4-(pyridin-2-

ylaminomethyl)piperidin-1-yl]phenyl} propionic acid

compound (145): 2-(4-cyano-2-ethyl-6-methyl-benzoylamino)-3-{4-[4-(4,5-dihydro-1H-
imidazol-2-ylcarbamoyl)piperidin-1-yl]phenyl} propionic acid

compound (146): 2-(2-ethyl-6-methylbenzamido)-3-(4-(4-((4-methoxypyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (147): 3-(4-(4-((4-methoxypyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)-2-
(2,4,6-trimethylbenzamido)propanoic acid

compound (148): 2-(4-cyano-2-ethyl-6-methylbenzamido)-3-(1-(3-(5,6,7,8-tetrahydro-1,8-
naphthyridin-2-yl)propanoyl)piperidin-4-yl)propanoic acid

compound (149): 2-(2,6-dimethyl-4-nitrobenzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid



yl am no) net hyl ) pi peri di n- 1-yl)phenyl) propanoi c acid
conpound (182):

WQ2qo40880¢t yI - 2- et hyl - 6- nethylbenzan1do) 3- (| - (BET/BPBIT)00832
8-tetrahydro-1, 8-
napht hyri di n- 2. yl)propanoyl)plperldln 4-yl) propanoi c

compozm'@ Mo o222 %{h@wﬁ) o Orriibsnramide)-(4-44-(f-pethylpyridin-2-

y1MIJwﬁ19§‘ABR§Q {)‘xc?pyrﬁbhaﬂi n9d Bﬁédgy)lp}op%nag qer rol i di n-

1-yl propanoi € “aci ound (184):
compoRad 41 dixl or o2 24é1uh;d 2ﬁsqpmm-l6baqtiml’mn@)mao) -3-(4-(4-((pyridin-2-

vieming e bingrdie: CYORSP Dneaneang (1esy: © o

compotind ¢132):010- @(ﬁtﬂﬂh%@mﬂ@mﬁeﬁﬁm&oﬂﬁ4@4{4@4nmamygyridin-z-
yl am no) net hylzpl peridin ) phenyl ) propanoi ¢ aci
YIMIMWP@MBEIP@&%) -YDPKWBPWQC @ClﬂH- i mi dazol -

compQpd (1535) et A FHIEZRIY A e d5 bl BHIRURs 6 dpiraydro-

(1, 8]n£plﬂ€y&ﬁhr€—@%@-@dé’t§l)fn 813&1;1—42 gﬂmbionl‘d—acm dazol -
2, 6-di net hf/ benzam

compquné@ 5457 ot Byhr Pl <10 ST icp b et S R i

lamifFFRANLS.6 %ﬁﬁ@%f‘ﬂé Jorenghphepypmggmoicscid) 5 (4. (4

compoufid y35)di n- 2-(4-¢hiveo-Qexingidiylehylieazamiido)-3-(4-(2-oxo-4-((pyridin-2-
1-yl) phenyl) ropq [ cid conpound (189):

ylaming)mot )awolzrp 1Ry )%eaﬂgmpp@% 3¢¢- et hyl benzani do) - 3- (

compo‘lém&% Wi g' (P-cRlord L hy1%-H. }ﬁ%ﬁgﬁ%&?%% Sq%l-r@—((pyridin-}

pheny pr opanoi ¢ dcid
ylamuﬁy)mdthgl)pxpendm- hpt)pbdnybp(apanm;v kcidi 0) benzam do) - 3

om0 i AR LER AR R 1.

ylamm%jx(mgth?ggip@ﬁaﬁiyi ylﬁpl(éﬂg'BFRJpagoly hdigenzam do) - 3- (4- (4- ((py

compoung K} e | 7,02 S ot beineibHbetFNIdQBEd-(d-((d-0x0-1,4,5.6-
tetrahyd(ép%'(ﬁnr}lth?{ i) gﬁasn h}ﬂlﬁt%ylypgéer}ydu?? %)%Wenﬁ)propanow acid
compduﬁﬂ I(B.‘fwdf O P2ty 3= fﬁ:@tb-@%é&h}lpﬁérhyylhﬂmﬂﬁg ¢444-(1,4,5,6-tetrahydro-
nyl ) propanoi ¢ acid conpound (193):

yrlmléu\*a Y@HF %p mglin- b-yhleherl i nsepionigiasid no) - 3- {4- [ 4- (1,
compo?x{xg I( fGOh :L; ?ﬁ‘-}(g :(@gfs gﬁ?ﬂg?g&ngﬁl .y %E@%@gﬂlﬁﬁ{dlg 1%1)phenyl)-2-(2'-
oxo-1,2-dj 1y dbespinvfindare-213 tgyriolidine]-d Weljprpparivénaddi do) - 3
compound (165 (PY5) Sl 4-(1 Heimidazol-1-yl)-6-methylbenzamido)-3-(4-(3-((pyridin-2-
ylamino)methyl)azetidin-1-yl)phenyl)propanoic acid
compound (162): 2-(4-cyano-2-ethyl-6-methylbenzamido)-3-(4-(4-((4-methylpyridin-2-
ylamino)methyl)-2-oxopyrrolidin-1-yl)phenyl)propanoic acid
compound (163): 3-(4-(4-((1H-benzo[d]imidazol-2-ylamino)methyl)piperidin-1-yl)phenyl)-
2-(2-ethyl-6-methylbenzamido)propanoic acid
compound (164): 2-(4-cyano-2-ethyl-6-methylbenzamido)-3-(4-(4-((4-methylpyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid
compound (165): 2-(4-chloro-2-ethyl-6-methyl-benzoylamino)-3-{4-[4-(4,5-dihydro-1H-
imidazol-2-ylcarbamoyl)piperidin-1-yl]phenyl} propionic acid
compound (166): 2-(2-methyl-6-(trifluoromethyl)benzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid



yl am no) net hyl ) pi peri di n- 1-yl)phenyl) propanoi c acid
conpound (195):

WQ@2@02/0880l1y | - 6- net hyl -4- (trifl uoronet hyl ) benzanPG@BOEPBOT/E00832
-(4-((pyridin-2- ylam no)mé¢hyl) - 4,
5- di hydr ooxazol - 2-yl ) phenyl ) propanoi ¢ aci d conpound

compobing 16y | SRR oo i

lidi
e R &K AP Bl b (107)
compatind 41G8yano- 2-(étch§olre-8-eﬁﬂll=@;trbﬁwﬂmma:tnbdo)3-3 {(2-(B45 f6(#8-tetahydro-1,8-
2-
oS S rroe A IS ARBRSH Loe)
compozmagwgst hyl 2‘{2-Gﬁéth}tlL4lﬁhﬂ0’SxfoB@Md}}§d&ﬁHinﬁﬁ9) 3¢l &=-((PyridiR-2-
yri | am no)net hyl ) pi peri
ylamumyllet;hybpmngiprbpanhﬁrwl)ampdn@onprdund (199):

comppft (TG . 3 reil 2 TRE eV BEBRBIN -G hibi I

laminb)MkhphessldiBideganoi, g oRB2ifl-2C HPIGpro &Qﬁc acid
ylamirb) 4%22& I fgﬁaeth | - 6- met hylg?é{zéam do) - 4- (4

compqwéﬁwh)dl n- @-(43?1F>%tbﬂ %@}hﬂrﬁh}wtmbsmdw 3 @-- oxo-(4(((pyrldm 2-

ylamu@%lg%g pﬁg‘%‘&%ﬁfﬁg? ﬂé}fﬂ ﬁyl?ﬁgjgg %’%Inaf:)gérf@ g m()§ Io)l)b enzam do) - 3- (4

compougd{(12)yr i d24(4-Acetyl- mm)stmémylb):mmdom-m -(4-((pyridin-2-
1-yl) phenyl) propanoi c_aci d conpound (202):
ylamlr@m BpwsflﬁwkaI)B%ﬁwI)psapzn@cemﬁet hyl benzani do) - 3- ( 4- (

d I
S B T T e e e B R P P
ylamuiiohhefnlc;n)m;[)ei%dumlqa]phhn)a}mbpnmmt hyl ) pi peri di n
- en - . . . qe
compozmé ﬁz'g‘{;:hyI/ i(ﬁcmoo%nmlr{yI%@h&lg}m?sms%%-.%-(%réﬁpandm-2-

ylamixgb% [ 4??9%@33@1} llﬁe;%hpgfgb’ﬁ yI ) p| peridin- 1-

compoph{l Iﬁh‘ésayI } e2Iﬁ?fﬁ)dlmeéb'hﬂ’r(n&thmmbqu)é}bepmmab)a&i(é-(‘ﬂ%@pdridin-z-
t 205) .. .

ylamlrg)‘jTEXmg{)ﬁi}Fgafm-ﬁynﬁgl}e DE’ 0Qie agid | - benzoyl ani no) - 3-[ |

compoutd (5369 7, 82-(4- (methoxycarbo 1)-2,6-dimethylbenzamido)-3-(4-(4- (g{)yridin-Z-
tetrahydro I pht hyri di n- 2- yI acetyl ) piperidin y
ylamino)medis)piped lacI ml)ehﬁwanmaeczeeyl

compo%g& gl‘gf) d'_ nf%?%( laﬁéné)(-ﬁ eh'r)}l %%&H?fbgﬂa}xﬁ%‘f@@ @P—z@ oxo-1 Q% 6-

tetrahylir(&)ymmmHhh%ylaﬂmmeﬂnqth))lnﬁpmaﬁmy Iylphpeyl)mopanbic/dcidr opano

compoptd 28y | - SUEHHT 245 OrmeiB SHBEAYRTIRN Aof - 1§ Stetrahydro-
yrlmlmn-z-(y?caﬁoaﬁo@-l)%lperldm-1 -yl]phenyl} propionic acid

compound (179): 2-(2,6-dimethyl-4-trifluoromethyl-benzoylamino)-3-[1-(2-5,6,7,8-

tetrahydro-[1,8]naphthyridin-2-yl-acetyl)piperidin-4-yl]propionic acid

compound (180): 2-(4-acetyl-2-ethyl-6-methyl-benzoylamino)-3-{4-[4-(4,5-dihydro-1H-
imidazol-2-ylcarbamoyl)piperidin-1-yl]phenyl} propionic acid

compound (181): 2-(2-ethyl-4-fluoro-6-methylbenzamido)-3-(4-(4-((4-methoxypyridin-2-

ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (182): 2-(4-acetyl-2-ethyl-6-methylbenzamido)-3-(1-(3-(5,6,7,8-tetrahydro-1,8-

naphthyridin-2-yl)propanoyl)piperidin-4-yl)propanoic acid

compound (183): 2-(4-chloro-2-ethyl-6-methylbenzamido)-3-(4-(4-((4-methylpyridin-2-

ylamino)methyl)-2-oxopyrrolidin-1-yl)phenyl)propanoic acid



t et rahydro-|

1, 8] napht hyri di n- 2-yl -acet yl ) pi peri di n-4-yl ] propionic
wa@eiod/ogsowpound (208): PCT/EP2007/000832

2- (4-chl oro- 2- et hyl - 6- net hypbenzam do) - 3- (4-(4- (5,6, 7,

8- tetrahydro 1, 8- napht hyridi n-2-yl) pi peri di n-

compopu 15t 1 234-8h iyt 2o bl e RNEHAEIP) 4L A% (et pethobpsidin 2

ylamu%olg glﬁﬁggendm ln?' IJP hengl)%/)fog an%ng a?rlgt hyl ) pi peri di n-
compabng () &ﬂ)e nyI 2-m24»ptanm6emathytbenzmmdu)aﬁ-(ﬁ 24-Qpyridin-2-
ytaming) g5 DRt s iheriBdpatoie acid- /' M o) -4 L4

I banoy] L ¥l -
comp Ao TG B (L BB O 3 riin2

ylarnlno()me(lwl)("( pylitiydrapxazolyd- ahphm)/l)etommc)lp agidr i di n-

compoyinf g €35 R PR Er S L BRPF ReRnigp ) 34 prpidin2-

ylamu{opmahgl)ﬁrp%ndwam)ﬁﬂédmbwamb Reidi di n-

eny propanol ¢ acl d conpoun

d 13 4-
compomdlﬁ o [d 0 AgtidgzolrPah- %é)dﬁ@mhyfbppz%@dph 1(4-((4-(((p(yridin-2-
ylam1r§0')%12?h§/§}§ﬁ>\éhé { H?Pheélyr?gf(wﬁ‘%gﬁ%am do) propanoi ¢ acid

comp(ﬁmeDSB)d ( 2142-=ethyl 4-(1H-imidazol-1-yl)-6-methylbenzamido)-3-(4-(3-((pyridin-2
chl oro 2- et hyl - 6- pet hyl benzam do) - 3- (4- (4- ((4- net
S

ylammzvawy@y} yperolidin-1oylipheRyprep#apiq #ider i di n-

compe 151|120 oS QTIONAN i .00 i
ylam1r{o§m£ztthy()p§plendmnl- Ql-)phenyl)propanmc acid o _
comprloR IR DB S A BB BB S0 26 S

ylamui]o‘)ﬁﬁleﬁlygs)ir%hmﬁl-h?ﬂﬁﬁéﬂygﬁ}op%n&é aéﬂ ((pyridin-2-

eri phenyl ) propanoi ¢ acid
compasindftd ( 22-(3-chloro-2-ethyl-6- methylbenzam1do) -3-(4-(4-((4-0x0-1,4,5,6-

/S e St Bl B a2

compolmu éime nyl 2-@4-@51&6”2%@}41@&@&@@68&09%3)10) 3-{4-[4 él 4,56- tetrahydro-
eth 4- (1 Him dazol 6- met hyl benzam
ynmulhr( B- yéqaplgmwl)m@ndy} éml}ﬂbywé{myplpns acg{ di hydr o- 4H—

compo%m{ié%ﬁ'yln % (%‘ 6 1@@%&)&?}%% Pfﬁ?&&’ﬁx&th?ﬁb&z%&%‘i-‘éﬂ& {2d¥ridin-2-

ylamnib)mbﬂwbpfrﬁzlhwb@bﬁl@ﬁﬁyb)pbopan@éaéﬁ 0X0- 4-
din \

°°mP°1‘n5 3 Ppenyl %J{Z Gg?% ér@e'i}&l\/&(gg{pgm ' %Lnlzlmwmxdo) 3-(4-(4-((pyridin-2-
ylamn!%?é‘rl_g??bzwg g?r}ygﬁ]d}é%olélz {9pRRghpropyhdibadgam do) - 3

compound (196): 2-(2-ethyl-6-methyl-4-(trifluoromethyl)benzamido)-3-(4-(3-((pyridin-2-
ylamino)methyl)pyrrolidin-1-yl)phenyl)propanoic acid

compound (197): 2-(4-cyano-2-ethyl-6-methylbenzamido)-3-(4-(4-((4-methoxypyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (198): 2-(2-methyl-4-(trifluoromethoxy)benzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (199): 2-(4-acetyl-2-ethyl-6-methylbenzamido)-3-(4-(4-((4-methylpyridin-2-
ylamino)methyl)-2-oxopyrrolidin-1-yl)phenyl)propanoic acid

compound (200): 2-(4-acetyl-2-ethyl-6-methylbenzamido)-3-(4-(4-((4-methylpyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid



yl am no) net hyl ) pi peri di n- 1-yl)phenyl) propanoi c acid
conpound (22 1):

WQ@ 2020880ty | - 6- net hyl -4- (trifl uoronet hyl ) benzamPdDEPB07/000832
-(4-(4-((pyridin-2- ylam né%net hyl) pi peri di n-
1-yl ) phenyl) propanoi c acid conpound (222):

compand BN | py E1HEHIAS-methyl-4-(méthy earbamoyh) Benzamido) 3-(4 (4-((pyridin-2-

((pyfi
ylaxmﬁd)ﬁ‘l@ih@ﬂbié‘%hh%'—9-yﬁpl§en‘§'l) Vd(yaﬁm)é!é'é{d 3- oxazi n- 2-yl) phenyl)

anoi aci d

COmPCﬁm@ﬂ@)hyl B(ﬁ’édlh}dth)‘lcﬁ(rbm“b}’lbr@. reedistetiyiibeneamado) de(t-(@-(@yridin-2-
- (2-0x0-4- ((pyridin- 2. t hyl i di

ylam"ff’SW%ﬁBWﬁpgl%‘%%Qﬁ%‘?q‘é'ﬁggqu%g%@ﬁndy(?22%; e

comp(ﬂmﬁ@@i}')‘Et yl 3"(4'QMQM|H-§€3 Ld]ﬁhﬂﬁfmaﬂ]}'l%ﬁnﬁn{eﬂgdﬁlﬂeﬁdﬁ) {-yl)phenyl)-

tetrahydro- 1,8- naphthyridin-2-yl)piperi
2- (2-emyyﬁjfbwe¢r§+m¢hblgbmmd@)@rqpac@mdnd (225)

t m d
compo(uggi?%(g % l( g‘;r g% Cc%rléoxgp%ll é])trg r%cﬁ |2))6 per k?l}yq)z 1per1do 1-
yl] pheihy D@Mh)'l% -@lfb@lgﬂltérepﬁmdlaﬁﬂﬂﬁ% RibtHy2 26ipe
di hydro-1 H i m dazol - 2-yl car bangyl )
compqu,q |(2(§,;)] pheg-}@-}ethyiA[-lpxgzﬂﬂdl =¥A- 6(-methy}/benzoylammo) y [P(Z 5,6,7,8-
tetrah);lcﬁi mgﬂkﬂ%ﬁ{ﬁbzég%li yPaWdB{ﬁerHﬁM%p%BlH&L RE@PI oni ¢ acid
compoﬁm(l@@ﬁ)et yl 2424 étdmietlﬁ'l-m(txﬂ%ddlmmzmm)ﬂ?zaﬁnd(ﬂ -3-A~(3- & 6128-
0X ridin- no) ne i peridin
tetrahydr ){p%n@i% %éﬁ%@a)geylép%ﬁ#ﬁa%m JRropappic acid
comp(%.nﬁ%g(?)éhyl % )5 etiyl gm%gl‘i\?f)h-'tr(ﬂuor?met(hgl genzoglammo) -3-[1-(2-5,6,7,8-
tetrahytdeo[ hﬂ}miphthyndm&-yl acetyl)p1per1d1n-4-yl]proplomc acid

compqueg é@(?SSht h?./é) o l‘fB'l- Z(é-ég%tg)gl%o e elrdlo%rh (42 (|5 )6p7r i? Qeatrna?nydro 1,8-
naphtr?ynhﬂr ) %)bﬂpeﬁdm hmpﬁedyhjpwpa%é%r& yl car banoyl ) pi perid

compozm(i 22 hyI B{ﬁ@pﬁyl 2-4thyl-6fhetby banzamido b4-HA-@rixeo) .A15¢-

e e ARG i i aid

compolm& |(2Hi)€ nyl 2-(4-acetyl-2-ethyl-6-methyl-benzoylamino)-3-{4-[4-(1,4,5,6-tetrahydro-
4- chl or o- 2- et hyl - 6- net hyl benzani do)dpr opanoi ¢ aci d
yrlmlggh%-cy ml)p}pendm- -yl]phenyl}propionic aci

hyl - m do) - 3- (|

compo%.{lg %% @t) t e g{gﬁaéb‘e&ir&%)" ORI AYyRaRER
ylamuﬁ))ﬁemyppipbydmd]-yl)ﬁhepb))proq»pmnoybﬁipl peri di n-4-yl) propano

i C i.d conpound..(232): . -
compopiig 3y | - SR ES G ey B e T prigine2
ylamu{oﬂm[aﬂly()ﬁﬁbéhgllhnl'- l)phenyl)propanmc acid

am nomnet hyl 3, pi pefi‘di n-1-yl]phenyl }propionic acid

compound (213) 3-(4-(4-((1H- benzo[d]lmldazol 2-ylamino)methyl)piperidin-1-yl)phenyl)-
2-(4-cyano-2-ethyl-6-methylbenzamido)propanoic acid
compound (214): 2-(4-chloro-2-ethyl-6-methylbenzamido)-3-(4-(4-((4-methoxypyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid
compound (215): 2-(2,6-dimethyl-4-sulfamoyl-benzoylamino)-3- {4-[4-(pyridin-2-
ylaminomethyl)piperidin-1-yl]phenyl} propionic acid
compound (216): 2-(2-ethyl-4-(1H-imidazol-1-yl)-6-methylbenzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid
compound (217): 2-[2-ethyl-4-(1H-imidazol-2-yl)-6-methyl-benzoylamino]-3-{4-[4-
(pyridin-2-ylaminomethyl)piperidin-1-yl]phenyl} propionic acid



compound (233): 2-(2-ethyl-4-( 1H i m dazol -
1-yl)-6-nmet hyl benzam do)-3 -(4-(4-((4-
WOoreaongsgoyr i di n- 2- yl am no) net hyl ) - 2- oxopyr r ol i dPEGIF/EP2007/000832
1-y|)pheny|)propanoic aci dszonmpound (234):
2-(2-ethyl-4-( 1Him dazol - 1-yl)-6-nethyl benzam do) -3

compopt (3 Hiveny1 R SHMAGLA Epdeiny o peBEpndamile) 3-4-G5-((pyridin-2-
ylamirfbgéllét_hé'lﬂ)%éh 'g@{a;?& P42 sk 'Mﬁ@&l)ﬁle}iyﬁﬁ%ﬁmﬁwa' ) pi perid
compdind 2 et y| 242-ethy)44-@ Hvmidgddbd agd i roethpibepzno de)- 34 -(2-0x0-4-

. d (236): . o
(pyriG 8B R NBERY Dowrrolisin LyligheryRSPBEROIS 3419 penzam do) - 3-
compdlﬁhd Qz‘lzd)( Pyr pgbRtRA- @rhé‘l'ﬁym’-)(%zmlt-)yg’bgﬁahﬂdéb =3-(4-(4-((pyridin-2-

1-yl') phenyl ) propanoi ¢ aci d conpoun
ylamirp)ethyhpiperidinqkyhphenyl)prapansdig ecidmret hyI ) benzam do)-3-(4

compGA1E) 1 aPH2 S-SRy o PRI - (- ridin-
Ylamlrﬂér)ﬂlleﬂ@l)ﬁméh&lﬁf-Dpﬁﬁl@éx@l)iﬁdpdn&@m@und (238):

trifl uoronet hyI‘I))benzam do&} ip
compau(né(%w- ne?'r@‘teﬁ&b’iﬁdpﬁ 7-dri(rfuesomethipengapisto)di (4=(5-((pyridin-2-

. I
ylaming) st DO U aRPARCI 3 REit 2 RN e 8 v 6o - 3-
compo4m(i{223()pyr [ m(ﬁ'eﬂtyléﬁl-mmhybé-I(Rﬁhiﬁkdrﬂebthﬁlbbdﬂﬂzﬂmdo) 3-(4-(2-0x0-4-
Qpanoi ¢ aci d compound (240
((pyndzn( zylemmﬂ% l)mm?lmlaﬂalzwnhenwgwrpp@%ﬂ | benzami do) - 3

4-
compabf il {1, Sz eyl ey bemamidg A5 ety 1.5
naphthyritling? - )yb)bq:eylﬁbtpt-gbghmyd:)pmpadomamdound (241): _
compoug[iiaze%)zyl ﬁl(ﬁ I(dlmenl]lyci garnoyly &)ethyl-rg? ylb%%)l)éo?g] (2 0(11 -((pyridin-
-ylan{lh(/b Iﬁﬁf q?é?iﬂ‘i’ﬂ Q- yﬂ’)ﬁhbﬁ?lﬂir@panﬁic%i@amy pi peridin-1-ylj

propi oni ¢ "aci d ‘conpound (242):
comp@m@ 223ét hyl 364([#E(ﬂ15ydlhmro)thrlrmdamlklmlcetbamqul)pipendmﬁi -pll]phenyl}-

s S e s

compodmfl 2EHhy| - B-(4Rtétyl-24tHylBihéthoIbenRintiib) Dearaidathdxyyridin-2-
Ylamlwsmeély@mpétl#’é‘hlfulr)EWWl)ﬁfWIQa?‘ldam no) met hyl ) pi peri din

hen

compagnd B A RERRAN AR IATRB RN A mido) 220135567
tetrahy{dde1 lB—(ldpht}Al,riﬂuﬁ2-yl)propanoyl)plper1d1n-4-yl)propan01c acid

d | c di
compéllgtg{( :e:n(;l y{élr[gkgénqhﬁyée hiﬁ%q_]rgy@er el gl)plperxdm- 1-yl]phenyl}-
2-(2- et{?%g -6- ﬁtﬂwh ﬁllfgﬁﬁ&iﬂethslr-ﬂaizhylhﬁl%J)ﬁ{sBydmcbm oyl ani no) - 3-
compaingt (236):n one B +(44(3-6( 1T bérdiofd]imidh2 qdt2eylwuni ) mpthyHpipesdindl -yl)phenyl)-
2-(4-chloro-2-ethyl-6-methylbenzamido)propanoic acid
compound (231): 2-(2-ethyl-6-methyl-4-(trifluoromethyl)benzamido)-3-(1-(3-(5,6,7,8-

tetrahydro-1,8-naphthyridin-2-yl)propanoyl)piperidin-4-yl)propanoic acid

compound (232). 2-(2-ethyl-4-methanesulfonyl-6-methyl-benzoylamino)-3-{4-[4-(pyridin-
2-ylaminomethyl)piperidin-1-yl]phenyl} propionic acid

compound (233): 2-(2-ethyl-4-(1H-imidazol-1-yl)-6-methylbenzamido)-3-(4-(4-((4-
methylpyridin-2-ylamino)methyl)-2-oxopyrrolidin-1-yl)phenyl)propanoic acid

compound (234): 2—(2-ethyl-4-(1H-imidazol-l-yl)-6-methylbenzarhido)-3 -(4-(4-((4-
methylpyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid



conpound (246):
2-(4- (N, N-di net hyl sul fanoyl ) - 2, 6-di net hyl benzam do) - 3-
W@ 20004880¢pyri di n- 2-yl am no) met hyl ) pi peri di n- | PCT/EP2007/000832

-yl ) phenyl ) propanoi ¢ aci d é&®nmpound (247):

2-(2-ethy| 6-met hyl -4-(trifluoronethyl)benzam do)-3-(4

- (4- 0=.. . . Y
compophg (453t by S PSRltimiderel-2ryymingimsgho)pinsgidingl hphenyl)-
-(4-a8%1D-EQATRAYAGN {18 Bhmid
2 a§$¥2-é®ﬁ5?-e-né hyl - 4(»Em?agngff%luoro acetyl ) benzoyl a
compawnd §2363- { 4- 242,6- dlmethyl 4 2,2 2-tr1ﬂuoroacetyl)benzam1do) 3-(4-(4-((pyridin-2-

. rj, di.n- 2-.yl eridin-1-yl]phenyl }propi on
T N B A D Y L AR TR PR AR
compouni{ (237 et by b RERT-FheBy -3 (rﬂhbémﬁétﬁyl)benzammo) 3-(4-(4-((4-

met hox ridin-2- ylan1no)nethyl pi peridin
methymyyxn)rpﬁefmmpmwwtpxapyxmolmﬂoxlm«eozmgppanmc acid

2- h rone enza
compdipy T80 | - B TR e A b o AT RR R S
methy )ikl)rpi'-@[h‘{ﬂuhl?)'n%@l@ﬂ jiperidin-d- }ﬂﬁiﬁ@@jﬁl?ﬁoﬁ%w ac1d

di met h trichl oronet hyl)benzam d

compoupé(%?z?)( ( py?'l(é‘leﬂl}’?' - ﬁxésr‘?e{omstb@@amwdo) -3-(4-(4~((pyridin-2-

: . d (252
ylam“@%‘ﬁ%?gsg%béﬁbgﬁgglﬁéd%ll)ﬁ?d azopggiugl aEn' nog nmet hyl ) pi peri d
compduﬁd (240, pheﬁ-)ul? )gthy2-4€(2(Ij-IS;nlilxdhzod-rléyI)eﬁl-mﬁgﬁlaéﬁam1d%) -3- 545 :(%4 ((4-oxo-

met enzam do) propanoi. ¢ aci d conpoun
1,4,5 63te¥ Aﬁx%oqmmfdﬂ@%ﬂmw}m%ax aip?limdrﬂlmﬁg‘t)pﬂwpml‘bé@#d

compdyig 24y T B il 3 Sty hsneemigel s L4
(14,5, 6aetca}a!dm}pfmnnhxlu-fﬁq'l(ai‘?d@loyl)pﬁpcindm- -yl]li)hlenyl}propwlmc acid
composnd 4265 p R At AL A BB By Poenaiido) 3.(a-(o-
((pyndlm-ﬁ ZJI%%?/MMQ@?@H&&- ﬁ?l)&&?ﬂ'ﬁﬂﬁéﬁﬁolé PEEIR

4-ttichl oronmet hyl - benzoyl am no) - 3-
compo{\md (243pyri a1(21-emylﬂ¢+ranﬂmbﬁ=étrﬁluqum ylomm@OWr@Kéﬁﬁ'oxo'

L d d 6): .
14,5, BT 2 SRR P R b R bsridin d crmbepY D reRaneis 36 -
compo%na ©44- ( ( PRA(2-@thyi- 6znyth9mmﬂm5ﬁ&t Pb@rioly hinfino)-3-{4-[4-(1,4,5,6-
yl) phenyl pro anoi c acid co und (257)
tetrahmrwy@ gwpylaplpemetmd phlaawmm@%ryd benzoyl

compo?ls{g :Z?&p%.gn {4 (ﬁ th Byﬁéﬂgg?-?%lbﬂn%ﬂéw %Jé%o%%hb)dk 4-[4-(pyridin-

ropi oni c
-ylanﬁncﬁrﬂethﬂl—)}ﬁlbﬁydlgdl-yﬂlﬂxeylbraproitm)mehchgtI )pi peridin-I-yl)phen

compound (%4682 4 g (4-t(I(I l\l? dlmetggfgul anxllc()jy 3 9 081 %y?benzamwo) 3-(4-(4-((pyridin-
2-ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (247): 2-(2-ethyl-6-methyl-4-(trifluoromethyl)benzamido)-3-(4-(4-(5,6,7,8-
tetrahydro-1,8-naphthyridin-2-yl)piperidin-1-yl)phenyl)propanoic acid

compound (248): 2-[2-ethyl-6-methyl-4-(2,2,2-trifluoro-acetyl)benzoylamino]-3-{4-[4-
(pyridin-2-ylaminomethyl)piperidin-1-yl]phenyl} propionic acid

compound (249): 2-(2-ethyl-4-(1H-imidazol-1-yl)-6-methylbenzamido)-3-(4-(4-((4-
methoxypyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (250): 2-(2-ethyl-6-methyl-4-(trifluoromethyl)benzamido)-3-(4-(4-((4-
methoxypyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (251): 2-(2,6-dimethyl-4-(trichloromethyl)benzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid



conpound (259):

2- (2, 6-di met hyl - benzoyl am no) - 3- (4-{4-[(4-met hyl - pyrid
WO pe02/088pkami no) met hyl ] pi peri din- 1-yl}phenyl) ppOPERIWOT000832

aci d conpound (260): 59

2- (4-cyano- benzoyl am no) - 3- (4-{4-[ (4- et hyl - pyri di n- 2-

| anj I d I
comp%naﬁ@%{haé”?‘z Y4B benediq bl A BRI Dpjperidin:1-yDphenyl)-
2 o gmﬁ? tri E&Brrgl)@gﬁ?gét g‘r)nénr%tn%mggﬂ&g%%oégg%fid compound

compc(uﬁ62353) 3-(4-(4-((1H- benzo[d]mudazol 2-ylam1no)methyl)p1per1din-1-yl)phenyl)-

2Cfiyfy %ﬂ- Ao M AP RBRRRBNICOHE) o Lonpount

compdu?lﬁgi 2-(4-dimethylsulfamoyl-2-ethyl-6-methyl- benzoylammo) 3 {4 -[4-
fluoro 2, 6-di net hyl - benzoylam no)-3-(4-{4-[(4

(pyrldimyl-yIayfnn@mcthzl)plwawnfﬂoyﬂehdnyl}pmm@nc d¢id-

compeit AER0TY | ARG BeiF AR ot Pt deopamimisigr goricin -

ylammUIﬂIdﬂlh)‘l)prendm-l yl]phenyl dproplonlc acid
yl am no) net h peridin hen?/ ?fp i oni c aci
compayseh§dihid ( 2%{@ 6 dxmethyl 4- (tnﬂuoromethy su 1)benzamido)-3- (4 (4-((pyridin-

2t BBl o ool o

compou@dpimd ( 2842-ethyl- 6-methyl-4-tr1ﬂuoromethanesulfonyl benzoylamino)-3-{4-[4-
,,Zés net hyl - 2- phen but yryl am ng) - 3-(4-{4-[ (4- et hyl -
(pyridipy2-y lemnomethy bpip 1ﬁe‘t'M1}Pl}eab’}:}@qué‘Pmc acid

compe 95 M RGN S2 BRI BB Lpaeos 0.4

tribromloben2amidogpropempivedcid/| | pi peri di n- 1-yl } phenyl ) propi oni c

compoyi 4253501 oF 6 & B HYZBSRRI A ety boyridin e
yla:nul’b‘?r’ﬁ)!ﬂm@l’]fﬂp‘éh&nzl' yMbﬁéﬂ;”l‘ﬁ;} bl héiai peri din-

yl') propioni ¢ aCIdconpound (269):
Compc&n(i@q&) [ ( 2-(A-cynpo-henzodanine)-By(H1 {F [¢&methyl-gyridid-2heny |

I ami,no) propi onic acid

ylamx%)axﬁﬁt%nygaip(nzc}lﬁj -gfrl?}pﬂgnyl)%roplo ic acid

compo%nﬂ #©415- ( 3- 3:54&5&p(mqauﬂhyﬁpmdmmﬁmﬂmemb)]pipIeaﬂindl Hhiphenyl)-2-
yl ] phenyl } -2 6-trinmethyl -benzoyl am no) propi oni c
2,4 6-g¢lprgm@chm§%ﬂ Mplonxc acid

compoll (362) 5 S PR L B BUREE Loty hetfPpiperidin
1-yl}phenyl)propionic acid

compound (263): 2-(4-fluoro-2,6-dimethyl-benzoylamino)-3-(4- {4-[(4-methyl-pyridin-2-
ylamino)methyl]piperidin-1-yl} phenyl)propionic acid

compound (264): 2-(2-bromo-6-methyl-benzoylamino)-3-(4- {4-[(4-methyl-pyridin-2-

ylamino)methyl]piperidin-1-yl} phenyl)propionic acid

compound (265): 2-(2-methyl-benzoylamino)-3-(4-{4-[(4-methyl-pyridin-2-
ylamino)methyl]piperidin-1-yl} phenyl)propionic acid

compound (266): 2-(3-methyl-2-phenyl-butyrylamino)-3-(4-{4-[(4-methyl-pyridin-2-
ylamino)methyl]piperidin-1-yl} phenyl)propionic acid

compound (267): 2-(2,6-dimethyl-benzoylamino)-3-(4- {4-[(4-methoxy-pyridin-2-
ylamino)methyl]piperidin-1-yl} phenyl)propionic acid

compound (268): 2-(4-fluoro-2,6-dimethyl-benzoylamino)-3-(4-{4-[(4-methoxy-pyridin-2-
ylamino)methyl]piperidin-1-yl} phenyl)propionic acid



conpound (272):
3-(4-{4-[3-(2,2,2-trifluoro-ethyl)urei donet hyl ] pi perid

w0 peo7ogdodphenyl ) - 2- PCT/EP2007/000832
(2,4,6-trinmethyl -benzoyl améto) propi oni ¢ aci d. conpound
(273):

compri bl L3 A R e S B SR S oB Y k.

. SIo\V{8 = AR hyl - benzoyl am no) propi oni ¢ aci d
mmedl%ﬂ an %’%gglﬁzéﬁgog%cﬁ conmpounds according to the
compdund£27@)o t h¥ {#-¢4H(3kydepepyInoaimpnirsidomethyl)piperidimel -gt)phenyl } -2-

pr.ef er abl moi ety whi.ch .is selected fromthe group
(2’4’6'6WB®§B?%°§%?§8¥°@60%F‘%fly, a delivery noiety, and a
compdi§E?1)on n@(éﬁt{¥—[g3L@c%HﬁEﬁf&éi68ﬁn&H@}tﬂbM-l%fl}ﬁﬁéﬁyl)-z-(z,4,6-

. first to the fourth aspect the further moiety is
trimethyltbeoheydamino)prepiopisrasided, preferably conjugated to the

d [ t first.to.ithe fourth. .
compifRZHIT < nef O £ 2 EBottfiBkD idopunfibinghas ftpnenyn-2-
(2,4,6ftﬁMéﬂ1|9'1-Bé’&@9Ian{iﬁggﬂﬁﬁ(ﬁﬁé héip. noi ety is a | abel, whereby

preferably the | abel is selected fromthe grou

compaBRELTDi ny T bindt2 43P g BuorecareppRePme lpinesfin-1-
- ' | ' J,abel s, | d
e SR AR P Rl R BT O Sl

| um nescent | abels, fluorescent |abels, enzyne
substrates, enzynes, and | abels conpl exi ng detectable

In an grahpgdiment of the campqunds Aesording fo-the fustdpsdionth@sect eoraprise a further

. i . . i.e i .a t .
e b B k6 BB ML SoRpLBAES, e moiey o
delivephmbieac and a dalektyorambietye noi ety, whereby the

pharmaceutically active noiety is selected fromthe
group conprising cytotoxins, chenotherapeutics,

In a pREEDP AhBodiniéadio? rlléié: ldrdle @B doGh %&%& thP EiiHRt EIZoietlynisaattached or

further preferred enbodi nent of the first tot

incorpbrated, prederpblytconjugated teteedmpoindsyaccerding tedhefirst toothe fongth aspect.
group conprising antibodies, |inker nolecul es and
| i posones. The probl em underlying the present invention

In a furthef Plef@fbd embbdirhéritibfAPREE tdthe G tHISPeafthe dsLOmRRbiety is a label,
accordlar];)ﬁ; to the first to the fourth aspect as an
Y

whereby, Hirpfier theilabeli &5 pelested o thef gioyp eqmprdNing fadigpuclide labels,

£i ) i i ch i i
i 4052510 SR b g . o s,
chemildmiindscerst labelf,cluadihgscentf labélhefluasivedl abels, ehzyne shibstates, enzymes,

enbodi nent of the fifth aspect, the conpound is an
and labﬂg%mlswng &eﬁﬁ‘a&?ﬂ@@% in.

In a still further preferred embodiment of the first to the fourth aspect the moiety is a targeted
moiety, whereby the targeted moiety is preferably a pharmaceutically active moiety, whereby the
pharmaceutically active moiety is selected from the group comprising cytotoxins,

chemotherapeutics, antibodies, radionuclides and cytotoxic proteins.

In a further preferred embodiment of the first to the fourth aspect the targeted moiety is selected

from the group comprising antibodies, linker molecules and liposomes.



In an enbodi ment, which is preferably a third
enbodi nent of the fifth aspect, which is preferably a
W0 arorkgso4enbodi ment of the second enbodi nent oPCT/ER2007/000832
fifth aspect, the integrinéils al phaSbetal integrin.
The probl em underlying the present invention is sol ved

in,a six aspect by the use of a,compoun ccordin
The prbidhnytferly iR e, wibans nneiion is, sIUEpBE A BRRrmect BY the use of a
compduR¥ tdraihgf tBrthé F@strB ke ?&ﬁt&rﬁﬁ@& 2 AEHhfBROE Which is preferably a first

referably a medi canent for the treatnent and/or

embofgmn@ftth@ fthfaspectli sease, which is preferably a first

enbodi ment of the sixth aspect. In an enbodi nent,

which is preferably a second enbodi ment of the sixth
In an &pitRdimethivhich & Preféreblabd ¥eontUthbadimeni oflitiee fifthOhspect, which is

the first enbodi ment of the sixth asPect t he )
preferghly i furerembodimentcof dhe fess embediment gt thy fifth aspeet therggmpound is an

L integrin. In an enbodi nent, which is
‘“h‘b‘%!rrg‘@?@g‘{g@ha third enbodi ment of the sixth aspect,
which is preferably a further enbodi nent of the first

and second emnbodi nen f the sjxth aspect, the_djsease L
In an;embodirente PViiel i tmeftega%buﬁ Fmbpdineat abesnibhosaect, which is
preferily AR RO GhERlinRRNLE R0k BSoBmell ERRCRAREREK Mo integrin i
alphaSbetfl entagdiy. t he ligand is present on the extracell ul ar

matri x and/or on any cell surface. In an enbodi nent,

which is preferably a fourth enbodi ment of the sixth
The p?@cﬂ@rﬁ_tundé'flkrﬁlﬁ the %}E ng Nigtdntiof ik WolVear ir A0@EthMBpEctOby the use of a

the first to the ird enbodi ment of the sixth aspect,

compaund ad¢adimgdo iagy 10€ Iheet faxst toothadowrthubspectt afgbeigyventien ficithe manufacture

of a sl YRR A 2R e P e Sl gt rbEhbi of a dseae,
whichQﬁEx@&_@iBlYﬁ firbteptRd daneHt O thixthasgect.i ssue. I n an
enbodi ment, which is preferably a fifth enbodi nent of

the sixth aspect, which is preferably a further
' t t he f] t.o f t ' 0 T

i an SRR uBle BBy ORGSO WISk Checr, whie i
preferdblg auftrth@r exfhitsodadabnt ofi thd st entbodinman af hilye sikt dspegratheymedicament is

of prematurity or macul ar degeneration, nore
for a dyseasednedintgd hy or pophtingalpheihetal 1p8gERer ation. In an

enbodi ment, which is preferably a sixth enbodi nent of

the sixth aspect, which is preferably a further
In an embwdiment; vdficlt he préfemblyt @ thivd érnbedimentriod dheresmith odspect, which is

t.he sixth aspect h I sease is a disease o e .
preferglly 1 T FE CEPBT Eknb e} b hngrdreeaiieREifingg) of e sixth aspect, the
disease is selected from the group comprising diseases based on pathological angiogenesis
and/or diseases based on interaction of an integrin with a ligand, whereby preferably the ligand is

present on the extracellular matrix and/or on any cell surface.

In an embodiment, which is preferably a fourth embodiment of the sixth aspect, which is
preferably a further embodiment of the first to the third embodiment of the sixth aspect, the
disease is related to an ocular tissue, the skin, joints, synovial tissue, liver, kidney, lung, heart,

bladder, neoplasm, intestinal tissue, blood, connective tissue and/or the bone tissue.

In an embodiment, which is preferably a fifth embodiment of the sixth aspect, which is

preferably a further embodiment of the first to the fourth embodiment of the sixth aspect, the



In an enbodi nent, which is preferably a seventh
enbodi nent of the sixth aspect, which is preferably a
W0 eoorggo4enbodi ment of the first to the fourthPCT/EP2007/000832
enbodi nent of the sixth aspect, the disease is a
di sease of or affecting the joints, nore preferably

i primary. arthrjtis including rheumatoj.d arthrjtis )
dlseasi)slér?_a ‘_F‘?,as%\r‘ifjhf‘?t?“é‘,laroé‘ts%{?arﬁrﬁ%f‘{{’?%_,‘J‘%??&cs&@ﬁa%ﬂ?’& retinopathy of
premaﬁ{rittlﬂ bt fhéular Jbﬁeéﬁkrﬁm tigre gfefer‘ﬁglggagg g?ﬁa@a afaenaP gé’ge"f\@ration.

el ght h enbodi rrent of the Sixth , Wwhich i
preferably a further enbodi nent of the first to the

fourt,h enbodi.nent of. t si xth aspect, th i sease i S C oy .
In an (Kl WY & BrIPEPGLFyS KGR PULISE! HBRF DR JoRect, which is
preferddly anaHEMBbodiMRhCHf the MrseieiRioMrtR efibdaiher® WFQRE SR aspect, the
of the sixth aspect, which is preferably a further

disease ispodibanse of b skinemergpreferehiy beinargiomafandmsonasis. h
aspect, the malignant neoplasmis selected fromthe
group conprising sarcoma, carcinoma, O0Steosarcons,
In an EADOAIMBNE, WAITH, is Prafetddlp.a sevehtBnEmbdldemb@est the sixth aspect, which is

| ynphoma, including but not Iimted to breast cancer,
preferaﬁh adughergembedimgnicet the fyshia thstiourth gmbediment o dhe sixth aspect, the

- er. S lj acarci no roe e :
disasE 05608 0P 0 LA MR S i incudig
rheumpto@tsdretiritisc psaciatic akhrtis) ost@oareiritis| amiosecadaey arthrétisd and
neck cancer, parotid cancer, thyroid cancer,
fi brosarcoma, gastrointestinal cancer, endocrine
I ncer : n b
I an et R S e S an g B RARmER e, S, aspect, whih is
preferatdy acfurthemeinbadimentudfithecfanst er thel foudin earbodohent wif  thenkixthaspect, the
. IS refgéabl a tfﬂ“ﬂ eandinent of the sixth aspect,
diseasqf5; 4pFoplasigy BIOE: BisFerably £ paligoantdiegBdsent of the first
to the third enbodi nent of the sixth aspect, the
di sease is based on an interaction of an integrin with
In an gnibodument; whidheiseprefesatdy | aiingrethrgmbiodinant of thiesixth| aspect, which is

prefergftl, aifner R0 of 1 PRl oo Y s the malignant

neoplaéme\Vie Nkdle@ed OftoRE Nthe Ofrdupe cdmpkilings B&Rbmay\héLbinbMa, osteosarcoma,
preferably a further enbodi nent of the first to the
adenogarcipemafiademanygpmanieukismip, lygphema, inghingebigaot dimited to breast
a i n ti j ri i, h [ gan :
cancery'? $5ckBloBltal JLEPE ' Mn@haty LkER) it " ofhcek 82 nesothelioms,
teratoqarcificen® basyrotwencl| sedamoms agiomi emti glishlabteraseenal wa@er, prostate
enbodi nent, which is \[H?eaer%bl a twel fth enbodi menti1 .
cancero bl oCalCss, HUBE FABECT. 5pd 1N s ko £RA%ER hagt ufaneh thyroid cancer,
ﬁbros%?@?ﬂ,' SRAbinstihdl CoahbdrS bndRrihe Wahder 2RIDS GOGIR dEEHACHS "BftEnal cancer,

e sixth aspect, _
eye cancer, hepatocellular cancer, skin cancer, thymus cancer, and testicular cancer.

In an embodiment, which is preferably a tenth embodiment of the sixth aspect, which is
preferably a further embodiment of the first to the third embodiment of the sixth aspect, the
disease is based on an interaction of an integrin with a ligand in the extracellular matrix or on the

cell surface, preferably the disease is an inflammatory disease.

In an embodiment, which is preferably an eleventh embodiment of the sixth aspect, which is

preferably a further embodiment of the first to the third embodiment of the sixth aspect, the



the inflamatory di sease is a disease selected from

the group conprising rheumatoid arthritis, juvenile
W@eaonossoss, psoriatic arthritis, osteoarthritiBCI/EP2007/000832

gl omerul onephritis, gingiviédis, inflanmatory bowel

di sease, ulcerative colitis, system c |upus

eryt he tosus aSSOCI ted Ionerulone hritis, irritable
diseas, [5;Rap <£m @Rl ﬁeg'ag Pithe ligand in fheexyraped fudari matrix or on the

cell su\?ﬁé%@ ?k&éﬁb gﬂﬁ@.ﬂﬁb&@'lgan e RoRs@lsERe. Myast heni a gravis,

er's granul omatosi s, Churg-Strauss-allergic
granul omat osi s, Sjogren's syndrone, Sicca syndrone,

i an RO B 8 BBl SR AR e o, i i

preferé@iﬁ%hlﬁér%mﬂaﬂﬂﬁéht%f dhSARS G folth A tBRth QRWIAirhérit of the sixth aspect,
ankyl osi ng spondylitis, burns, lung injury, mnyocardial

the mﬂmrmw drseaseos ordisease helested &iom thezgroup aemprsing srhemnatmd arthritis,

TN T —

bowel Qisbasy, Qﬂ&ratﬂfet &j’litisl Syst@nirOuphd Srythbaledysas WsSocatéE glometulonephritis,
terygl a, Kawasaki's di sease, atherosclerosis,

lmtabﬁr Rargk |szzn¢;r@mes abropehiglo asthmas ¢ rap) tliplﬂ gelprosiss cpRmphigus, pemphigoid,
sclero&%%t grb d%;hé' ghel’gv@%e[ng? § ?ahﬁf&rﬂa%sﬁr Y, Cﬁ?% Strauss- -allergic

respir str SS ’syndr emc in

granulbmamfss GSjsglﬂﬁI'rso sendromkf iSidoa thﬁmd,y ravpastiurers dlsease autoimmune
tissue graft rejection and hyperacute
haemO.lx;t Ce%‘%q SHO@POWQ?%‘& giateedPimpRAY, hempemhass, vaswlifinsCrohn’s disease,

r t n t
o AR BRTPARR AR ORI, 80, AP o, coromar
thromlsisist haﬁekaeod:qlusmdm postrairgicafvasatdryreacclusidn) E7A ﬁaﬂﬂﬂdpath’y]tsarcmdosm

eosmoga% rst to ﬁlgfgi#r{gﬁcgg%ggtp}ng? %an;gﬂggltésg él%l}ygl\sllgg arteritis, pterygia,

Kawa§aﬁif Slidedes a@i’ie‘f@s@&%sﬂm&aﬁmﬂ’dﬁ%f &nall YehdEs @ysﬁ@ﬁSﬁgﬁ@ #ehemic heart
i nfection caused by or invol ving fungi, bacteria

disease nahidorisghemia-eeperfupionn ingutyo daemeit tespiratoty distpasef arnalbcbrye systemic
ourteent h enbodi menh]é)f at he

inflam el ek RS s e Fbinds o e cos3 RN o 3PiEbmern Bishe drdt rejection

and hypetictite Rjedtibe af frahsplidied etg@usniRitRIBOstAAR N tosateal B@nsplantation and
si xth aspect, the disease is connected with a

fon- neopl astic cell proliferation and/or tissue
renodel ling. In an enbodi ment, which is preferably a
fifteenth enbodi ment of the sixth aspect, which is

In an mnbithrm:ht ywldchi s pi‘eeﬁerabllytmdimmmh efnbbhlmdn'l tof tthe sixtthaspect, which is

urth and venth a urteen
preferab? a further em oglment of 81 fn 1st to tﬂ ?ourt% and tent to the eleventh embodiment of
the sixth aspect, the disease is an infectious disease, more preferably the disease is an infection

caused by or involving fungi, bacteria and/or viruses.

In an embodiment, which is preferably a fourteenth embodiment of athe sixth aspect, which is
preferably a further embodiment of the first to the fourth and tenth to the eleventh embodiment
of the sixth aspect, the disease is connected with a non-neoplastic cell proliferation and/or tissue

remodelling.

In an embodiment, which is preferably a fifteenth embodiment of the sixth aspect, which is
preferably a further embodiment of the first to the fourth and tenth, eleventh and fourteenth

embodiment of the sixth aspect, the disease is a non-neoplastic cell proliferative and/or tissue



enbodi nent of the sixth aspect, the disease is a
non- neopl astic cell proliferative and/ or
wa e@3ngsoenodel | i ng di sorder, preferably this dPGDEBR®NT7/000832
is selected fromthe groupé¢onprising fibrotic
di sorders, nore preferably the fibrotic disorder is

remodefipe BARTHere REg RN (i A er 0 REctsd JERER (bl pamprising fibroti
dlsordE’xrsexfnﬁfea}QEﬁérﬂﬂ; H{etﬂlﬁétl@&@&gb{@ Hor&is.t he first to the

ourth, tenth, eleventh, fourteenth and fifteenth
errbodl ment of the sixth aspect, the disease is a

In an %“%ﬁf} S i Sﬁi&ﬁ& fpa%r&ﬁ rabh&?ﬁnl(lﬁ %x@i axléxger ogsfhe th aspect, which is

prefer&%ﬁiﬂtlﬁiﬁ%ﬂ%@ﬁn&ﬁ of et t8 tOfolfRAehthi Slevérth,dBurteenth and fifteenth
odiment, which is preferably a sevent eent h

embocgmb@tonfrﬁbﬂslxch a&m@t, thexdibeass prex hepabip idéserdes, pneﬁqf@lﬂz\,kill\gpr dibrosis, liver
cirthogif s SR LB by FblaBlh? o ar bt BepeliR

si xth aspect, the dlsease is a renal disorder,
preferably renal fibrosis, glonrulonephritis, I|IgA
In an ¢rapedimsat phich spaeferahlna spyﬁngeythagmbqa 1me§h@§,the sixth aspect, which is
preferﬁlJ ni?‘cfﬁlléﬁé}teﬁ{li xﬁ%?%' ﬁrs &k (?}L‘lho &l tel\%ﬁﬂ{ Y8 GtdeRtk and fifteenth
0Si S Bt ¢ nep ropa nesang
embodimeht berhd isisgh gispemultlwndmbaset issa mﬁmhm@&dbﬁrmfesaﬁlyl refal fibrosis,
enbodi preferably an eighteen

glomryl mnig%fnepﬁ@pgﬁm e f; ingyry cafter éﬂg?eaf tangplaptation, chronic

f fi 0
renal foge nt h, ourt ee lg{ndgglfs | f?lgtéeﬁ%ch ﬁe%EIJ&) Qgém ofgﬁ{éﬁft} proliferative

glomdpn&;fhnas,pmphxosclhmsm sease is a fibrotic disorder,
preferably lung fibrosis conprising interstitial
pul nonary fibrosis, idiophatic fibrosis, drug-induced

In an éhbéAest, vﬁﬁ&f? R ;siefeka%ly dh flghgRndl 4B A HPSPEE sixth aspect, which is
di sease, pul nonary hypertension, chronic obstructive

preferghly murrey etibodimasat of thefirsto dheyfourthi tertbselsyenth dnerteenili and fifteenth

embod 3ty 450 5y B AT s 5t YRR PRIl g i

compribitipliviter@iliab ¥)ﬁlﬂmrhﬁycﬁbhfo§1,s jdeophbed fibfbsispafug-in8licRaEHRo ) Garcoidosis,
... intestinal tibrosis conpr|3|ng abnormal intestina
diffusqyglveplar \damagsediseaspn Pulmgnapy ihypertensios; s chronic obstructive pulmonary

diseasé] fe d{ %ﬁ (ﬂ'ﬁ' %.B%% Sgﬁcﬁ@ﬁfé KR BL O af éi?;%h Td, Ilﬁe:lmd hypertrophic

ction, collagenous co
scar, chtmatpﬁjaroamaj ahromic Wwounds, p;bsamasas, ugduyfred” srdmatraam;e, pemphegoid, burn;

fibrosis of ohn's di sease, gastr.ic uI ;. Eye . .
stomagh Bp) 1€ R Ioras GOBBRIAE FRAOHTAb BIeFuna o hygertrophic pyloric

stenosRP HiR@hsPhihe ARYRe SmAbRIARES picbA18RInS 1&15{)%&%@&8&% collagenous
surgery, fibrosis after cataract surdgery, anterior

colltlsgaﬁbwsaatrmwaamiccrypt dyperplasigc @pmn@mpmhﬁlg'osld of Crohn’s disease,
gastric l{l%eér et:)!fecfbtir,rn8§% ggrplSrLilsrmgs Rut& §0PH {)rotlc Fs))gr(r:llpaflthgt?g (I)pci\thalmla Uhive's disease,
fibrosis after glaucoma surgery, fibrosis after cataract surgery, anterior capsular cataract, corneal
scarring, pemphigoid, diabetic microaneurism, capsule opacification; or any other fibrosis
comprising systemic sclerosis, artherosclerosis, restenosis, chronic myeloproliferative disorders,
fibrodysplsia ossificans progressive, myelodysplasia, osteoporosis, myelofibrosis, osteosclerosis,
rheumatoid pannus formation in rheumatoid arthritis, peritoneal fibrosis, myocardial fibrosis,
pancreatic fibrosis, chronic pancreatitis, glial scar tissue formation in HIV associated cognitive
motor disease and spongiform encephalopathy, gingival hypertrophy secondary to drugs and

fibrocystic disease



conprising system c sclerosis, artherosclerosis,
restenosis, chronic nyeloproliferative disorders,
WO 2iwro8Bpdpl si a ossi ficans progressive, nyel odyREI/EBI087/000832
ost eoporosi s, nyel ofi brosi 9 osteoscl erosi s,
rheumat oi d pannus formation in rheumatoid arthritis,
peritoneal fibrosis, myocardial fibrosis, pancreatic
fibrosis, chronic pancreatitis, glial scar tissue
In an glﬂbg&ﬂdeﬁf‘ \Mﬂcl'f"ls P'ai ﬁ‘ﬂefé@&ﬂ'eﬁﬁ%ﬁl tf #lE SBAR %spect which is
and spongiforme cepha opat hy, gingival hypertrop
preferatdy o figktirey etmdodimegs ofithe firstiso dlwy/fouith, tdntfhedsvadmh afnurteenth and fifteenth

nbodi pent . ich i r.ef er abl in
embodigRptEie st fshets e HSESh R ShmReiiErebdi Bredprablyy copnected with
patholB%iE:ﬁlﬁﬁbh@fﬁ?%' dna/Yr tfinsdifferentifitidn SORPRfIQUNSR, pr&ﬁéfﬂb'l'y proliferative
eventh, fourteenth and fifteenth enbodi nent of the

diabetigj xqtmoagbnctetmah aletichmgnte dg¢ related uhagulati degedenation or proliferative
vhwopﬁ fqubly connected with pathol ogical proliferation

SHAORSMY r ansdifferentiation of RPE cells, nore

preferably proliferative diabetic retinopathy, retinal

det achnment, age rel ated macul ar degener ation or
The ppablsm ruaderlying the DresehteVERIENL Hyso Ivedeinpp gBYenth aspect by the use of a
compdéﬁg\g/ g%(%(ﬁhl[ﬁg td t}? fg%tet?)ﬁfe}é Edélgﬂlx%?f)éc?gs é ﬁlagnqcléf\ﬁgg%(g:ba For thtte manufacture of
a dlaghdSMCftMlSWhéxeby bfbfél@hlytdnchiﬂ%ﬁbstﬁsftod idiusgfabforr i vivo @hdok for ex vivo

. for the manufacture_of a dlagnostlc t ool mhereby

applicgions whuah i Pesfierbly; aafifsbamnbedimgs ofithe seveRiaspest i n” vivo

and/ or for ex vivo application, which is preferably a

first enmbodi ment of the seventh aspect. In an
In an elmbodi'mmt;twhimlniis: praferaplyed eewhd }endaotdhnmcbfehbadimﬂnaspj:bt which is

the s nt h ect I C ferab a further
preferghy g onpodment of G st SabERENCH e Sexdibgipet, the compound
comprf§§§J 8 etectiBE nfEH OWREres PR | H&@@tl(ﬁ‘l ﬂ@k@)ﬁ Is' #ubeD 'vﬂ{e)‘eby preferably the
wher eby the detécti on moiety is a lab wher eby

label igrselected fFam tthe: gfauipetomprising @dtmchdmhb@hepmgnenc material, X-ray

stenn ISP INEL! ol R RN AIRRRE th ol Gihescent labels,

fluoredceelhbels, Ghfeired libeResEAie Judhiedtss, chiifdicattabels a@pRxing detectable
f1 uor escent | abel s, infrared |abels, enzyne

ions. sypstrat es, enzymes, and | abels corrpl exi ng detectabl e
ions. In an enbodi nent, which is preferably a third
enbodi nent of the seventh aspect, which is preferably
In an @mbodinieext, whichdis npreferably tahthirki efrﬁbod]lmsmsef: dﬂ:dseventh aspect, which is

nt of fhe sevent aspect t he c tool
prefergtly g dudhstyerabodment 9t Frﬁ?{g R Gl hg gevemg aspect,the
diagndsi®ed19s W R0an PPSo imaging method and/or an ex vivo imaging method, more
particularly radionuclide imaging, positron emission tomography, computerized axial
tomography, magnetic resonance imaging, X-ray, infrared spectroscopy, luminescence,

fluorenscence, and chemiluminescence.

The problem underlying the present invention is solved in an eighth aspect by a pharmaceutical
composition comprising a compound according to the first to the fourth aspect and a
pharmaceutically acceptable carrier, diluent or excipient, which is preferably a first embodiment

of the eighth aspect.



particul arly radionuclide inmaging, positron em ssion
t onogr aphy, conputerized axi al tonography, magnetic
WO 2®0M0880d¢Ee | magi ng, X-ray, infrared spectroscopgI/EP2007/000832
| um nescence, fluorenscenc& and chem | um nescence.
The probl em underlying the present invention is sol ved

i n,an. ei ght h. aspect. by. a pharnacepti.cal c osi tion S
In an efAftintind iR S Bt e PR, SR diFEns PF QR Fighigspect, which is
preferdtdy h RS RRBod At 3f BRASBGIBYdiRaht of tRESERhARP&L, the pharmaceutical

carrier, diluent or excipient, which is preferably a
compdfsjtiogtcogypniseli aneadditisinal plarmiaggwtigallysgrsive compannd.

enbodi ment, which is preferably a second enbodi nent of

the eighth aspect, which is preferably a further

In an @mbedimen! whicht ke plefdrably eartigied RBibodivherit "of @legéighth aspect, which is
aspect, the pharmaceutical conposition conprises an
preferahiyiat fugthen embedimgnieof theafinsy and sqopad ephodiment of thegighth aspect, the
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In an smbedimentt Vhigh, i §e§%§§n§@| ¢mbgdugeptaf theceighthcagpegt, which is
H . . t . . . f

prefcfiy o6y 8EL bk B R RS el 68 B sspt, e

compqundfiereithery alané wrtihesonebabnnwith anfy ofhthef ingsetdients dHiche composition
third enbodi nent . of .the ei ghth aspect, the conpound is
present h il Tovideliteliionadho R GF iiiyralon EE.
i ngredients of the conposition present in a nultitude

of individualised dosages and/ or adm nistration forns.
In an |lembedineeritosibndnis, prefiéreblyi & fiftheembadlimena dfi the heighth aspect, which is

prfer i SR e 0t RudB 6 ol PR b spec, e
diseas€@ERRIbci¥l Fon® HiskAres ficdiatdd HedaavolvinBQlgHaSBASEintéprin.
sel ected from di seases nedi ated by or involving

al phaSbetal integrin. In an enbodi nent, which is

f Ly a.sixt i [ a t . 1
In an Bpfboflifihe which, 1 ProPRA 4TS Sbindic Ot BelBRA, asppet, which s
preferzgfl)y ahfarthesdf él’ﬁb@ﬂ‘iﬁﬁf Alf ﬁﬁﬂide fdst td‘lﬂlegﬁ?lhhhléﬁﬂm of tthe eighth aspect, the
) i sease is.any of the, diseases defined in_any

dlseaS%WiOEétmdl%ﬁm?srf’éﬁgpitwsﬁ‘;swd}m?w of theFiRd IS PRSH |

which is preferably a seventh enbodi ment of the eighth

aspect, which is preferably a further enbodi mnent of
In an tmbodimest, which he psifstablyearisedintte anbodiniene ofithgheighth aspect, which is

ec t he pharmaceuti cal copposifion i.s use .
preferdf B iher R RPAmR, Hotiechist PP AEHE TSl 90 Jus sighth aspect, the
pharmide@ti€dlaBposition is used together with a method of treatment for a disease, preferably

a disease defined in any embodiment of the sixth aspect.

In an embodiment, which is preferably an eighth embodiment of the eighth aspect, which is
preferably a further embodiment of the seventh embodiment of the eighth aspect, the method of
treatment is a sequential or combination therapy with the treatment selected from the group
comprising chemotherapy, anti-proliferative, anti-hormone therapy, radiation therapy,
photodynamic therapy, surgery, anti-fibrotic therapy, anti-inflammatory therapy,

immunosuppressive therapy and anti-angiogenic therapy.



a di sease defined in any enbodi nent of the sixth
aspect. In an enbodi nent, which is preferably an
wer@hvssoenbodi ment of the ei ghth aspect, whi chPEBEP2007/000832
preferably a further enbodiéfrent of the seventh
enbodi ment of the eighth aspect, the nethod of
at ne .S uential or in tlonth
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ressj Vv
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is solved in a ni neth aspect by a nethod for treating
an integrin associated state in a subject conprising
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prefer 7 BOHPCA ERBR AL bF R ek erdtdBirhe B b8 ity G he integrin i
alphaSbedtisegrivvhi ch is preferably a first enbodi nent of t he

ni neth aspect. In an enbodi nent, which is preferably a

second enbodi nent of the nineth aspect, which is
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The pﬁhﬁg{a{uﬁn&h& n%f f;eegﬁft ﬁﬁ&etg&fig{é p‘iﬁe CE)tlt ved'i tea'l?r}]tgl ggéefc% bY a method for treating
a diseasep ira Sbedtgdcti mlqgrsmg adinénigeig em sardjeulbjyétngntdffective amount of a

sent inventiop is. solved.in a tent ect ,by a,. .
compdia REPrAIGR {6 Ak g Tt dp L BRh ASRech ool (BoMpiee ipfgeated, which
is pref&@BlyY fis€EhbEUihRnbeY e Bl Rpbctan effective anmount of a

compound according to any of the first to the fourth

aspect such that the disease is treated, which is

f er abl di ment f th t ent ec
tn an BirBofisieit ufich' firefHtDY g serd sipodighott BENESH st which is
prefermn%h ertlie? RhiboamiRae bf thetfirstentSodihettra ténth dspédt@E disease is any of
odi nrent of the first enbodi ment of the tenth

e

the disgagse definedHa cannestion with theigixdfasped. di seases defined in
connection with the sixth aspect. The inventors have
surprisingly found that the conpounds according to the

The mpérﬁ&ﬁrﬁavé sipritingly fousd fhat tHe%hﬁfoh&d&d:bb@lhlgetotthe present invention are
iera with integrins, nore particularl

particylaf Ygiapledp ﬂh‘ﬁ‘?&bw&i‘ injeErRs, morg pagicplarl @rWléumqurml@raébetal which
is alsotq.ﬁfeﬁje {‘@ﬁgg}lags a}ﬁﬁégl%%‘lt wi shing to be bound by any
eor

e I nveritors assunme that the structure
underlylng t he conpounds accordlng to the present
Wlthoutnyv?s tngotr(]) be Bo dpbayr ztlr{yctll'lllegrryl the G nt(;rsS Ia?s%ma 'k r.easltrugt(l)ue underlying
the compounds according to the present invention, more particularly comprising a central core
structure represented by A-Ar in formula (I) and a total of two radii emerging therefrom, namely

the radius Z-G, and the radius Y-V, provides for this effect.

It seems that this design surprisingly confers to the compounds according to the present
invention the ability to specifically interact with the integrin, typically reflected in a low ICsq
value. Additionally, this simple core structure provides preferable physicochemical properties,

enhanced stability, selectivity and synthetic accessibility.

The compounds according to the present invention seem to be particularly binding to and

specific, respectively, for integrin alphaSbetal. However, it is also within the present invention



structure represented by A-Ar in fornula (1) and a
total of two radii energing therefrom nanely the
WO 200708804+ G and the radius Y-Y, provides for PEI/BP2007/000832
effect. It seenms that thisé8esign surprisingly confers
to the conpounds according to the present invention
t he ability g specifically interact with t
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any of the nol ecul es described herein with integrins

Y, resp@awkyeinsgf?é thesinvendory claaely lepait dromp thet desien efesmalbmiglreules of the
prior étrﬂ\évﬁ%glqngpelc?%}il inte ;QS? gnmhf | ceo%nﬁsg t?ﬂgfaﬁisa??})r% uﬁﬂ as disclosed in

ounds acco presen I nven

WO97/35I$8175a1ﬂW(ma05vm3.9 Y- Y, respectlvely. | nsof ar, the
inventors clearly depart fromthe design of small
nol ecul es of the prior art which interact with
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ﬁmctiarmﬁlgmsupZ ﬁk&: gnanidines aniiding tdr arambtix \iifregenr omméla)ngoheterocycles are
t he /i nt onal [

e n rotein BaSIC fun ti r.ou |ke .
widelyyysed s ."H%r '&rﬁo PATHIET Sy T he S pptha Cﬁ refFrsde ﬁg &i lePﬁt?nal group which

is posﬂeél? lcR&SEd BRd& bﬁy%@%lcycoﬂaﬁfénﬁq{dﬂ\%[‘ o - cﬂﬁféeﬂefﬁ&tlonal groups
term"basic" ' reféers in so far to a functional

like argndgu)p urgd sshve thipeaguirementy Toh dnglest desigarof phipgadiue giay be taken from
ondi.t - ed. ti I
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further design of this radius may be taken fromthe

respective nore detailed disclosure of the present
The acigig|radiys Yol bears usually a carboxylic acid and interacts with metal ions which are

incorporated into the protein structure. Such interaction is also referred to hererin as acidic
interaction. Esters such as alkyl or aryl esters and amides such as mono- and dialkyl or aryl
amides being derivatives of this carboxylic acid group may advantageously be used as prodrugs
of the corresponding active compound. Such prodrugs are compounds which undergo
biotransformation prior to exhibiting their pharmacological effects and the invention particularly
extends to prodrugs of the acid, whereby the prodrug character is conferred by or resides in the
acid moiety of the molecule and its derivatization. Such prodrugs are well known in the art and,
for example, described in International Patent Application No. W000/26419, Bodor, N. (Alfred
Benzon Symposium, 1982, 17, 156), Singh, G. et al. (J. Sci. Ind. Res., 1996, 55, 497) and
Bundgaard, H., (Design of Prodrugs, 1985, Elsevier, Amsterdam). It is thus within the present



The acidic radius Y-Y bears usually a carboxylic acid
and interacts with netal ions which are incorporated
WO pa0a/08d0@1 prot ei n structure. Such interaction PGI/EPR07/000832
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mvent&a‘rt @éb? F%ma% sgpwﬁm&&g ﬂzﬁdvsmnagevaawyalé% copgiseythe prodrug form
Oftheg&ggggmdgfclotsg@h&g{respondl ng active conpound. Such

protrugs are conpounds whi ch undergo bi otransformation

prior to exhibiting their pharmacol ogl cal effects and

the .i.nvention IarI ext end rodrugs of t
For i Pt AR FEAHD b9 e ARG aFedtigRr Oy PGy invention a
carboxy¥ie| 4RE g ﬂoﬂ?t@ Dre¥brably®@e8la¥ ifferdcfibn 'ﬁﬁl‘tﬁ‘é}ufo? tl"x"enﬂltér'é&mg group of the
erivatlzation. Such prodrugs are well known in
integriay Preferdblyf the teragting, grdup wfithe dntegrin m & rcourten i on the integrin and

more g5y SRR RO YOS, hueraction agThf neasssgfilipehif a carbonyti

acid fﬁi@dtlonblngrouﬁgﬁowdé@% the TconfpdthdatoRling daahé prédent 1nvent10n Other
Desi gn of odrugs, 1985, El sevier, Ansterda It

ﬁlncthn@bgrwpﬁ Hike tetezole, xhepphatsseand %ﬁylsmfanarmdés camp grﬁ‘@sve 2s 2 binding

paﬂne?‘?o(fgﬁg hﬂ%aét%gg#}g%lﬁ B?ﬁl%r]ihteéﬁé%%fa%ﬁ g) s%g ! elmlni.’q %Ix_:gg%cordmg to the

I SC
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compounds according to the present invention. O her
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The re@l‘iluﬁgI Qﬁl&cﬁ’sr Raxi¥é bfie 8F RidR: GlRd Qfec{rb 9] 4101 5¥%h LB{cAPon which an

used al one or in conjunction with other terms, 1Is
unpairpd eleetrabliy largely lqaalxzed is called radical center. Radical centers represent the

positions where the radical moiety is connected to other molecular moieties of compounds
disclosed in this application and of compounds according to the present invention. Names of
radicals usually contain the suffix ,,-yl“. For reason of simplicity within this application also
names or structures/formulas of parent compounds are used synonymously for radicals. For
example if ,,piperidine® is listed in a group of radicals it should be understood, that it can be a

mono-, di- or triradical with the radical centers at any reasonable ring position.

The same is true for drawn structures indicated in this application and referred to as radicals. If

for example the term ,,a radical selected from the group comprising structures® is used and the



the follow ng neani ng (except where noted to the

contrary). Insofar the definitions given herein are in
we@2mh/osgodi any case only preferred enbodi nent s. PATEP2007/000832

organi ¢ nonmencl ature radi cd)s are considered formally

as derived from parent conpounds by the renoval of one

or nore hydrogen atgms fromone or _nore atons of

a
related,struchire friOBURAS are drapg vithqys apy sasical septer, pashopldebe widerstood that
tis stpuchRElebRispnts o parn 20 S Al IR31s 3k Benctated By the removal of
1, 2 orrBoliyelrogenaitoresiateing qiositios unjkss atherwisd radicabhckintaxlpostionharetindicated in

an unpaired electron is largely localized, is called
the acqompap¥ing textt or . Radi cal centers represent the
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radicals it should be understood, that it can be a
nmono-, di- or triradical with the radical centers at
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under st.ood that this structure represents the parent
under p O%8 CHYUPRY at ed radical s as generated by the
renmoval of 1, 2 or 3 hydrogen atons at any position
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acidic maejeies| are Tf| spesigl Hitegestt thatearegompetely of to some degree deprotonated in
g £ . of parent conpounds used to
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ruc properties within this
application. The term "basic noiety" preferably refers
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Ifa raﬁ»e?le‘é detaneddbyt the ey liFgst gﬂn Vi if §4f do Ssiar dyectdiondy . thiggneans, that
the radiéRadt&p1akd 0P TePrB@nt oY 2 ible RRRIFY L 18iOfn PSund wi
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hypothebieali formmlaet &*B-€3¥nBaissdefored as “direct bond”, A is directly and covalently

connected to C by a single bond and the resulting compound is “A-C”.

The term "alkyl" refers, in a preferred embodiment of the present invention, to a saturated
aliphatic radical containing from one to ten carbon atoms or a mono- or polyunsaturated aliphatic
hydrocarbon radical containing from two to twelve carbon atoms, containing at least one double
and triple bound, respectively. Thus in a preferred embodiment, the term alkyl also comprises
alkenyl and alkynyl. "Alkyl" refers to both branched and unbranched, i.e., non-linear alkyl
groups. Preferred alkyl groups are straight chain alkyl groups containing from one to eight

carbon atoms. More preferred alkyl groups are straight chain alkyl groups containing from one to
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al kynyl . "Al kyl" refers to both branched and
unbranched, i.e., non-linear al kyl groups. Preferred
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ogs ac
“Poly—unsaturated cycloalkyl” refers to cycloalkyl containing at least two double bonds or two

triple bonds or a combination of at least one double bond and one triple bond.

The term “alkenyl” refers, in a preferred embodiment of the present invention, to an unsaturated
hydrocarbon group containing at least one carbon-carbon double bond, including straight-chain,
branched-chain, and cyclic groups. Preferred alkenyl groups have two to twelve carbons. More
preferred alkenyl groups have two to six carbons. “Substituted alkenyl” refers to alkenyl groups

further bearing one or more substitutents.



definition of "substituted al kyl". For exanple, a term
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carbon atons, and even nore preferably three to six
I¢ 17
The tegrgc P&gP Qg%fso bng'és‘ Feff ﬁf&g%ea{ﬁllcrgtgdfg#e plgrgé'ft‘?ﬁv%nhgn to an unsaturated
hydrocartiamt group rcbstalﬁirlg)abltasiamermblm cyedroaiply bond, dheluding Gtraight-chain,

branchsg ﬁggl?l! % g,ycgﬁggg{)&sg ci;ﬁfilg&l )g?gl?g%el?agp S\Q/fe) 68 rt\llvgllve carbons. More
preferr‘éb( Ql&ﬂ&kl&uﬁ@lﬁv@'tﬁ’or‘@ sBd cdrbast “Sd’lﬁtlﬁ@éﬂp&ltﬁyrg‘? Rﬁ r@rt? Li9nyl groups

e’ bonds or a conbi nation of | eas
furtherdlmdngmnlemrmotersupsmutyomd The term "al kenyl " refers,
in a preferred enbodi nent of the present invention, to
an unsaturated hydrocarbon group containing at | east

The tefi€afAT RIECRA D prefélasddémboiment bk liﬁ'éﬁﬁt invention, to aromatic groups
straight- chai n, branched-chain, and cyclic groups.

havingrngthe rangg of|6kienlA cagben piontsaand isuhstmete el ee @rart@@nsel groups further
bearm&%h% ?rnfgr egg 1|tl%.lnﬁs§ :R./ Lh P4 %pgg'g eny tta%ysclo)r(nbcl;?aairﬁ%?lﬂgvn using an

ers oups

“ar” oxb‘eaylr’ peefixvefens tdmraa)gsubedrdmgtte tiiesabbe defsiiibn of “aryl”. For example, a
ycl oal kenyl ! refers, in a referred enbodi nent of
term sreqi]@s AR rFf?(}setﬁtaifY)‘rgm‘ﬂbh’%lWé te g SpGond ghotroyya 3p Oxrgen atom.
alkenyl group, as defined above, optionally
substituted. Preferred cycl oal kenyl groups are
Each afdhft abaviendgfined falkpllly "dyoloalkyhlt, andi'@nyl' sbialirte. understood to include their

halogea?ts %tgilltpgé f\gléc}%/c' al E@n%c!ﬁ)@tegref ARy trgﬂgégrgngﬁlgﬁggg or several halogen
atoms. THeMatdge %E@ﬁrﬁl?& tﬁl‘is%di’l%ri%@rz‘Mghalbgér?faaléapaé:dféﬂnga|nlfﬁi33flollow1ng

cont ai ni ng one ubl e bond ol y-unsat ur at ed
cycl oal kenyl " refers to

The term "halo" refers, in a preferred embodiment of the present invention, to a halogen radical

selected from fluoro, chloro, bromo, iodo. Preferred halo groups are fluoro, chloro and bromo.

The term "heteroaryl" refers, in a preferred embodiment of the present invention, to a stable 5 to
8 membered, preferably 5 or 6 membered monocyclic or 8 to 11 membered bicyclic aromatic
heterocycle radical. Each heterocycle consists of carbon atoms and from 1 to 4 heteroatoms
selected from the group consisting of nitrogen, oxygen, sulfur. The heterocycle may be attached
by any atom of the cycle, which preferably results in the creation of a stable structure. Preferred

heteroaryl radicals as used herein include, for example, furanyl, thienyl, pyrrolyl, oxazolyl,



cycl oal kenyl containing at |east two double bonds. In
a nore preferred enbodi nent the term "cycl oal kenyl "

W@ vpos®es al so "aryl". In an alternative nor ePCT/EP2007/000832
preferred enbodi ment the t& m "cycl oal kenyl " does not
conprise "aryl". The term"alkynyl" refers, in a

ef er nbodi t.of t present jnventio tQ an
thiazolghs Lsfaa‘(ejlé Hvar%e rb*eﬁazg*? u;rsq,@ﬁr%lr ﬂ’éad&imryéaéfla%ﬂ’ﬂé’ tetrazolyl,
b [Tal t haj fen
thiadidZBIR0 By P Toyridaping, OBf %‘d"%uz’?@%}% aoHZInyE POy, isoindolyl,
benzo@:ranyrb,sbmémnm indazolgl, Vienciamidazedyl, Wonzhisrellybrbadoxazolyl, purinyl,

. alk ny rou s. have t to s .X_.car Substituted . .
auinorGs o By E PO eni holifo Pl Biaehfisd guinoxaliny,
naphttIdif§R) BtefididS,| Eddb£01y3, aditBn}le pHena2inyl, pl{e%f)ﬁﬁ&mﬁrhn@ phenoxazinyl.

preferred enbodi ment” of t he present invention,

“Subs@mtmldtemoegyb uplsrsHgheregoaryl graupy farther bearigg poe erm@air fubstituents.
atons and "substituted aryl"” refers to aryl groups
further bearing one or nore substituents. It should be

The tétﬂﬂ EhéE009L1 1N aefead o GOBIAbIRAS | tON8 Urkéribered, NPrefRablArs 0’6 membered
yl" prefix refers_ to_anal ogs accordi ng to the above
monoqyéhq: Ar 8iter] lgnemperpd bicyclie heteraeyrle radicalawhich meay bgseither saturated or

unsaturzﬁ&y la?l)c(lyls nf)ﬁfa%rﬁat 0 E@{:% I#}et%@%gﬁl ldfoﬂ%ﬁﬁrg otf%a?ooiifff?rﬁﬁsg gnd from 1 to 4

via an oxygen a above
heteroat&hiﬁ)slelectedd’pmh ledl gmhp ,com’ldmgaffyﬂltro@mabkygm anidcmlfat.OIChé heterocycle

may btﬁ%ttlgglgqglgygggyggtlg{rb t gen@@ N%rx(ﬁg ge?qgﬁlg\ryg&tg gp éhe creatron of a stable
structd?é! @E&%&f qg{%rocvaﬁe I?é’dl SNAL g%da'ﬂérleﬂ'gsi?élp?%w FaEs e, pyrrolinyl,

any gen radical efin int
pyrrolidémyl) pyaizolin)rlefpgraaphdmyka ppefdinyle dnerpbolinyie rthlonforpltmémyl pyranyl,

tiopy iy PieH GTl, THIOURS) G o SRPUORIDYr S dipiopyranyl
tetrah}fdrblﬁf'a@lyl Helx Dy Ar Sy rRIdBIYD - he&ﬁﬁydr@%r}mdaaﬁ%@rp@@@ tetrahydropyrimidin-2-

refers; in a rﬁeHedeMmlnmw rese

ylammenvedrhydm-ona@olal st dZHbiginapylsl ehdrdded, lrir@tleacabmartyl 1,1-dioxide,

1soth1a§?1&%,g{/rlre grl)}?réed ot ?Ci dga?léc{ap)% }Eg gho]iﬁg?(g@gr&?—glf)ga{tu%&d %eterocyclyl”

refers 0 NBétEloBy 1 Qarlitbmihgﬁlfoﬂﬁsdcﬁibﬁa foondn dr bAe 4ripRt BBt OPay—unsaturated
sel ected fromthe g{oup consisting of nitrogen,

heterogyajye icfers ip gterocyrly! pentainig,atileashie drubly bendsoa twy triply bonds or a
combiftdtRIR d¥at Ie%?t ogl\églltog%l] e Wah An@bfd Efp?sgi) results in the

creation e structure erred heteroaryl
radicals as used hereln |nclude for exanpl e, furanyl

The teﬁy g%pmtg ée&%géfylg & ellfss wrgtesqe&e%b&gj}&r%nqrg; f |present invention, to

heterobydlA%26 sﬁlﬁﬁ‘érrtfééﬁﬁg/ bne dtthald sﬂﬁﬂltﬂéms pyridinyl,
pyri dazi nyI pyri mdinyl, pyrazinyl, indolizi nyI

i ndol yl , |50|ndolyl

The terms "heterocyclyl", "heteroaryl" and "aryl", when associated with another moiety, unless
otherwise specified, shall have the same meaning as given above. For example, "aroyl" refers to

phenyl or naphthyl linked to a carbonyl group (C=0).

Each aryl or heteroaryl unless otherwise specified includes its partially or fully hydrogenated
derivative. For example, quinolinyl may include decahydroquinolinyl and tetrahydroquinolinyl,

naphthyl may include its hydrogenated derivatives such as tetrahydronaphthyl.



benzof uranyl, benzot hi enyl, indazolyl, benzim dazolyl,
benzt hi azol yl , benzoxazolyl, purinyl, quinolizinyl,
wa@eionossomy| , i soqui nolinyl, cinnolinyl, phthal2Zi/Ep1007/000832
qui nazol i nyl, qui noxal i nyl /74napht hri di nyl, pteridinyl,
car bazol yl, acridinyl, phenazinyl, phenothiazinyl and
phenoxazi nyl . "Substituted heteroaryl" refers to . . "
As usqdiessig apgye grdo%%u@em ap@i}a@trqa'g therfgmas "piggogen” or “N” and "sulfur,
“thio” D B8 il diR¥ sty MiizE P TP BELiREQGY SldVduiful & £ Sulfdkide, sulfone, nitr
0 stagle 5to (hén%ered, prefe$§%%£ élor’GEhe ereq one mtrone,
nitro oroNeaxid¢.i Theotertst "mitidgent o éMNEdalbo dycdhide qhatemizedyforms of any basic
. radi cal which nmay be either saturated or unsaturated,
nitrogeld i s non-aromati c. Each heterocycle consists of
carbon aton(s) and from1 to 4 heteroatons sel ected
fromthe group consisting of nitrogen, oxygen and
As usegliHefain,. thd wording Sarstanyl derivayiveref each deheaf” by cantgined oma wkitation of a
the cycle, which prefer results in,the creation of .
eroup f SoRIAOUSLs Pifer At T59 i P AP RRAER el e PHE SR i  Ogdvative. Such
derivati®€ean &S fiyderivativgisclbfd IR¥GNRIE is Mvfe Refely any derivative specified
) pyrrolidinyl, pyrazolinyl, pyrazolidinyl, piperidinyl, =
in conpetighovitingaid compentsisngdl grayp of pympennds, reppaspiyelsinltiis also within the
i perazi indal.in azetidin tetrah ranyl
preserf LSARGL A ap SHEMGIR oL 5 oh{Pallg tarl 6 fREKE BUIBmpound at any
positidhe priferalsl MY poitomwhichglai iy fpxatictass Aylemically stable compound.
|,4,5,6-tetrahydropyrimdin-2- ylam ne,
di hydr o- oxazol yl, 1,2-thiazinanyl- 1,1 -dioxide,

Chiadi.azi . ool Lyl e )
s v iy AR AR 1nd i bl o3 8501 A om 1 05
means”ddyrintegarsfiomr bitceefl, et Brdydl and"s.rlefotha wardbedngrrangectsfined by two

. contai nj ng one doubl e bond or one tr.ple hopd. o
integers gy cmixs%ﬁml%e diISHBEHN J@ \ROmnArise any dinteger, dﬁ@@l@s oig ligpits and any

integeﬁ&ﬂﬁoﬁ'is@ii'ﬁgsa?ﬁrdn%@?t two double bonds or two triple
bonds or a conbination of at | east one doubl e bond and

one triple bond. The term "substituted heterocyclyl"

refers, in a preferre odi nent. of the present
as ustEhEieht it P BRI A bt Phs orarSEaar i gfdhe group or
compoahd Wiiéh §4aBstithtd@ s Sepldded Hyed diferdh€ h@NO @Y/ ELMP of atoms, a molecule or
"heteroaryl" and "aryl", when associ ated wi th anot her

a molagpleangietyl Suels 8tog, lgseui efeatepacmplegdle os mglecuiemeistyés also referred to

. i ng as given above. For exanple, "aroyl"
lwnnnﬁgggﬁgﬁggtphenyl or naphthyl linked to a carbonyl

group (C=0O. Each aryl or heteroaryl unless otherw se
or fully hydrogenated

) peciéiipeg)éi ncludes its partiall ]
It is r Vithin prpstﬁnt SRERHPR ,thqimnryo?q gqute.rpéym‘}yng} {jya "be substituted by a
substitd&ft 2RY oA ULRRIniBY oty of §h¢ BRY WA i QlYsA¥lted may comprise several

substituents which may either be different or the same.

The substituent can be selected from any of the groups, moieties and substituents disclosed
herein. However, the substituent is preferably selected from but is not limited to the group

comprising

H, alkyl, substituted alkyl, cycloalkyl, substituted cycloalkyl, heterocyclyl, substituted
heterocyclyl, aryl, substituted aryl, heteroaryl, substituted heteroaryl, hydroxy, substituted
hydroxy, thiol, substituted thiol, formyl, substitued formyl, aminocarbonyl, substituted

aminocarbonyl, formylamino, substituted formylamino, aminocarbonylamino, substituted



napht hyl may include its hydrogenated derivatives such
as tetrahydronapht hyl. As used herei n above and
W@ boooigflogut t his application, the terns "nitr oREHEPINT/000832
"N' and "sul fur", "thio" of75"S" include any oxidized
formof nitrogen and sulfur e.g., sulfoxide sulfone
The terns "nitrogen”

nitr ni.tro Qr -
amingeagiogylaied, @Hgnw oRy @éanm%mew Homyl. suaiguted sulfonylammo
0S8, VAR GBI o, i
armmmatlnmykonyafmmogswaqnuwﬂ mnqacsubsjgutedﬂansarbdmﬂammy, of

e SRR st AR aod. Pl BoraibonyTaTimoepstinuted

anifotHRREA bOR R AR AL ARt 0SB dAd yY §hb%ﬁﬁﬁécf arﬁﬂlotmocarbonyloxy,
connection with said conpounds and group of conpounds,

subs@stp&ombﬂoyarbomylamn@l, substifuted sulfimd, q@ldfesyelnsubsnuem sudfonyl,

b AT S e IR SR A

alkiy iyt heteto ¥yul ¥l ThAb g i fludeorh eth iR HifRidréthethyIC BedoC Aitlode, ox, acyl,
st abl e conpound. As used hereln a vvordlagg defl ni ng t he

oxyacm,tcgrb@f(ylacarbﬁ@eteowlfO@n@m s fuylagitrop "from1l to
5" neans any integer froml1lto 5, i.e., 1, 2, 3, 4 and
5. In other words, any range defined by tmo i ntegers
SulﬁSXllﬁlthJOltlllr)Sumiﬂﬁtbd)ned is meant to conprise any int eger
|n|n said |i hg%and an i nteger conprised in

cwla%ugzéalk hilereay Halioh aralkyl heictamulalio b hadroxpaliy, ﬁ@rgﬁnylalkyl,
arfifithrtRf af Jt ;%fb%n aﬂ'{nq 1 1, ﬁr%?xoga[rg%flﬁ{un%mgg g?nﬁoﬁg‘élﬁﬂoalkyl,

I'S substi rep by "a erent
angmsu@ngfallqﬂ,ommpowlfmyhuuhcmllqu animotaboydoxyalletly. Such

oxfieeim Branbaly, Bicaty; AES L Suramiaiih farbemdptialiSn
oxWarbtny1 ARSI, Bfrﬁ&c?a‘ﬂ&yl | RiRAboAN atiYRaliGN, MHmtdchfuoﬁwalmy

in tufn be substituted by a substituent. A group,
aminathiotarbenylexyiabityy, asinothéocaiboaylahiindalkyd, eutsitarbondamineglkyl,

conprise several substituents which may either be

different or the same. The substituent can be sel ected
alklylcgBloalkyl, @ikylieergéyuiyisalk Piatyd! dlRAhéBfbabi PakylbkE HliSy Icarbonyl,

di scl osed herein. However, the substituent is
alkﬁ}aéile@%wlygall@éeaéhpwyﬂwemlkylgmmcanbpmlawq, @lkylsalfonylamino,

an%{/agjfioa y ,’I agﬁgg?lh'{ou e c &{}Mﬁrﬁ;@ Qlo Y’yl

alkyldxytarbouiydaimino, alkylthio, alkylsulﬁnyl alkylsulfonyl, alkylcarbonyloxy,

alkyloxycarbonyl, alkylamino, dialkylamino, alkylthiocarbonylamino,

alkylaminothiocarbonyl, alkylaminothiocarbonyloxy, alkylaminothiocarbonylamino,

alkyloxythicarbonylamino,

arylalkylcycloalkyl, arylalkylheterocyclyl, arylalkylaryl, arylalkylheteroaryl,arylalkyloxy,
arylalkylcarbonyl, arylalkylaminocarbonyl, arylalkylcarbonylamino,
Arylalkylaminocarbonylamino, arylalkylsulfonylamino, arylalkylaminosufonyl,
arylalkylaminosulfonylamino, arylalkylaminocarbonyloxy, arylalkyloxycarbonylamino,
arylalkylthio, arylalkylsulfinyl, arylalkylsulfonyl, arylalkylcarbonyloxy,
arylalkyloxycarbonyl, arylalkylamino, arylalkylthiocarbonylamino,
arylalkylaminothiocarbonyl, arylalkylaminothiocarbonyloxy,
arylalkylaminothiocarbonylamino, arylalkyloxythicarbonylamino,



het erocyclyl, aryl, substituted aryl, heteroaryl,
substituted heteroaryl, hydroxy, substituted hydroxy,

W kioslogsogubsti tuted thiol, fornmyl, substitued PGF/EPI007/000832
am nocar bonyl, substituted7am nocarbonyl, fornylam no,
substituted fornyl am no, am nocarbonyl am no,

oA BTSSR S TaecH o 01 e eshonb,
aryqﬂhfh%%éijof) Y9 BafRdnyHigs '&ﬁﬁﬁﬂx&%ﬁgﬁ%ﬁmmlﬁﬂylmmm

an1nocarbony|oxy, substltuted am nocar bonyl oXy, ami no,
mﬁmbmsmﬁnﬂdmhmop%@bsM1m edylamimpcabboylpkymryloxycarbonylamino,

r.bon bst ted, am no hi oca b ny| .
g iSRGl oSy PR i foRy B, Hytamino,
mﬁﬁﬁd&ﬁ&&lE@ﬁﬁ@@ﬁ%ﬁﬁﬂ&hmaﬂb&ﬁﬂhh?@ﬁﬁ&ﬁﬁ&k&%& loxy,
substi tuted am not hi ocar bonyl ox substi t ut edy

arylaminettiecarbanylamin rasylosyitbicarhanylamised f i nyl , sul f onyl
substituted sul fonyl, substituted carbonyl oxy,
substituted oxycarbonyl al kyl oxy- heterocycl yl,

cy&bﬂ&f'laﬂdyﬂ@dlcﬁll&y}’ | @XMark@lz&lE}QBt}téﬂoyyclylh a&&%nylalkylaryl
trifluoromethyl, difluoromethyl, cyano, nitrone, ox,

cygleglky aBsy;}lafé%rparYE&Vﬁsﬁlyvlaﬂﬁyé@%ﬁml@alk&laikvgmub, .
°y§'§%:li‘gfam¥‘aﬁ“{'<‘5 a‘}b%rgn ocyg{ﬂ%l%lggf)&qyé}r{@ al i;: e
cyheglkykaﬂayydmhfg;}rﬁo{lrymnmy?:kqdllzlﬁhylbﬂfqﬁy&d:ﬁmb
cyalapkye rY%P%)%w@a kYé%y}i(ﬁem Hﬁﬁ%@pw

86511291%}1{ ?&ﬁ%rt 9&5&1&?&&%&&%&6@% no, cycloalkylalkylthio,

am noca oxyal’k oxyca
cyd:lbalkalaldgyllsulﬁmll foynLdaﬂdyhlkylsdfdnfyb rcytlahllkylalkylcarbonyloxy,

er SRR Bt Parbna Rk sens £t o8RRI locsrbonytamino,

cyQBAIRPlal Ky PaRH BRI o], |é%‘clzloalkylalkylammothlocarbonyloxy,
am not hi'ocar bonyl am hoa : i car bonyl am noal kyl ,

cydbklyyl@wa@mnmymocadiomlalmn@melyeiylalkmwlnlamybnylammo
al kyl het eroaryl, al kyl oxy, al kyl carbonyl,
alkylaninocarbonyl al kyl car bonyl am no,

cyélbklk%d@?&leﬁlkﬁlr bmyélayametemcgblk«y Ics}ubﬁmpmkﬁmy&malkylhetemary1

am nosuf on am nosul f onyl am no

cyRlpNYY 2Ny 10E MR BOTRFF IRy caF RYIKSIEPLRG BT b fyslgalkylcarbonylamino,

cyﬂ})iﬂqr 2 arxgoo %31 iaﬂiﬂu? kg?llgil(ly 1sh%i)x§1%u§1 R/clloalkylammosufonyl

cydbaikklyﬂmnmmlﬂ)nsdhmmot byaiazdkjdmmoaanbnnyloxy, cycloalkyloxycarbonylamino,
i not car not hi

CYQP%V%W aﬁai%@gw% %Vﬁ?%byyl%ﬁwwyloﬁvg?@@%%ﬂw &no,

cycloalkyloxycarbonyl, cycloalkylamino, cycloalkylthiocarbonylamino,

cycloalkylaminothiocarbonyl, cycloalkylaminothiocarbonyloxy,

cycloalkylaminothiocarbonylamino, cycloalkyloxythicarbonylamino,

heterocyclylcycloalkyl, heterocyclylheterocyclyl, heterocyclylaryl, heterocyclylheteroaryl,
heterocyclyloxy, heterocyclylcarbonyl, heterocyclylaminocarbonyl,
heterocyclylcarbonylamino, heterocyclylaminocarbonylamino, heterocyclylsulfonylamino,
heterocyclylaminosufonyl, heterocyclylaminosulfonylamino, heterocyclylaminocarbonyloxy,
heterocyclyloxycarbonylamino, heterocyclylthio, heterocyclylsulfinyl, heterocyclylsulfonyl,
heterocyclylcarbonyloxy, heterocyclyloxycarbonyl, heterocyclylamino,

heterocyclylthiocarbonylamino, heterocyclylaminothiocarbonyl,



aryl al kyl cycl oal kyl, aryl al kyl het erocycl yl,

aryl al kyl aryl, aryl al kyl heteroaryl, aryl al kyl oxy,
w@eoorasdoyl car bonyl , aryl al kyl am nocar bonyl , PCT/EP2007/000832

aryl al kyl car bonyl am no, Aryfal kyl am nocar bonyl am no,

arylalkylsulfonylanino aryl al kyl am nosuf onyl ,

he%%%%!:l BBy DSyl aip A ARG 1o

he@;dgp, kokytiiéRbordlathmbky! sul finyl, arylal kyl sul fonyl,
alkylcarbonyloxy, arylalkyloxycarbonyl

aryI al kyl am no, aryl al kyl t hi ocarbonyl am no,

heéf%yaﬂy@lfngj}cm%qﬁwgla gr o n%ylawmeterocyclyl heterocyclylalkylaryl,

he@fddyalyklkyAndtaiohRil Hetdrb&R Y8l IRy, heterocyclylalkylcarbonyl,
aryl al kyI oxyt hi car bonyl am no, aryl cycl oal kyl ,

hetgraayplyialiedaqpinogarbonyly heterpryclylalkyicarhanslamino, ar yl oxy,
e R ins R P L ATAARRERBRRL .1, AR SRERIRMALT "o
he&mdyalylanlqauﬁmyﬁfonﬂc hétamcyﬂ§la|llfy¢dim|namlfmﬂammo

yl am nocar bonyl oxy, aryl oxycar bonyl am no, arylthio,

he@rwglyhikwnmoaarppulm%Agﬁrerocaacwa! Ip%ypropylamino,

heFdey i HERAR Heter S U MG AR blepl 50 BAG MO

hearqc:yallylarhlqtlb’ellrbm@ﬂdmnhhtlaf(dcyolymkglbmcytﬂohylahbtﬁfopbfdm;ﬂiq,lamino,
iR oaiﬁi%f@w%r CycEﬂaeeﬁ}%ﬂmcw&frlbmoam&ws?w

R B SR LU LB ooy,
he@yﬁyolaldl@la*ﬁ@bmbobyiayﬁmn no,

cycl oal kyl al kyl am nocar bonyl am no,
cycl oal kyl al kyl sul f onyl am no,

he&Y&Eﬁé*diUz{lﬂ*lkﬂétW@E%Wl heteroarylaryl heteroarylheteroaryl,
| a

cycl oa | am nosul f onyl am no
@y@[ry_lg}ckﬁe@rwylgmbﬁ@ﬂahggm{mmocarbonyl heteroarylcarbonylammo

AN AR 5 TP P,

hetémlrﬂaﬂnhwsﬂﬁ&wmﬂmbplﬁath@xwlammocarbonyloxy, heteroaryloxycarbonylamino,
cycl oal, kyI al kyl o car bonyl , cycl oal k¥l al klyl am no,
heteroarylc

t@m iq, egrm %h,hg‘@ ﬁlil fﬂjlyl arbonyloxy,

het%)’d%}')qe{qt%* alngy :ham iy Eﬂnoc A Et@ﬂ%]kylthlocarbonylammo

hete;ua:qdamky):tlalbtajbmyil dﬁtdtoarghmh?otm_oambmyloxy,

heergamipEget BTN R B R Hetebenanipe.
cycloalkylaryl cycloalkylheteroaryl cycl oal kyl oxy,

cycl oal kyl car bon , cycl oal kyl am nocar bonyl
he@mryjallkk velaalkph ptamamjalkylheterocyclyl heteroarylalkylaryl

heteroarylalkylheteroaryl, heteroarylalkyloxy, heteroarylalkylcarbonyl,
heteroarylalkylaminocarbonyl, heteroarylalkylcarbonylamino,
heteroarylalkylaminocarbonylamino, heteroarylalkylsulfonylamino,
heteroarylalkylaminosufonyl, heteroarylalkylaminosulfonylamino,
heteroarylalkylaminocarbonyloxy, heteroarylalkyloxycarbonylamino, heteroarylalkylthio,
heteroarylalkylsulfinyl, heteroarylalkylsulfonyl, heteroarylalkylcarbonyloxy,
heteroarylalkyloxycarbonyl, heteroarylalkylamino, heteroarylalkylthiocarbonylamino,
heteroarylalkylaminothiocarbonyl, heteroarylalkylaminothiocarbonyloxy,
heteroarylalkylaminothiocarbonylamino, heteroarylalkyloxythicarbonylamino,



cycl oal kyl am nocar bonyl am no, cycl oal kyl sul fonyl am no,

cycl oal kyl am nosuf onyl, cycl oal kyl am nosul f onyl am no,
W@y osdoky | am nocar bonyl oxy, PCT/EP2007/000832

cycl oal kyl oxycar bonyl am no,’8cycl oal kyl t hi o,

cycl oal kyl sul fi nyl, cycl oal kyl sul fonyl,

cycl oal kyl car bonyl oxy, cycl oal kyl oxycar bonyl

cycl oal kyl am no, cycl oal kyl t hi ocar bonyl am no,

sGXSRANHIRT ARYRLCRR Ml alkylarylalyalis,
alkyYtetaradrglalighalkyly slkybay@bpiplkyhiatiolcarbonylalkylalkyl,

alkgmippiaNorniAkafial s R BEHENSRIE, 1 Y o
alkyRinSih O&abd i AT AIRMalyl, dﬂ@nﬁnﬁ,ﬁyﬁhﬁhwwymkgl, |

het erocycl yl car bonyl , "het erocycl yl am nocar bonyl ,

alkydamsinosnfenylals platkyhalkyiamimosulfonylaminoalkylalkyl,

ISR o SRS R dhomylamingiriplist figiioalkvalko,

al@%ﬂir@‘lﬂﬁ*wk@!maﬂ@@sﬂlfoﬁﬁl‘ﬁlk@lﬁlm, alkylcarbonyloxyalkylalkyl,
het er ocycl yl am nocar bonyl oxy

alkyloxyearbpeylgikylalioh aorigminontkylalind: dkygijesagpamyiaminoalkylalkyl,

hetl et I ' ]
oLy Eh e Rl Rk, SRS BRI P Oty
alkybinsinothyerhsoapiantnodileflalk oIc wiklyloxly thicaebonybaiyinasik lalkyl,
het er ocycl yl am not hi ocar bonyl , het er ocycl yl am not hi ocar
bonyl oxy, heterocyclyl am not hi ocar bonyl am no,

%@@?g@g@k%ﬁ%%g %@fl%l&?%%fé?@c@@tylalkylalkyl, arylalkylarylalkylalkyl,
arjiak glheteyazirylalidylajityhedrelatkyjodyglkyl, et ak pleybopylalkyy| ar y!

mﬂgli(er ocycl logkwyg%%ﬁéwalﬁongmﬁ&%ﬁ1 yl al kyl oxy,

ary18k FlaREdchitonl Il RsHIRA CaYy R dul fonylaminoalkyl,
heterocycl yl al kyl car bonyl am’no,

arylakplaminashidnylaliyl cary latiydannionsul tony laminoalkyl,

ar;ﬂ%l{c@%%ﬁ%%o@%@mﬁ g@{ja'flrgﬂ"??y,%arbonylmninoalkyl, arylalkylthioalkyl,

ar@kPIsMENGlalyd| deyla Byl suerB ay 1h Ikl ladhIRPlcarbonyloxyalkyl,

het er ocycl yl al kyl am nocar bonyl oxy, . .
aryhatkgosysachanytaliyly @y@l@ﬂg@@p&yﬂ, géylalkylthiocarbonylaminoalkyl,
uﬂ@@rﬁgﬁ%og y};%k:é:i[)}lélg}r? g@aﬁ%ﬁ&%ﬁo@ﬁ%kﬁb&)&h&%ﬁkﬁy

arfidkglaminathiptarbéeyarainoalkyl, axplalkyloxythicarbonylaminoalkyl,
het erocycl yl al kyl oxycar bonyl, heterocyclyl al kyl am no,
het er ocycl yl al kyl t hi ocar bonyl am no,

ary1SicRsBeHAkyl SOt RMFINKIE aFRa9Mlkyl, arylheteroarylalkyl, aryloxyalkyl,
het er ocycl yI al’kyl am not hi ocarbonyl oxy,

anfierborydalkyly arylanyinoerrbastytellod sarysastoapansnoalkyl,

aryl'f%ﬁlﬁ)gg%grlx Lﬂ%{n%ykgﬁwéuQﬁ)rngpa%hgaﬂﬁ? arylaminosufonylalkyl,

arylaminosulfonylaminoalkyl, arylaminocarbonyloxyalkyl, aryloxycarbonylaminoalkyl,

arylthioalkyl, arylsulfinylalkyl, arylsulfonylalkyl, arylcarbonyloxyalkyl,
aryloxycarbonylalkyl, arylaminoalkyl, arylthiocérbonylaminoalkyl,
arylaminothiocarbonylalkyl, arylaminothiocarbonyloxyalkyl,

arylaminothiocarbonylaminoalkyl, aryloxythicarbonylaminoalkyl,

cycloalkylalkylcycloalkylalkyl, cycloalkylalkylheterocyclylalkyl, cycloalkylalkylarylalkyl,
cycloalkylalkylheteroarylalkyl, cycloalkylalkyloxyalkyl, cycloalkylalkylcarbonylalkyl,



het er oaryl cycl oal kyl, heteroaryl heterocyclyl,

heteroaryl aryl, heteroaryl heteroaryl, heteroaryl oxy,
wedozogsanly | car bonyl , het eroaryl am nocar bonyl , PCT/EP2007/000832

het er oar yl car bonyl am no, hé&%er oaryl am nocar bonyl am no,

het er oaryl sul fonyl am no, heteroaryl am nosufonyl,

cyﬂgﬁ yl@ﬁ? o {:]?g %{y&aﬁﬁﬁ an n?kylalkylcarbonylammoalkyl
mh&m&%eﬁmmman&l d}@foﬁfk?g{l]lgxﬁdifoﬂylammoalkyl,

het e aryl sul finyl’, heteroar ,
cyﬂealkykaﬂ«yyarmaoquwldkyl cMoaikyiaﬂcylanﬁyomﬂﬁmmminoalkyl

cyﬂ %IE?/@Q?Y%HQHP%P?H te:aﬁgirﬁycf?)aﬂ(y%ky? ycarrgonylfammoalkyl

cyasmﬁwa y%hﬁiﬁ]@@to?bl%ﬁﬂc&m%&ﬁﬂylalkyl cycloalkylalkylsulfonylalkyl,
i ocar bonyl am no

et eroaryl am not
cyslonlbylofisidadepo i albhys Ak piBIky oxycarbonylalkyl,

| al k
ey BBV AR B OB i igesrbonlpingrliyhar y1
cy&lﬁ&lﬁ&l@ﬂ(y}’dxﬂhk&ﬁ&bﬁﬂﬁh?&lb&ll cbe)TadeMlE)Mluﬂidéﬂh@é@n‘bonyloxyalkyl
het er oar | car bon het eroaryl al kl\él am nocar bonyl ,
cy¢lealkyls hosH mql,l@y cycloalkylalkyloxythicarbonylaminoalkyl,

heteroarylalkylan1nocarbonylan1no
het er oaryl al kyl sul f onyl am no,
cyﬁeilkthlyhlkylaudyardynkaalkfytlﬁ}drocyc_lylalkyl, cycloalkylarylalkyl,

het aryl al k m nosul f onyl am nq,
cy¢gal v s@{&aﬂlﬂ%gﬁvﬂeelfwéx%lk@x9yc?oalkylcarbonylalkyl,

BB N SRRABE R RIERL ) L1 (P

cyd:iealkylaam)dmf L'kaanhxmillyyloogy:loalkylsulfonylammoalkyl

cy«ﬂ roar%sg Eq{&lawg%yéro&% %ﬁ%ony 1noali%)|flam no.

cy&l@ﬁlﬁ&l@ﬁﬁﬂdcﬁ }'%zﬂﬁ%’lh bf@é’dli@ﬂﬂ *oarbonylammoalkyl cycloalkylthioalkyl,
het er oar am not hi ocar bon

cytlealkyls W@lWI%{ﬂioaBMﬂutfeaylm Icadpaibylcarbonyloxyalkyl

R e

cyabéakyllaﬂﬁmmabatbaxhﬁalk ], kyéloalaylkmhmmab&bb@wwaxk 1,
al ky car bonyl al kyl al al kyl am nocar bonyl al kyI al kyl ,

cyelpud ylégy%hypth%gpwp&wk>¢|ycloalkyloxyth1carbonylammoalkyl

al kyl am nocar bonyl am noal kyl al kyl ,
al kyl sul f onyl am noal kyl al kyl ,
hemfdcyblgltdynhnalk&bﬂkyldid(grbajrdlylheterocyclylalkyl heterocyclylarylalkyl,

hetglr X l&me%%gly :l{a;%gq)ﬁbﬁém@%ﬂ heterocyclylcarbonylalkyl,

hel%l‘d&%l?l%ﬁﬁé&%ﬁﬂy?dﬂfl%t&ﬁbf’dl%&rbo@l&)ﬁﬂo%l K98l kyl al kyl,
al kyl sul finyl al kyl I'sul fonyl al kyl’al kyl ,

hetatdcyclyhmboegalrmkam@bdkkly h¢terocyclylsulfonylammoalkyl

hetglf K ﬁp@(ﬂﬁfﬁ%@lh% oqulﬁwosufponﬁal kr%aﬁ(yp/l '

heterocyc1ylam1nocarbonyloxyalkyl heterocyclyloxycarbonylaminoalkyl,

heterocyclylthioalkyl, heterocyclylsulfinylalkyl, heterocyclylsulfonylalkyl,
heterocyclylcarbonyloxyalkyl, heterocyclyloxycarbonylalkyl, heterocyclylaminoalkyl,
heterocyclylthiocarbonylaminoalkyl, heterocyclylaminothiocarbonylalkyl,
heterocyclylaminothiocarbonyloxyalkyl, heterocyclylaminothiocarbonylaminoalkyl,

heterocyclyloxythicarbonylaminoalkyl,



al kyl am not hi ocar bonyl al kyl al kyl ,
al kyl am not hi ocar bonyl oxyal kyl al kyl ,

wa@bkdoghssosnot hi ocar bonyl am noal kyl al kyl , PCT/EP2007/000832
al kyl oxyt hi car bonyl am noal B¢l al kyl ,
aryIaIkylcycloalkyalkylalkyl

hetg;%ﬂy kﬂyﬁ%&ﬂe&é}&%; I5%'/1:(g%tlérocyclyf.é&kylheterocyclylalkyl

e
hetarchellylaj/k)dembm*ryj!dlhyh hﬂaﬂok:yctlylalkylammocarbonylalkyl

hetg{:cij/:lp'gl:y@llfyigﬁr ?q.ngll%g%l%mgtgl%cyglylalkylammocarbonylammoalkyl

he@f&?@?l‘a‘fﬁﬁéﬁlﬁﬂ?%ﬁmﬂ@lkl‘(éterocy&cl¥lalky1am1nosufonylalkyl
ary kyl'am noSul f onyl’am noal

he@r@wdkaﬁmmwaMmWQkylk bd:terocyclylalkylammocarbonyloxyalkyl

nefiro IR BT e R R ARG

het@fdé?ré\l:yl@l’kﬂﬁflﬂﬂﬁmk?Khédel‘d(:?'cllyﬁﬂk&lﬁllfbhblw ar bonyl al kyl,
ary I'am noal kyI kyl't hi ocar bonyl am noal kyl ,
het@rcy:[yglyl@ik dwgqr@gy;@yﬂlalkyloxycarbonylalkyl,

het%¥%&@l&ta¥l%ﬁ£ﬂl&g%ﬂ%&f) %fé‘{ego%ﬁ;&y?gﬂ}/ﬁ hi <{<arlfonylam1noalkyl

ary am not hr écar am-noa
he@chlyallyl@)}'ltﬂafmhlbtlﬁ@daﬁmiwlaiklylnhﬁiéxjéyj'clylalkylam1noth1ocarbonyloxyalkyl

aryl cycl oal kyl al_ kyl, aryl heterocycl yl
hetgfgpyglywlg{lW*not@qw%y@ngap@lk&lb hg)tproc&qly]aﬁgy;l,cgqyﬂyparbonylammoalkyl

aryl car bonyl al kyl, aryl am nocar bonyl al kyl ,

aryl car bonyl am noal kyl , aryl am nocar bonyl ami noal kyl,

heteroarydeydlanlylaliy T helekoarylhetesoc gty atig i itarbary layylalkyl,

helBraAr A OB NS ARRgTYAkYl hetsEoarslcamnpyalivhoal Kyl

he@fdéﬁlﬁ‘xhﬁ@ch’r%nylﬂ )éi %Hiefda@?’lkﬁ%w}lamﬁ{oﬁlk%w fonyl al kyl,
arylcar bonyl oxyal , aryloxycarbonyl a

hefarqalr)elammaadbynylamnydaﬂml dmaﬂrml,%ulémmmainbglﬂ(yl
hetgf %ﬂ%%&ﬁogglgp(gg R‘%}e&g@ﬁ#aﬁwosulfonylammoalkyl

het@fdéi’ﬁﬂihﬁi&:ﬁ*b@ﬂﬁb@ﬁl‘k’}‘lalﬁEtél@@x‘yMycarbonylammoalkyl heteroarylthioalkyl,
yl oxythi car bon%}I am noal

he@gg@nda;lﬁyylalkp@ the gqaggpqurg{q@yl heteroarylcarbonyloxyalkyl,

hetgg %lhgal )ﬁ%@kiﬁ@f,y@éﬁﬁ%&iﬂl%ﬁwl, heteroarylthiocarbonylaminoalkyl,

het(emkyjahhmltlﬁbéaﬂbdm'ﬂaikydahqtéx@hjw'im1nothlocarbonyloxyalkyl
al kyl al kyl oxyal ky

cycl
e@y@rﬁammﬂapm %lﬁwlgymtewaflwmrmv%%!}%r bo
nyl al kyl, cycl oal kyl al kyl car bonyl am noal kyl ,
Cycl oal kyI al kyl am nocar bonyl am noal kyl ,
heteycardalkilelycloatiy ailkyl deydroarylabioiiepérocyclylalkyl, heteroarylalkylarylalkyl,

hetgﬁ)%lpagl:kﬁ%gl KYJ g(gyﬂglg%{r(?%ﬁggm&!;{glgp’k)I;Fteroarylalkylcarbonylalkyl,

heesakRalkidabahdcat oy ﬂ@y@r&%}b‘i@ml&ﬂ)onylammoalkyl
cycl oal 1yI al kyl oxycar bonyl am noal k
heteroarylalkylaminocarbonylaminoalkyl, heteroarylalkylsulfonylammoalkyl

heteroarylalkylaminosufonylalkyl, heteroarylalkylaminosulfonylaminoalkyl,
heteroarylalkylaminocarbonyloxyalkyl, heteroarylalkyloxycarbonylaminoalkyl,
heteroarylalkylthioalkyl, heteroarylalkylsulfinylalkyl, heteroarylalkylsulfonylalkyl,
heteroarylalkylcarbonyloxyalkyl, heteroarylalkyloxycarbonylalkyl,
heteroarylalkylaminoalkyl, heteroarylalkylthiocarbonylaminoalkyl,



cycl oal kyl al kyl t hi oal kyl,
cycl oal kyl al kyl sul fi nyl al kyl,
w@ o osdoky| al kyl sul f onyl al kyl , PCT/EP2007/000832
cycl oal kyl al kyl car bonyl oxy&Lkyl ,
cycl oal kyl al kyl oxycar bonyl al kyl ,

cycl kyl al kyl am, noal , . .
he@M%Wi}ﬂp Hcmbgeml‘ngzmsla]kk%n}mothlocarbonyloxyalkyl,
he&Y&kﬂ@ikélﬁhﬁh&Mo@Hﬂb@ﬁ%m (K39 hekedbdr¥lalkyloxythicarbonylaminoalkyl,
cycloal kyl al kyl am not hi ocar bonyl oxyal kyl ,
cycl oal kyl al kyl am not hi ocar bonyl am noal kyl ,
cycl gal k Lkyl.o hi.carnbonyl am noal kyl ,
YRR SRRl
alk§¥oxyBatelioakylcdubsemsed Alkybiohetersdrgl, oal kyl aryl al kyl
C c!oalkylheteroarylalkyl cycl oal kyl oxyal kyl ,
al osuslRlkyland substinied alkyihiderdr®iylam nocar bonyl al ky! |
cycl oal kyl car bonyl am noal kyl ,
cycl oal kyl am nocar bonyl am noal kyl ,
Any of thel saBstitydrisimiag rbylsabétilnﬂlaﬁ liftlyélf by any of the aforementioned substituents. This
onyl al Kyl ,

| .oal kyl am f
applieggq%ﬁ%aplxzw gﬂlgﬁgﬁb F?}ﬁﬂﬂ“'&lﬁ‘i’ @544 lpg};q:rparyl and aryloxy. It is also preferred that
: i .
ko ] oo B ot o e AR oup 1 i 5. askngwledepd hat any of the
definitogrcprowideq herelif also/dpplliey to anyysmbstéthént! sul f onyl al kyl ,
cycl oal kyl car bonyl oxyal kyl ,
cycl oal kyl oxycar bonyl al kyl , cycl oal kyl am noal kyl

As usédHer QR ik ¥odnat @GPHRAIN leBTBoBRANE BF the various aspects of the present invention
cycl oal kyl am not hi ocar bonyl al kyl ,

the teroy/tdacla hird inglepersiehtly seledsedhfrbmxay giokpT or “are individually and independently

from %;ég:og@lr%'eg nﬁ%@g&%%@ﬁgﬁ%{%ﬂ&?}«%y& more atoms, groups, substituents,
moietiBE o WEMSdVeE Yuak Oadskhibed Ihak , the single atom, group, substituent or moiety
heterocyclylheterocyclylalk%[ het erocycl yl aryl al k

. ’ Kyl, . .
mentigped eqap cBec Beledied drosutle groupt Theewending, used ixg dTungation which avoids
unnec%g%:g:rgé%féi:o%{:ag%ﬁ%g\g%% g”{))ﬁ%cglolg )t/lfe atoms, groups etc. the same group definition
would havetodsyrepsdtenr bonyl ami noal kyl

het er ocycl yl am nocar bonyl am noal kyl ,
het erocycl yl sul f onyl am noal kyl ,

As uséﬁ%?é’iﬁ?ﬁ%ﬁ)ﬂe@t%rpﬁﬁﬂfag R bRkt OF khe various aspects of the present invention

het er ocyc am nosul Tt onyl am noal kyl ,
the tetmet“eadc gud ywhdividualtyaabsany’l oofomsl toytwo or more atoms, groups, substituents,

. ..heterocycl yl oxygar bonyl am noal kyl . .
moietigy oF  WERISHSTT 10 afacgTibes J1als B RGP S2IPRy (PR gibstituent or moiety
mentid?ﬁﬂ%hﬂ%)éoibﬁélﬁ%%&ﬂhélsﬁwmer any of the other atoms, groups etc. mentioned is

heteroc&;lylcar onyl oxyal k

I,
absenth &he vepediok yisesk jeca tiyoeation| \xgipla apeide upBgCehsAramMpettipk ps otherwise for
each oESl%eegtgﬁ% C#x}%l:é?étgc @%%&%L%g};}y%g: l%z}lb’Sent in an embodiment of the invention

erocyt nT not ni-ocar
would havetodserepsdtatri not hi ocar bonyl oxyal kyl

het er ocycl yl am not hi ocar bonyl am noal kyl ,
It is within the present invention that at least some of the substituents are non-symmetrical in
their design and, therefore, provide different orientations and optionally reaction sites or
positions which can be used to attach the substituent to another moiety of the compound. Based
on this the linkage between the substituent and the respective moiety of the compound varies
depending on the particular orientation and thus site(s) of the substituent used for such linkage in

various embodiments of the compounds disclosed herein. It is within the present invention that



het er ocycl yl oxyt hi car bonyl am noal kyl , het erocycl yl al kyl
cycl oal kyl al kyl, heterocyclyl al kyl het erocycl yl al kyl

wnedqozossoycl yl al kyl aryl al kyl , PCT/EP2007/000832
het erocycl yl al kyl het er oar yl8al kyl ,
heterocyclylalkyloxyalkyl,

any SUﬁEit_Oglngtg on *' g‘l %Lsﬁt}a{{l%g%{i ML&P&? is covered by the present disclosure and
repres&ﬁﬁt%xﬂcﬂleyéaﬂ{ek ]ikﬂ?érs bAgy t@rguRQabiovps o n|101et1es It should therefore be

het erocycl yl al kyl'am nocar bonyl am noa
undersmndemet:goc |ey4uapl|cyf Buinfaolyplothetindahélgtyle A- X-Y is NHCO, both orientations

of X afpinhaed e rehl A B Pt AlfHeQ ¥ ppd A-CONHLY.

het erocycl yl al kyl am nocar bonyl oxyal kyl,

het er ocycl yl al kyl oxycar bonfyl am noal kyl ,
It is withi ﬁ]@ﬁ;y@pgﬂtanmlpmtbw the |features of the various embodiments of the present
mventﬂogli gérg %g%@é’ gefct)él ey a i(%l%: %: f(l}/ Icbmbmatlon with the features of any other

embodiﬁ%ﬁt(@‘bf@ﬁeﬁbraédﬁy inzentde) WhQK}(@ b’()thbmatlon of an/the individual feature or the

het er ocycl yl al onycarbonylalkyl
combipgiany g @qn}qemq{y qut of the present invention with an/the individual

featurz%:@t g% gg% gqo}qbﬁ%ﬁ%kta{)’nf %’ ocar ﬁfé}r kéf'*lbodlment(s) either alone or in

comblhﬂtmwny@ryloﬂiekyhﬁﬁﬁmt(sp Ghﬁlbbﬂﬁisoboyeﬂ by the present specification. This
het er ocycl yl Ikylanlno hlocarbon |.am noal kyl
applleﬁ@@ugx‘cg |t§)| tgp mlggg,pm qqggpsk);pspectwely, of the compounds
dlsclo%QtlﬁFé?ﬁryl cycl oal kyl al kyl ,
et eroaryl het erocycl yl al kyI het er oaryl aryl al kyl ,
het er oar yl het er oaryl al kyl , heteroaryloxyalkyl

in o SGERGRhERRaOmL aLorL . hot el 0 1) AL DQRRL PN comprisig o
com Jﬂﬁaedfc@&rd}ﬂgafﬂ AR Qﬁ@)ﬁsﬁé&sﬂgﬁltllfé/ bresent invention and a pharmaceutically
het eroarylsul f onyl am noal kyl,
accepthlle samier.ydiluentrysatipiept-al kyl
het er oar yl am nosul f onyl am noal kyl ,
het er oar yl am nocar bonyl oxyal kyl ,
In coigduRd® sl ¥y GAIthE Ppydsent @ahtkit stefeopeiodasonb i@l by lin the R or S
het eroaryl sul finyl al kyl, heteroaryl sul fony| al kyl,
configheatiop 9pd yheégbwwgﬁ th one or more stereogenic carbons may occur as any

possib tglre8§51¥1 IQ:X(YrCcQ)r Rl th¥deo. %cﬁéﬁﬁ&,azmymg)él)mpounds according
I Ky

et eroaryl thi ocarbonyl am noa
to the hresant mmeynhamasmmkungcmremsymmtrﬁwmrbon atom may occur as racemate, racemic

mlxturgg{rgg ggé %k ﬂ{%t?yg:sﬂlr %gﬁg%glﬁé] 53# lexa%iw any of the compounds according to

the pré%@ﬁﬁh@éﬁﬂbh%ﬁﬁfaﬂhﬁ@ﬁﬁ?@ﬂaﬁ%@ Qﬁldﬁ&ibtnc carbon atom may occur as racemate,
het er oaryl al kyl cycl oal kyl al kyl”,

racemigcemixtergy ghy Ekantiogtesr djggtgﬂeymatlkymlg(tme or as one of the possible individual
hetero

dlasterﬁgxpgrrso l{ﬁlugllF }k{séin%rg%é lé?llgg%/(lgﬁ tg?s&;f)mpounds are expressly included in the present

inventib@t er oaryl al kyl oxyal kyl, heteroaryl al kyl carbonyl al kyl,

het er oaryl al kyl am nocar bonyl al kyl ,
It shalhbe Bpdnsstopdibx Jhecenenefrgrdimanheall iy phe art that all compounds of the invention

are preferably those which are chemically stable. This applies to any of the various uses of the

compounds according to the present invention disclosed herein.

In a further aspect the compounds according to the present invention comprise a further moiety.
Such further moiety preferably confers functional features to the compounds. It is to be

acknowledged that such further moiety is preferably attached to or incorporated into any other



het er oar yl al kyl am nocar bonyl am noal kyl ,
het er oaryl al kyl sul f onyl am noal kyl ,
wedozogsanly| al kyl am nosuf onyl al kyl , PCT/EP2007/000832
het er oar yl al kyl am nosul f ongd am noal kyl ,
het er oar yl al kyl am nocar bonyl oxyal kyl ,

t | al kyl | ami | kyl, .. o
part oggxpgrfggg{o%% :hy;p? ggg{ oﬂ)?ll'es%lrlq ﬂlggntk(%, although it is also within the present

inventEﬁt RLOAeYindiely hiit hdidieks 2nlsYd preferably the individual chemical or functional
et eroaryl al Kyl sul fonylal kyl

group hat awageyicat lof | ssieh bgmyp,opsesdrit yin, the compounds according to the present

inventﬂglt Er:ogg:{eg:tglf Egelf mcﬁﬁrg? o%ya’ acle(léyl More preferably such further moiety is an

additidil Qﬁ&_é‘fy)/'xﬂé%)’ﬂrbﬁ'kélﬁ?rab esmparidnea! iy bowhetvrierriy | adakhddd preferably
m not hi ocar bonyl al kyl , ) o
conjugatedetocaydfah& gompounsisiaceerdingonythe presentyinyention. Such further moiety is

terpar vl al kylam not hi ocarbonyl.am noal kyl .
preferiy SHRERY) Bnd e Db CaPERRBRBFRL motem g gyt ety and
deliveBulsdiety UTEedh 80 Wl axdeastydd tiadt kghk Osayfee hii@¥@r 3dn, have several functions.

substituted al kyl oxyheteroaryl, alkylthiocycloal kyl )
Accordinglys amy specificationnga fapisdioy dmstngthe purpege §9r whigh sich further moiety

SR L IS L BB L

to cycl oal kyl, heterocylic, aryl, heteroaryl and
I oLt I f t hat al ko and_ nmercapto
A et i S B Pl B S B 535 i v,

ex vivrﬁ(?% 'D{?:Waﬁ{i’/gﬁgz SifA] e&@ﬁén@ﬁ dEJ%@ti%g{nlbt hy sQNabloVi ded

erein also applies to any su ent. As used herein
in connection with an enbodi nent of the various
f.the term"each and

Ina p?eﬁ%i%é?m@qﬂan%@;%%@%ﬁ%u%& \éﬁqrgéciﬁgg 6{3‘ El:?e present ipvention comprises a label

and isl A MR toyh a8 dsnperdRipsuhd AR RERE t81thE bresent invention. By a
selected fromthe group” reférs to two Or nore atons,

"labelegt eompound @benriling do the, pragsinkinvestian” herein ssoweant agethpound according to

descri bes that, the, si.ngle,atom. qgrou subst,i tuent or
the présERGPY TR B ha A RS SR i SpPER oSN s Foln@hiached to or
incorpRAted i It the detekfiow 6fthe Pampdusd oAtHRI BEnpolie BBGEPRIoYa target such
repetition as otherw se for each of the atons, rouPs.
as an igtegring legenginb labdsips wedihsrain.gnayrtaem fom any e following classes:

OB ROBHAL A e BT ERI PR, B quang pamapne
materiak) b X-rayratteheatingr matesalc b) amdune tibelsovdath yorapssnbut are not limited to
nore ato substituents,

., refers . to two or , gr.oups, Iy
amﬂmﬂl&ﬁ,eerrt@gn%rorwl?gP@or&%%maeﬁdwEﬂ@gl&B?@e% Of (P&hert pratedis gjch as biotin or
antiboé%QH&O&EPH’PCOI&‘(&G?El’lén&‘iﬁﬁﬁin@iceﬂ@'lﬁhﬁxe%ﬂf bP AGGreS@Rt Bbels; e) enzyme

absent” regardl ess whether any of the other atons,
substragieo ap snzitmees; apdtf) ortker labels complexing detectable ions such as hexahistidine
sequence. The labels may be incorporated into the compound at any position using well known
methods, which are selected, in part, based on the chemical nature of the compound and the
label. More preferred labels include ¢, Be, BN, 3 H, ®Tc, biotin, and fluorescent labels as are

well known in the art.

A specifically bound labeled compound could be detected by using in vivo imaging methods like
radionucleotide imaging, positron emission tomography, computerized axial tomography, X-ray,
infrared imaging, or magnetic imaging resonance methods. The specifically bound labeled

compound could be also detected using ex vivo imaging methods, wherein, following the
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are well- KGN tliowdtt. A- CONH- Y. It is within the present
invention that the features of the various enbodi nents
of the present invention can be realized either alone
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the present invention is related to a pharnmaceuti cal
gemheé%ﬂ?ﬁg%i"?qt‘éfﬁ’ AJiR9FPERg a conpound according to any of
the aspects of the present invention and a
pharmaceutically acceptable carrier, diluent or
More prefarghleahd gémeralbnmgplicalsle do any Gatedr moidth desoribsé herein, the attachment
i pventjon stereogenic carbons may be. in the Ror S, | )
of the egﬂmcgh?%{w%wdaﬁ? OrARE: Of Fé’r%sswp%‘uﬁr&sowtt © Sythes mejgyds achieved

throughl£ bRAGREMnEcHAIAP WhidP¥ RECHd BSmARY group comprising covalent binding,
non-covalent binding. For example, where the pharmaceutical active agent is a cytotoxin coupled
to the compounds according to the present invention. This complex should bind specifically to
the integrin alphaSbetal, which is poorly expressed on quiescent vasculature, but significantly
upregulated on endothelial cells in tumors and after stimulation with growth factors. Therefore
this complex should bind only to activated endothelial cells, which are symptomatic for disorders
connected with angiogenesis, kill these cells exclusively and stop consequently the pathological

angiogenesis.

In a preferred embodiment the further moiety is a delivery moiety. Such delivery moiety is any

agent which is suitable to improve the stability, solubility and pharmacokinetic properties of the
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addltl‘fﬁﬂréb’n‘@gls“ﬁﬁ}eéaﬂﬁl“@? fe@8%-y the individual chemical or
functional group or arrangenent of such group, present
in the conpounds according to the present invention
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conmpounds according to the present 1 nvention. Suc
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SU54161632(!,eﬂ&-(9006)mroPTKﬂ&?/ZKQﬂ@M VBGYi o NE(E(—reCIeptm mRNA interfering

Vi v A pr ferred det ection noi et
drugs nggpncpﬁd epllz agf RE the %qg@ndgrpélgﬁir?&gloggmc growth factors

such &CPPIGH Rdat &hérg.e RA&S prefertddV BRE-LRRo LR dr88S aft iiBitors of matrix

metalloproteases, endogenous inhibitors, such as endostatin and angiostatin, other integrin

inhibitors, thalidomide and derivatives and others. A preferred agent used for photodynamic
therapy is Visudyne. Prefered agents used as anti-inflammatory drugs are steroids, nonsteroidal
anti-inflammatory drugs including aspirin, folic acid antagonists (e.g. methotrexate),
hydroxychloroquine, sulfasalazine, pyrimidine synthesis inhibitors (leflunomide), COX-2
inhibitors as well as biologics such as compounds directed against cytokines (e.g. TNF
antagonists like Enbrel, Infliximab, Adalimumab), compounds directed against T cells, antigen
presenting cells (e.g. Alefacept, Efalizumab) and anti-inflammatory cytokines. Prefered agents
used as anti-fibrotic drugs are interferons, TGFB inhibitors (e.g. TGFB antibodies or soluble
TGFB decoy receptor), inhibitors for other integrins (e.g. alphavbeta3 or alphavbeta6),
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compdsiinaand{prthe medinament sihichpis gpanifagtered msingribe compaurdseaccording to
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R o W SRS Sy S186) IS 8 oo
metronanfit Mgt g tiee, fréqueheapplicatimpofligw dése ayemeatherapeutics (Hahnfeldt, 2003, J
enzymafil Cc reactl

i nol ogi cal or, s. For exanp]e, .the
Theor c%%’o 4%5%69%610@0% FIPRY Pf‘?fefégf;’eﬁ‘f%ﬁ@uﬁé‘tci‘a&i gormon therapy
11} afplied RPEIEE Mtichts2Rith HoAB Hp;ﬁetnﬂéﬁtec WS Gl Q¥ bekabe tat
Hsta %g?%cl:et e% é':1(J1‘ﬂt erml ncusba%ﬁon W It“ﬁ the enzyarr%e Vi aca of prosiate
cancerc Rhatodygemiic therapyois ébe emrend istandard riegtaent foredafined stages of age related
maculztlrhcﬁageneration based on the photochemical injury of the blood vessels in the neovascular
membranes of AMD patients, through the properties of a photo-active compound and a targeted

laser treatment of the affected areas in the eye (Verteporfin in Visudyne, Novartis).

In a further aspect the present invention is related to the use of the compounds according to the
present invention as a medicament and for the manufacture of a medicament, respectively. It is to
be understood that any of the compounds according to the present invention can be used for the
treatment of or for the manufacture of a medicament for the treatment of any of the diseases

disclosed herein, irrespective of the mode of action or the causative agent involved as may be
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prolife?ﬁginté gﬁ%}gﬁ{)ﬂl tﬁr;/cf %iiri:ﬁférﬁﬁtigﬁ BEEellsOALRE i Rs8 68 h PailidgéE ¥R Ese means a
condition where a pathogen or an unwanted organism is present or present in a concentration or
compartment where it is undesired and thus subject to reduction in numbers, removal,
elimination, prevention of invasion and/or destruction by using the compounds according to the

present invention.

The term “treatment” as used herein comprises both treatment and prevention of a disease. It also
comprises follow-up treatment and a combination treatment of a disease. Follow-up treatment is
realized upon a treatment of a disease using compounds preferably different from the one
according to the present invention, for example, after a failed or insufficient pre-treatment of the

targeted disease, such as chemotherapy, anti-hormone therapy, radiation therapy, photodynamic
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The term “inhibition of inflammation” preferably means the inhibition of processes connected
with a chronic or acute pathological immune response such as vascular and cellular reactions
mediated by chemical factors that are derived from plasma proteins or cells and are produced in
response to or activated by the inflammatory stimulus, by administering a compound according
to the present invention, whereby the compound interacts with an integrin, preferably
alphaSbetal, thereby reducing or inhibiting inflammation in the tissue in the individual. Such
inhibition provides the reduction of severity of a pathological condition associated with
inflammation. Inhibition of inflammation additionally or alternatively means the reduction of the

amount of immigrated and activated immune cells or the level of mediators of inflammation in
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rnon maans

the otHee imegriri($)er apy usually applled to cancer patients with
hor none dependent cancers such as breast or prostate
cancer. Photodynamic therapy is the current standard

The cShfG T8 Bcdr@ingd8f the presth@Fentn &3%undels®od%o bind to an integrin thus

interfering with the binding of the integrin to a ligand. Preferably, such ligand is expressed in the
extracellular matrix of a tissue or on a cell surface. The specificity of interaction of the
compounds according to the present invention with the integrins, more preferably with
alphaSbetal, defines the molecular environment where the compounds according to the present
invention are active in terms of integrin inhibition and as compounds for the treatment of a
disease. Integrins are crucial in mediating a number of biological processes, whereby particularly
integrin alphaSbetal is an integrin strongly associated with angiogenesis, and even more
preferably related to pathological angiogenesis. As used herein, pathological angiogenesis is any
angiogenesis which is undesired. An undesired angiogenesis is any angiogenesis which results in

a disease or condition which is different from a desired condition, at least from a medical point



macul ar degenerati on based on the photochenmical injury

of the blood vessels in the neovascul ar nmenbranes of
WORD7pstorent s, through the properties of a phoPCFER100V@0832

conmpound and a targeted | ager treatnent of the

affected areas in the eye (Verteporfin in Visudyne,

Novarti s) further aspect the present invention

. I'n .
of views Addstigrially @Pﬁ@e@éewoﬁlsq geonglyssastted wathr efhgrgprogesses based on
patholbEalfh Z5 1, pRYREIGR 4T RTUBHISERA W ccp Fufher hidases hich can be
addressetbiasing the domipatindsraccaflirtgte thopresant disveaticoamti thgsetwhitihere connected
. resent inveféi}on gan.be used for the tagat q;strgt of or, .

with 910 WhERR, RNtk 4 JPHowing, PESRES sntavpledt mEolieratiop. fpigration and
differenfiafdofoflpid3Betdi SRmeQIngdi! 0sed herein, irrespective

of the node of action or the causative agent invol ved

as may bespecified herein. O course, it my

articularly be used for any form of, such disease.. . .

Howefitc g 3 areli o B <oMipofies sk o€ Brefjaiehtion is not imited
to confpRHUER inhebiB&E bf thRSbindiRe of 8h BhtBgrid & 1 BRsnda BYt #86Mpound according

whi ch is observed in connection with the particul ar

to the presentsavension cap atsoxhangaitie tiding charaeferistics o shaaintegyin to the ligand
an, AL 1 W5 RSB bl SRt ARG 5 o an sl

mechafiisaf; @HicH i¢Rides anconfisetitive androhcoaipetitivé inhiticbsrupbh Wwiich either the
phar maceut i cal cogositi on as descrjbed herein. The

integrineqitthe digaed scrhpaged 5o ag 4o madulabn the feragiionskedivecmhgt integrin and a
ligandgﬁéjrebit. %i@?g éﬁaﬁrzl':%gi e,a{h@.c%hﬁguﬁﬁﬁ#gf;@?{aﬁetot fhe tp'?@Senﬁ invergion can also

arnace osl tion and ures “di'scl ose
inducd partiahatagoristionand / toneagohaticedfeutsi @alintegrinso@iumphrieay 2000, Trends

al applicapble to the nedicanment.. Mre preferabl o
Pharmagp] Oﬁsr?aﬁm?ée% uAct awsgqrﬁﬁ%%nﬁl@&wf@@%nﬁ- ey of these situations,

. i i . . t .
. A0 WP SRy 041G 88 R BIG e o

ligand Tthereofimegasqipssi ef thel particulae amterdyiog angdeophertiars erepfes¢iiean integrin

.compounds.accordi ng to the present invention re . .
associfi T Bley M 4To0% RSy PR OBtk I prpsgnt imvenion
and tHubEbeP b BRBNItionNYE MiHiBifioA Sofd hHERBESS droRUEctiohC b Abblistid) effects on

vivo and ex vivo diagnostics, the use of said

integripg ngsousgd hergint e ferh biegrisy asspeiated estaterdh preferablyyanyf of the diseases
. i.se s dj her gi t id. . . .
disclofed efR AR IntHR" s MR 1 i SE i it ifleion is anglonesis

neovastllarinhtégy, inflapmdation andfitebsis.abl e t he al pha5bet al
integrin. As used herein, the term"di sease" descri bes
any di sease, diseased condition or pathol ogi cal

T
treatedofisisg Khﬁct’:ompolmdsl atcordingaio the preseht mwextoondcdn alss befexplained by the
impactucr)] Shi cor%tl)i()81|1 393 thlenpr%HPerr]z(;'t?otni nd migration of alphaSbetal expressing cells.
Beside the expression of alphaSbetal on activated endothelial cells this integrin is also up-
regulated on other types of proliferating cells such as tumor cells, retinal pigment epithelial cells,
fibroblasts, inflammatory cells and others (W02005/092073; Thannickal 2003, J. Biol. Chem.
278, 12384; Proulx, 2003, Molecular Vision, 9, 473; Kloss 1999, J Comp Neurol 411, 162;
Shang 1998, J Imm 160, 467 ; Issekutz Inflam Res. 1998 47, S123 ; Burns 2001 J Imm 166,
4644 ; Dastych, 2001, Allergy and Immunology 125, 152; Furgeson 1991 PNAS 88, 8072).
Furthermore, alphaSbetal influences the differentiation of certain cell types during several

pathogenetic processes, e.g., myofibroblast development during fibrosis (Thannickal 2003, J.



with the present invention the terns di sease and
di sorder shall be used and understood in an
WO paogtogdeangeabl e way, if not explicitly indi caPEHEP2907/000832
the contrary. Such di sease%my al so be defined as
abnornmal condition, preferably connected with
i.cal

mio. GRSH2 2, ERbA7 LSS e RS AT AP (r2502950) an

tumor@eﬂonmﬁlﬁnﬂ%ﬁo@fdlﬁmga&ﬁ@&erln SRR IERsEs ARNdiphhSetal ligand
where a pathogen or ~an_unwanted organismis present or

fibrongntias @ntlpwrtrgllé\at@d) e ethe raffected tissuc amdatherndore inherition tofi alphaSbetal -
esjre t o reduction in numbers,
ﬁbron?cé’ﬁd{}tgfacgg ?Hlﬂ é’i{erf c \%ﬁ%@g?ﬂs? BIPES1Rvasi on and/ or

destruction by using the conpounds according to the
resent invention. The term"treatnent" as used herein

Therelormgivesche i Aistitiiomf the:iriegsins aoq magieubmlyaolcalpbasbetal in tissues,
organsI a%lrgrlb%leﬁgtrl sgwgPtE\}ez}ﬁ%nJ t‘i’ll | gﬁﬁ\éa?ﬁg%g)ggatggﬁéb r%‘\ﬁ?%ﬁ,en“is’ inflammation and
fibrosib, thet ¢omigounds rae@irdmgdtoumerpraseht nlefEoh cah b déedemsthe treatment of

usi ng compounds, pref er abl a different fromthe_ one
dlseaS%ﬁchoqrdpM@lvms YaEoup fisties and QVaa%e; r@ﬁpwflwl.‘/e%‘rhpm%ueSa‘f%mlse but are
not lmgté‘da(b lo@ﬁ’lapﬁss'ug§ ‘éﬁé &ﬂ'{}] aofé?mtaraﬁat(ﬁg?:ﬁ £l difg tfs%e@%& %rgans such

I sease, such efapy, anti-hornone thera

as therskih, dltd joints, Hesrea,pl;adn@h dtugg)\hean; blatdar athyroidt brain, blood and neoplasms.

anti - an eni ¢ therapy, anti-inflamuatory therapy, .
Furthep figfues ager B 2nov tgspeointestipgl; tisspes, FeBieRif isses) \peaw%twe tissue,
and the &R B, al so neans continuation of the sane

treatment preferably at | ower dosage. Conbi nation

treatnment neans the treatnment of a disease with a

accor di to t he esent invent.ion in
Based ST Afe SHRPiS et Sttt 1 IR Btnt AYeRlORArg Peeferably used for the
treatmERNHPO RGeS réfiopathy AMC Bgé FERRENAGcIAUHELREratiBh, as an example for
) exanpl e chenntherapeutlc agents, anti hornones, an
diseasesq atigtatgdor top Hesulbady (issHes, t Pre @lgly agentrelatedf Imﬁ@nlﬁrngiegmratlon by
neovascﬁfa?%%t?c{) f FB?J Hgatl?tl:atljtn%%{t of* B&{\ dlﬂe ge%mﬁ%s%e%%ngfo%& and inflammatory
oti ¢ agénts or i -angi ogeni c conp

diseasésl Femcthenonsi Sompfising i p3griidis rubdcta,agihivitisy ,arthfltlageﬁﬂlﬁons such as
affecting the, actiaon, of other angi ogeni ¢ growth

rheumatgid thyitiss prasiafiic pHtis, Byenilqatdisandsepaphritis dnflameatory bowel
diseasds WI@P¥ive YoliBEOE 'Lams&ﬁtz h&{PBhers] HEWEIEHE ackn%wledged by the ones

angi ogenesi s™ T ncludes hemangi ogenesi's, 1.
skilledpn dleas thet séroe ohtlieahseatesmaw Hﬁlghﬂld)edesmeilﬁ’erfenbmtwmmtla so far, the

af existing vessels ha r ocess
categofatfagyRresenii] 151of YRIRGTE SUQaBF Of T puaps BisQHEas t the present
invention® Ra¥R$.S tHeS c&h*)&ﬁldfsr&'&bﬁ!ﬁ@tt@ &hé Preeht |1n\¥éhﬁ81‘11 rc%ﬁrﬁe used for the
Gasparlnl et a J Tdin Oncol, 23, 12

treatmytiof anyobthe liseases gisslospéhereia. 438, 946) .

Other ocular diseases contemplated to be treated using compounds according to the present
invention are diseases which are connected with choroidal neovascularization such as, e.g.,
ocular histoplasmosis syndrome, high myopia, angoid streaks, choroidal rupture, optic disc
drusen, optic pits, acute posterior multifocal placoid pigment epitheliopathy, serpiginous
choroiditis, Harada’s disease, Stargard’s disease, toxoplasmosis, sarcoidosis, central serous
retinopathy, congenital ribella, coloboma, morning glory synsdrome, choroidal hemangioma,
choroidal melanoma, choroidal nevus, choroidal osteoma, toxocariasis, branch retinal vein

occlusion, central retinal vein occlusion, parafoveal telangiectasis, retinitis pigmentosa, Best’s



The term "inhibition of angi ogenesis" preferably neans
the inhibition of angiogenesis in a tissue in an

WO pdi7088%wal , by admi ni stering a conpound accorBCTHEP1007/000832
the present invention, whedf2by the conpound interacts
with an integrin, preferably alpha5betal t her eby

b|t|n angi ogenes thet ssue in
diseast. et iRy maPUla Py BreRRane o, PhuboRgulafE ey Riel vascular
d15eas§§c s&%v&r id g/, AfpetteRsivb Ge@Stigaily, @Abdtit ireiindpaBRS isilk®d cell retinopathy,
anglogene3|s Inh|b|t|on of angi ogenesi's neans
retmomtlsso of herematiuiy,i backgroundereginopathy.obr wdwir yeyeo dmeblmected with

neove SRR, "o R YRl AR R Bl B CTETIEE.  protfraiv
vitreoretifépathyl, Proliferative ﬂﬁbetl@lfetlhbﬁbéﬁhﬁ BEbgetndisddeé, tadernbey hemangioma of
determ ning the amount of bl ood vessel formation in_a

the retings ghompidal gripture.haefinah teleagiestaninl cysiaidl apaculgpathyy Balp’s disease,
[ I
copl i L o B L bl 85 L AT Bhordl metnoma
prerenwalt maaula Hitosis, @fulz&CMEteph&hbﬁh,O@tlﬁﬂ| cdpilibain chefread pions@etinal tumors,
such as vascul ar and, cel ] ul ar actlo di ated by
tumors; [9f e dfis £ apd; e léryt Rady.afliseases |"Y} ﬂaggﬂniscﬁ&lea} &P@Yaﬁgulanzatwn
pmqgg{.cells and are produced in response to or activated
y the inflanmatory stinulus, by adm nistering a
compound according to the present invention, whereby

In contgagwggzﬂ ofil;gse ? vy Ct S | t h &Bigirg:%il?&{){ﬂ 10 LS glrogg Iv\t/:ssels causes the
loss of ﬂglloﬁ"’ﬁﬁé le8dfin} @aﬁ&%ftb'hﬁah’f%s Hﬁ‘lrfdli\ﬁdﬁﬂéjb\‘/érQH@lage Mw the age related

I nhibition provides the reduction of severity of
maculgradtgﬂno@hoal(zdd\dlabil chagacterszed chyitled grawth ohhewnblaod cm:ssels from the

bition.o n .addi ti opal.l
choroifl Michcaertin benedity B8 RinSl Bt s BRlitsh PR, ar bgach the RPE and
enter tHEs@Hratied ?jaee afehdingt A hbMBHALzeC detschitent hﬂ’ RpEeAncpffonnanon of
medi ators o | anmation inthe tissue in presence

subretinpl saaes fodlapisd by thindaessi(igntet, 208, Sussymt meaimomgy, 48, 257). The
leadmg %oLﬁﬂb ﬁ%x{e?]se drﬁ licﬁyﬁaﬁlge&rngs% ;’ﬁ%sg gf gé V); sf’ is 81%ohferat1ve diabetic

retmopdﬁi)} DR, Iwh”&rebly ratifidl ol %s@ely\@fdllf&ﬁ&MOmg’ltHefmrfééé of the retina and
The term "{nhibition of flbrOSJS f erabl

into the, ngpglq)roﬁlt@pufn%lge@sgg mﬁe%{r@.&l ,al991 Anﬁ:%n%pilgl%lmol. 112,
Frledl%fgﬁ,ﬁbyé,'mﬁg,'%bﬂé@ynd healing or simlar irritations

OW Ng a persistent exogenous or endogenous
stimulus, by adm nistering a conpound according to the

sent inventio reby.the .conpoun nter th .
Partioff5y iy BORKLOn AP Ry ST ) CUIrent HEioE PTGt e gpathogenesis
thereof rBésRié' thé thﬂhgldcgi&[ ﬁéé\ﬁlsélﬂaﬂii&ﬁoﬁ ivaSddari18aklaB€ inflammation and fibrosis

i ndi vi dua Such inhibition provides the reducti on of
are cornegtediwith & pgogression of AMD. Macrophages and transdifferentiated RPE cells play

an important role in triggering the inflammation and the following fibrosis as well as vascular
leakage and angiogenesis by producing growth factors such as VEGF (Tezel, 2004, Trends Mol
Med 10, 417; Lopez, 1996, IOVS 37, 855; Grossniklaus 2002, Mol Vis 8, 119,). Proliferating
fibroblasts and RPE cells, activated macrophages as well as myofibroblasts in fibrotic tissues
have up-regulated the alphaSbetal expression (Thannickal 2003, J. Biol. Chem. 278, 12384;
Proulx, 2003, Molecular Vision, 9, 473; Shang 1998, J Imm 160, 467). Furthermore inhibition of
integrin signaling in proliferating RPE cells in vitro caused a reduction of VEGF secretion
(Jabali 2005 ARVO #462/B436). Therefore alphaSbetal seems to play an important role for the
proliferation of RPE cells outside the normal RPE cell layer, for the transdifferentiation of RPE



pat hol ogi cal condition associated with tissue
renodel | i ng and hypertrophic scarring. Inhibition of
WO 97084041 addi ti onally or alternatively neans BEGEEP2007/000832
reducti on of the anount of 9&éxtracellular matrix
protein deposits, profibrotic medi ators and
bl ast |n the ti sue .0 res nce t he .

cells 1§ 5, PRIRAOBEE LR PEo ok HES Srcsttim Of wORE FeHiors drish Pathological RPE
cells, fo‘? tﬁé" nfillraSOtE of hhabiphasaneetel AMD %sﬁﬁmﬂﬁ pri¥BleBQES of fibrosis

for determning the severity of fibrosis in a tlssue
followmgemisbmmakmmd angiogenasis. efommbtmdtg wrocandi mgvrm data indicate

|nvent on_ G arlt)e char act er |

alphaS\i?gltIaEl éﬂhl@ﬁ 018 Hne}ysm(xﬁ eie P’% grgcesge%lé?%q Eork}.é‘,D aat%?gle@esm of AMD

such ab @hgTbgdrieBio, inflembmtibA £fibrokis Rhd 98scORP $daRBde. MNSFACAMD RBS comprises
the i nh| bition of the interacti on between the i ntegrin

aspectarpf inflamppasionpped eﬁbreaswgl&hdsl@il bei @eaitnwe@r hereinT|§gparately again.
Nevergge{egsg rthQre' are thﬁérer L.l Qﬂ%é%%?t\ﬁﬁ:ch Qﬁ‘é Oectedl to_or which involve
mning the selec |V|ty 0 e conpoun

fibrosia nedidh prfolifethtesi ia weélh aberamsdidferchtiatiée rofn RBE| &l suchyas proliferative
referabli)/ means. a_nore than 10-fold and nore

vitreorgtingnathynwhich shall ke diseussedoin meye detaghig the feHowing. ue f or

i ntegrin al phaSbetal in conparison to the other
integrin(s). The conpounds according to the present
In theirnwental gratgr RPE rudds sarotsdongiybidhdreho tmrBrhcﬂ'zegmdmbrhim;sbut in certain

pathol%)gr}t{j #&Ielcrhj'ﬂ?)g? élllC;ltﬂS;fetl ggt; t}{ glg%t ]Zggylgg b%:g%n? fredissociate from
the mébrafs Sty RPE- %Vcﬁﬂné?ﬁbrﬁné 'se}%khgxoﬁrmé)}nbé‘ n&%ﬁdtecﬁwfsé\?e?al stimuli or

The specificity of interacti t he conpounds
partly adecivedi fngmt thet IR By rtberpsel veisn (fdiscatorl 99P1 ProgieRétint diyei Rss 18, 167).

Concopy ag‘c 8{’@} %E%%%%%? a‘i)\iﬁhaSb : a'ellsﬁlﬁf i g E’é% JFtiaRy differentiation

charactdiBti&y S%EBhin! MYEGOphaYR-1MeCledtutdsy Thide “f?ém cbﬂ§ @ﬁ[’t‘ o proliferate,
I nhi bition and as conpounds for the treatnent of

migratgjagd greate @ pravgsipral matex drigedriag the formatign iof VR nmﬁeanes Some of
the ceflf o8l RHGBHINAGCRRER ot SER BRGL B !L dbrhil Affcbfhsts during

'S an | egritn’ strongl'y associ ate

cutanedtgwo g fplaii, These fﬂh‘@lﬂaﬂtﬁWﬂP@ cellesyatteyize HGNIgHloteins like fibronectin,
atho“H%:cal angj, ogenesi s. used herein,

compayghts Apusi; s indicaling;drie §‘f°§ﬂ¢% The J: QM gragratiessin urpyfigtherj modulate the
act1v1tfé§d&5'tl{ee%ll$°‘n rg hlr ?éi?@ieg'&gééi?%hffaées réddPtors dsuglll as the integrin

angi ogenesi s n a di sease or  con
alphaShétiat. hThesreshlﬁﬁg tlssmb (PVeremti&me} displeydany ofithe d¢atiresisf a contractile

scar apd, SLJ@ i VI Bl nEenlopmsniel vk, cBe e i ractional

dlstortRiih TR PEHeEiRA, cﬁhﬂr&tdeﬁgndeﬂf & RPEtxﬁﬁﬂr&rln@i‘Hétlons such as alphaSbetal
fferentiation of cells. Further diseases which can

-ﬁbron»@tladdressed usi ng the corrpounds according to the
present invention are those which are connected

Several experimental data prove this fundamental role of alphaSbetal. Thus, alphaSbetal is
connected with proliferation, migration and fibrotic modifications of RPE cells in vitro whereas
quiescent RPE have no alphaSbetal expression (Proulx, 2003, Molecular Vision, 9, 473; Jin
2000, IOVS 41, 4324). The increase of alphaSbetal expression in RPE cells is linked to an
increase in mobility (Meitinger 2001 Exp Eye Res, 73, 681). In animal models for retinal
detachment integrin inhibitors decreased the RPE cell induced tractional retinal detachment
(Yang 1996, IOVS, 37, 843).



with or where one of the follow ng processes is
i nvol ved: proliferation, mgration and differentiation
w@Rooglogtoabbet al expressing cells. However, theP¢DER2007/000832
action of the conpounds acé@érding to the present
invention is not limted to conpetitive inhibition of
the binding of an integrin and its. |i but a
Other (63 IR FISEC CORREHG PO HE BRBCBSESisnOE AN o rPoh e megrophages and
fibrobf2BRNUaciopRadts RBLIAGLL G RA HRdrh SahsdiffOrentidted RPESEIsdr (Bme from the
the ligand and, optionally, also vice versa,
systenpe efiequddsion (PastargR002 dProgeRehtEyee Rean?sml28)chhasfibnoblasts and/or

| | post eric.mechani sm whi,ch i.ncl udes unconpetiti an
myofifroh B g6 T e e Dl Ao R A At G P b ko from the
transforiie@ RPE) célls (FaStok 20N PrdSRENBROREs 20, B57)! Phéihibifibf of alphaSbetal
the interaction between the integrin and a |igand
interagtiparcenld. inferfigrg with thenprplifenation, migratien avywpld @s trensdifferentiation of RPE
ceorgdin odh resent jnventio n.also.n -
colls RF RitlAfod B AbeltpBoE g AT 2 A ERPuR e AHffrobtass. Similar

processés &¢rdbigindd-iner patisogeRENM) of Ef&if&ﬁti@dfaﬁ&@fetiﬁ@baﬁﬂﬁ €PDR, Marano
29) or act via irreversible inhibition of

21,
1995, Exp Eye 19560, Ahy of these situations, i.e., an
inhibitory as well as a stinulatory situation with
regard to the binding of an integrin and a |igand
The cérhpsundf acagdingltesle pfeséidnypmtion and also wsefal inyinhébitimglend thus in the
of actjon, represent an integrin assocjated. state, )
treatmgplj e disgasen dnyalying <M ceumpsiping én%fa}fﬁfi GRMPralifertionndnglyding but not
limit BlifFAVe didd¥Eat (PStud R Fisb e Sude fdvive Qtrretinopathy.
lmleﬂi%b{lﬁ?on ofl ang”f’ogenesilsS or }lndausg%r{)on o%’bagonir%ﬂoga Y
effects on integrins, as used herein. The term

integrin assqociated state is preferably an he
The campgadss afieading clog teopRisent RPEBUoT B ach Wb AL he, treatment of
neopldshi8, WE@&Bby'the HeoplBSin B$ BREBEM ATl ok, SWAB |sUMBfdcterized, in part, by
neovascul-arization, inflammation and fibrosis. The _
angioggeedis. Thefnepplasmtcan [be hgpignsach enbemangiemasglipmargeratoala or malignant
such cond) 1%1i or:ll%cir%mdi 6384510 \Ahia%hn&aa}{ci boematl g Za% ed USiengrgt r1eukeamia and
aéS?‘Fﬁ%u%’qcs accord né) TP P EEERN n\Paﬁ(‘?n&% n&%u% 8
lymphbfagxibebiahe ibalighenti HopREmOhagp @k tna30NFObE 8 Snéastathe The malignant
proliferation and nigration of al phaSbetal expressi ngk .
neoplase qag begglid gumerp.ang hismatapositic sangerp gl 9e {yanphgma and leukemia. More

prefer%ﬂp#,ieﬂéﬁﬁﬁgd G0shitaly §6hd the %p(is.ﬁ)oé ! ;ﬁ%‘ir{%nceiran Osarcoma, osteoma,

ated on other types o erating cells suc
fibrosaeorhainarondwisarspoma e gliold dstq@ring rastndcysgrng, hedur@tlast@hé, sretinoblastoma, and
fibroblasts, inflanmatory cells and others
others  \Wp005/ 092073; Thanni ckal 2003, J. Biol. Chem 278,
12384; Proul x, 2003, Mol ecular Vision, 9, 473; Kloss

1999, J Conmp Neurol 4 11, 162;
More preferably, the malignant disorder is selected from the group comprising breast cancer,

gynaecological cancers, pancreatic cancer, bladder cancer, brain cancer, mesothelioma,
teratocarcinoma, astrocytoma, melanoma, angioma and glioblastoma, renal cancer, prostate
cancer, lung cancer, head and neck cancer, parotid cancer, thyroid cancer, fibrosarcoma,
gastrointestinal cancer, endocrine cancer, AIDS-related cancers, adrenal cancer, eye cancer,
hepatocellular cancer, skin cancer, thymus cancer, and testicular cancer and sarcomas such as

osteosarcoma and Kaposi’s sarcoma. Preferably, the lung cancer is non-small cell lung cancer.

Without wishing to be bound by any theory, the reasons for the applicability of the compounds

according to the present invention in this particular field resides in the following findings. In



Shang 1998, J Imm 160, 467 ; Issekutz Inflam Res. 1998
47, S123 ; Burns 2001 J Imm 166, 4644 ; Dastych, 2001,
wWae\Rdogogpp4nd | nrunol ogy 125, 152; Furgeson 199RCTERE07/000832
88, 8072). Furthernore, al ghaSbetal influences the
differentiation of certain cell types during severa
at hogeneti c esses, of i, br opl as L
many {ypgeP wmaaﬁﬁ%%@lflmssag il%umgéﬁﬁﬁi SR ihe %%%se of tymey epithelial cells
IR 16 TEhdobicBB JeelE¥ 6 G | ruinbANRRLIIARIGThS AhdiPTas on tum
(in adgitien 16 SISO &8 05285 a%dr?%mr o f’g on tumor cells
(WO20051692048). zalphaibethlr integrio ds ozerexpresssd \opr talmontchB dines originating from

at leash i BGP R GooRr RGP Eutcet Broast GRMeRh G GTLF R G dibrosarcoma, lung
cancerl, Mténlcqaelaﬁorﬁé RiaaeRat@kancef, 1268 Cahder! WA1aRah&?, and renal cell

could interfere wWith di sease pr ogr essi on. Therefore
carcinggng.cln atddetlcm, oanties celishatd eancert cellhleness rof ogfrar rogigamand representing other

rumor Pt Cingd bo AnGRARGSE Fetiadual ac Bes, BEE T RoPB ey plphasbeta
overe@?@bﬁg&nﬁm %elld afd auEaEptibk t@ttedti AARSIcell KillihgCosimo uﬂd-alphasbetal

according to the present invention can be used in the

antibodieg atheenis adirest seterpealiferptive efifess by \anticpiphasberab antibogigsson the tumor
cell pr%ﬂ?erﬁ%%ﬁ@%)@ﬁ@%hgxel P"urt RHEGre! 1638 %?ﬁheclglg&%%ﬁ)ﬁelge%een alpha$ and

uIar I'ssues

fibronéctini déminishedaeslll ubinvhl Oirde rmducsd; Uzﬁﬁ)pﬁfsﬁs O gamr swtlb ahe integrin
the skin, the joints, liver, kidney, |ung
alphaSetad seas showy m)lpe thegpgst seleyans serenion ok eelmra@Hﬁ for#umilné fo fibronectin

(N istalelt 3P Y667, 3hE€ J. ! BEnRY '79\”13"4 Fhﬁ&%ﬁxblbéﬁfgﬁlpﬂﬁ a.{'n?1 attenuate tumor

connecti've tISSUG repr ductive tiss and t
cell migratsore(MBrhled 2005 Cncegeriel i, 2030 iplsaShetad rintie gin ﬂlas bétm reported to

promef; Sitdhsel "BV, PESRELT (ORI A0S clieehgh Rigehys Res Commun.

333, 1@99‘ UH&H ef 809005 aLdn%”Caxﬁ:%r an, @5‘)6‘@&]? ef&ﬁfess%n? %?%.ﬁ?haS integrin subunit
ated to ocul ar I SSues, pre erab y age rel at

seems rtacbel agsocipserk mathethe @nDSbynwaem &euer phenctypesn AmcaiphdSbetal antibodies
treatnent, of skin di s he i Qma_a
inibit EBE BN T4 v it S O PR P O ST R ARG o8 modes as well s

in a rabSiOVX2Stufnor fedalcea, gingivitis, arthritic conditions
such as rheumatoid arthritis, psoriatric arthritis,

juvenile arthritis and osteoarthritis, inflarmatory

.. t I
Addltlgx?%ﬁJb flﬁ)@?@?& is u%#)?ﬁ%rg fgrg gl w")l%dl e%‘oﬁrf‘eg%} él aélgergifg?actﬁm of lymphatic
endothekiall deds (ZlﬂBntgiﬁf)O&J I Ceh &’Ihysohi(ﬂoﬂ%h & hdnefc&a,suhs intdbitiba of alphaSbetal
gr.ouyped to. different categories t he

far
on lynapohaeg &Pﬁ%ﬁ@ha& Fell$ i promising moactlrtjpf rrﬁr@blflﬂ% of dymghangiogenesis in
many H‘&?aéﬁfltltt, Qﬁﬁ%ﬁﬂ;&m ﬁé%fsdierJVér? BrtRAtS¥88ss in tumor progression.

I nvention npounds”according to the
The eptraesation n‘ﬁdnmoomeﬂanwbelymamﬁ oressehe plays an essentlal role in tumor

dissimination and therefore metastasis.

From a physiological point of view, the newly formed blood vessels in this kind of neovascular
disorder provide the tumor cells with oxygen and nutrients. They are necessary for further tumor
growth above 1-2mm’ and form a gateway for tumor cells to enter the circulation and to
metastasize to distant sites of the body (Folkman and Shing, 1992, J. Biol. Chem., 267, 10931).

Thus, by acting through the above described multiple mechanisms, alphaSbetal antagonists

prevent tumor growth, invasiveness and metastasis.



treatnment of any of the diseases disclosed herein.
O her ocul ar di seases contenplated to be treated using
W@ oposaeds according to the present invention BEEEP2007/000832
di seases which are connecté@6 with choroida
neovascul ari zati on such as, e.g., ocular
hi st opl asnpbsi s syndrone, hi gh nyopia, angoid streaks,
choroi dal rupture, optic disc drusen, optic pits,
SeverzﬂCH{h‘ér p&i§éa§£é OJlsdniH'd)lfv@Cﬁfteéi’ina‘}ﬂédi]ath 98f&ks and processes, such as
epi thel 1 opat hy, serpiginous choroiditis, Harada's
atherostileresis eproSiessiom ragd srestiesess el,’artlclﬂm@}’,a&rmegpsm and migration are the

rcoi dosi s, ntral, serous, ret co
eiteaf R YRR AR SRR R Tl Sl PO RO bite; T e ORuRes- 77 1129)
and uRRIREW vastalar GBPHiP ipestless¥B liARRERIs 6N aftRididlerdtRY pitients cause coronary
choroi dal osteommn, toxocariasis, branch retinal vein

restenesis(Rasdol 99EANASI 94,8809al vein occl usi on, par af oveal
tel angi ectasis, retinitis pignmentosa, Best'sdisease,
adult foveal macul ar dystrophy, problens after
It is toPbeohrieesdend thhi 1B afdrem@htidiRd dikasaslage pattiselad e distuseh vilfich are based
hypertensi ve retingpathy, diabetic¢ retinopathy,
on patbpgmcél argipgengsis-ndpweYsy, theconinoyadhgecerdipng évtheupriesgpt invention are
not lm}ﬁ?e(éll&g ?é"\?}% ih %ﬁﬁ&%ﬂ@ﬁ Qth s kM6 dl?éé?ecfddlﬁ %Qx‘? altematlve embodiments
connec neovascul ari zat1 on and/ or I'n
also berebiddbetheitreamient of dtseases whithase genegally tmsed mﬁ dteahtev:.&:tlon of integrin

vitreoretin hy, praoliferatjve diapetic retin
with ligapdepuch o §E@§@ctmcg\/ n%@CﬂM%rn@@tsﬁca%Pn teheelh &r?q?s Thereby the
compdillﬂgg fedidle lqﬂtﬂ'kf ﬁ;hllglgﬁﬁ Blcell %h daﬁ’xllﬁ'atl&y S#h% f%llowmg diseases
macul opat s di sease, opa ic ctentral serous

are currbmbommpaodmls forbiesbasedum thtisi katdl ofdtiecacfionpAcqpndingly, the compounds

oroj,dal nel anona t nal cul.a fibrosi a ocC
accordpig o i sagEt GVenGin Fay BT 1550y o EHRBH i Lyimiane based and/or
mﬂamh&amsmséawprﬁm%‘ p&éferalbry $héshtéid! maﬁrytléoq%amma&ﬁﬁss&nel disease,

Wi th pathologlca corneal neovascul ari zati on,
Crohnpst énsgagﬂ,aesorlaﬁls,cgﬁmﬁm@n, vicetativ eebitin cndainfestioun dissases which are

caused 1§ RRLDBSP bliof Tbife ARl uBREAT? SPifi i ops and vira

infectibfisliAdath)dtl & t6\bRIMmotdE titd @ngfof 6152 dlSedsbsEs;ﬁ:@H'lchﬂy ais‘aﬂ)sed herein can be
macul ar degeneration (AMD), characterized b

treatedy byhg wnmwdbmeah%éeé & IESSH tANENERG it utv&fﬁ% limited to the

h the retinal pignment epithelium (RPE),
18‘[@ 1 .
particy reac RPE and enter the subretinal space,

| eadi ng to henDrrhage det achnment of RPE and formation

Ina stggﬁy%%rsgxl\l?e@i %M%QH%S@ %{b' 'r%%%ems Sqérégmeéaﬁ IS autoimmune

dlseasga&seauﬁflmm&n@dﬁ%ﬁﬁiek N th NG RirgheRl SmbdiERent NeaURmdhe SBased and/or
years is proliferative diabetic
inflammatory disease is selected from the group comprising rheumatoid arthritis, juvenile

arthritis, osteoarthritis, psoriatric arthritis, glomerulonephritis, gingivitis, inflammatory bowel
disease, ulcerative colitis, systemic lupus erythematosus associated glomerulonephritis, irritable
bowel syndrome, bronchial asthma, multiple sclerosis, pemphigus, pemphigoid, scleroderma,
myasthenia gravis, Wegener’s Granulomatosis, Churg-Strauss-allergic granulomatosis,
Sjogren’s syndrome, Sicca syndrome, Goopasture’s disease, autoimmune haemolytic and
thrombocytopenic states, pulmonary hemorrhage, vasculitis, Crohn’s disease, psoriasis, asthma,

ankylosing spondylitis and dermatomyositis.



retinopathy (PDR), whereby retinal blood vessels
proliferate along the surface of the retina and into

W b@7pg®eeri or vitreous due to i schaem c sti nUPGCT/EP2007/000832
(Klein, 1994, Arch Ophthal ¥l . 112, Fri edl ander, 1996,
PNAS, 93, 9764). Parti cul arI y in connection with AMD,

Ina Stﬁh@%g%’fég?émgh{st}‘g Ejr?uq}ugfg ailﬂfgxl{ggfq%gq%gt@}yg ease is selected from the
group "OMYARAY iflARhifih YS&IEiAlAr V\Jltﬁa&ﬁ@?omdg%*@}{MHE Xﬁ/\ﬁ)ﬁ@dlung injury,

fibrosis are connected with the progression’of
myocaudigl oipifergiésn, asdronagn stitrdrileosent wasceutr ReEclosibh,s mistyurgital vascular

t e in tr| ri.ng the fla i on and.
reocclp o e iissatie | uSlEHi Seos Sntilic, B RIpAHa THgline granuloma,
arteriti® ﬁ&hp&ﬁﬁ@ STakaybu R s r}ﬁe@gﬁ\/\&d&wfaé’eﬂdi’@ [d9seBdts Bthdfostiefdsis, traumatic
(Tezel, 2004, Trends Mol ; 96

10, 417; Lopez, 1996, R
central mmcars SBEEN @m@s niskhemis heap, dingase wnj gschemda- )eperfuswn injury,

I | ti.p ells Cl |
respirat rg' gses 1d) vveH tgr%c 1 %m F I trSSRdﬁ‘S Sy \é?on&e multiple organ
dysfurickisf lsgﬁdxbmege tigfirer ggﬂl ﬁje&doﬁ hlmrab Jhaghsjugy), BehiseasthAA, rosacea and
( Thanni ckal 2003 Biol. Chem 278, 12384; Proul X,

hyper@emsreje%%eﬁqrmspiap@ﬂmgmg 473; shang 1998, J |nm 160,
467). Furthernore inhibition of integrin signaling in
proliferating RPE cells in vitro caused a reduction of

The fdMEGEn@&bseedainom fuppbrtithe A0 tAEDENpetids BdRding Th ehiecroseat invention

phaSbet al _seens to.play an.inportant role for the
in conaﬁqﬂan Wit oo fiseaer s Desigallahe MO G aflammetarg cells into the

n t4-At C
a5 3, Sy a6 0ty THEEL Sn kvt

enable&aactgnc&terf mﬂtnxpaf halkogytes| wRieh pwinate thorinfldmematory process, such as

i nfil ratlon mac:roh es,into the IeS|on d .
destruptfn o GEBEEFBLOTR Ity e ey Bl ey Ty 115 mpbatic system
plays ﬁﬁg'aﬁxg tafit raﬁe%efnﬁfa%ngtth@smlﬂlevllegﬁ&ls@wa 'dﬂ'eé’tidéoleukocytes and

data i ndicate al phabbetal inhibitors may interfere

antigeng fiomatie pissvew st lymphnoden (Reppen Pe03pdt Miglekdwins 168, 209) and is

T DT A T —

(Cursiefeni2004 2Ttihi1avesan a3 f 1 0209SExprediiodhofsdighdsberal daabimuiet dells such as
herei n separately again. Nevertheless, there are other
activated spasrephagesy newrepbils iasgticelly ar Tdrmphectestroinss toyan dpportant role for

mlgratjl(ﬂl\/@fJ gﬁ?l;dem'efi? into ﬂ{kdinﬁ?ﬂl&{gég F‘?&s é}§%§“ﬁ* éorﬁﬁ Neurol 411, 162; Shang

trans erentiation o S suc
1998, plrInimfl@OaﬂﬁW;eIssekutzedthm ﬂtqsaﬂﬂ% wWij 8235 hBuiins (2001 J Imm 166, 4644;

Dastych 2 HifespbendpisimiAlpey 4% 158 ieryn AAREPOAS #3072,

Bruch's nmenbrane, but in certain pathol ogical
conditions such as retinal detachnment, the RPE cell
Wherdasiylee traesgndethelinl dnigsasionaefeinflammatory cells depends mainly on the integrin

alphadbetal the migration within the inflamed tissue is mediated by alphaSbetal and its ligand
fibronectin. (Loike 1999 J Cell Biol 144, 1047; Shang 1998 I Immunol 160, 467). Animal studies

with an alphaSbetal inhibitor have shown the protection against severe ischemia/reperfusion

injury after liver transplantation via inhibition of macrophage invasion into the transplanted
organ (Fondevila 2005 Transpl Proc 37, 1679). Therefore inflammatory diseases mediated by
infiltrating macrophages and neutrophils could be treated by alphaSbetal inhibition.

Many inflammatory diseases after granumloma formation develop toward fibrosis. Addressing

the invasion of immune cells as well as the development of myofibroblasts provides a powerful



the nenbrane. This RPE-Bruch's nenbrane separati on may
be nedi ated by several stinmuli or partly derived from
WQ b@7/88484t hensel ves (Hi scott 1999, Prog Retin EYBER®87/000832
18, 167). Concomtant with9he RPE di sassociation, the
cells begin to lose tertiary differentiation
characterjstics and gai n nmacr gphage-|i ke features. .
approaﬁﬂegg irppting: chyopic, dpdammatary ‘ﬁ%aﬁsolMF@f afother grate@nnected with
hasPRE1 Chp Ak Guldtion QU AN ShreBRRbLE X PR ok NGthbN Gnflammatory di
alp ?brnatﬁoﬁﬁg?lPVR nenbrangg. éong é? thg cgpls ggoptaé“y 15cases
(Shigehatarl®8B 35 tchbivg AchH83 05y, Bata-Csongb 4698 & Qlimdnv 301, 1HHE9).
dermal fibroblasts during cutaneous wound repair.
These fibroblastic RPE cells synthesize ECM proteins
The dohlfBuhds® ra@&ﬁ&ﬁxgnto REMRERAL SnTitidd aleSaddifloMBB! WB&ul in inhibiting
skin wounds. The ECM nol ecules in turn further
pathogenifudrgamasms anchate; thietefers, usefulfer tredting infegtigus disedses. Many pathogens

interac];t ﬁ{ﬂééé:&l?f’]org];rsﬁgag%ie?)g{ éx%gﬁ%gﬁlﬁérg %Fa?ﬁrn?] d)%{)"ﬁ%@;gﬁ\zm% g%ﬁt cells, causing cell
adhesi6R BRd &{vagiofl of fedd/ path&gens Ofhi$ [iferh@@Inlik @fed@ftedby host cell integrins such
contractile scar and is the hallmark of PVR Thus the

as alphipetad ffanas 2000, PIFAS.aP L 2838; Feapkel; i1886.t I il Srhem., 271, 20359; van
di Il : I ent 10

purer 1B e B 360 iy, SO RSB I Bha Rev. 61, 136

Additibhdllyoputieddenis cdpealsy @dpress pstegrifestheseladsao phry thetHvisscell.
fundanental role of al phaS5betal. Thus, al phaSbetal is
connected wth proliferation, mgration and fibrotic

c : [ C
in o Bl (B dpFlioss, plkebisht QrIEEFTS SHsHCRn the group
comprididgefimpaly vivalsbanteriad andlpaasithi infe20, | OVS 41, 4324).
The increase of al phaSbetal expression in RPE cells is
linked to an increase in nobility (Meitinger 2001 Exp

FungaEBﬁ?ecB%ﬁs comemPIatel - fo? ﬁezﬁﬂkﬂﬂsiﬂ?ﬂ@ |c§m§)9ﬁnd'seahh M¥thods according to the
detachnment integrin inhibitors decreased the RPE cell

present madgotion inchuste syseie dungah infeesions hdsmiatopliptoges1@gisfungal infections of

the geb@-ﬁgag%gg}%g3%@%&0%%@3@%}'5,%@1%2@?%g%&%ﬁ@n@ﬁéﬁqnfﬂeﬂc&gns{ ri]r?clude those

caused | BY OliR@pEasmVAC CopbiddRdesC O UrPbtbEocaRy, | Wﬂstﬁm}g&@s, Paracoccidioides,
transdifferentiated RPE cells or cone fromthe )

Aspergil{jus, eNecardiar Suprpthrin, Rivgenusy Absigin, Mueprrdiormpdemgzymy Phialophora,

: ) 5 fibrahl & | ] ;
R3] Yod 188, BRESaGHMA ingBURlns Ih184L ke SRTBU pcrosporum,
Trichoplhstonf EpialetrispHyromy) aatdidag PRkosperuns dnBahe dike2 BORgalPrdi@rders of the

. Ret Eye Res. 2], 12‘71%%,The i nhi bitioiéwg}l} al pha5bet al .
genitoruRnany cachnincidie Iterlonserausidy by Heatidsh. (&rplpsasiqus, Aspergillus,
ZygonPe8iAlssO InPthe'Blkd. 1Rfclib8y bl BFRRishRIda08sY willdEvariety of disorders

such as ringworm, thrush or candidiasis, San Joaquin fever or Valley fever or

coccidiodomycosis, Gilchrist’s disease or blastomycosis, aspergillosis, cryptococcosis,
histioplasmosis, paracoccidiomycosis, zygomycosis, mycotic keratitis, nail hair and skin disease,
Lobo’s disease, lobomycosis, chromoblastomycosis, mycetoma, and the like. These infections
can be particularly serious, and even fatal, in patients with a depressed immune system such as
organ transplant recipients and persons with acquired immunodefficiency syndrome (AIDS).
Insofar patient groups which can be treated using the inhibitors according to the present
invention are persons with AIDS, particularly those suffering from any of the infectious diseases

described herein.



cells and infiltration of macrophages as well as

devel opnent of nyofi broblasts. Simlar processes are
wo@bioaiossedl i n t he pat hogenesis of proliferativerPdi/aP®DT/600832

retinopathy (PDR, Marano 1995, Exp Eye res 60, 5). The

conmpounds according to the present invention are al so

usef ul |n|nh|b|t|n a hus in the treatnent of B .
Ina pewbed lmbﬂm%tesg}al @gﬁﬁsppgﬂf eqtistifremy the gEqup| comprising infections

causedoﬁ)gl citﬁ r@}a!n?gos h{?éﬂagg' GfnHE eft‘{% bdcPria®dndi@ding infections caused by

proliferative disorders in otular tissues Such As

Staphyiecvictise Céasinidium, Stremoeddcas Edrgcoctug iplvpocrnsisHemophilus, Neisseria,
r.di ng tq the pres i pvent i are al so ful for .

Erysingmesosty nbaerd. hEoR s Saler Uy SHelbopksebgiphia.” Kiebsiella

Enterdba@re}, 0" SBkdeRA) qfrot%ul* U%rgd%llgh PRVERAEBC ¥EisERE, EBmphylobacter,
part, by angi ogenesi’s. The neopl asm can be beni gn sucﬁ

Mycolmsteh@rré{ﬁ@mbﬂater dlegémma/las Necardissand thevkikd. gnant such as
sarcomm, carcinom, osteosarconmm, adenocarcinong,
bl ast oma, nyel oma, | eukeam a and | ynphoma, whereby the

In a prefer@BadthbdiRMBhAEHY BRterddl BtiOR!califesaa NBda Séatiehyf of iseases. Said
mal i gnant neopl asm can be solid tunors, and

disordprs aee ssirséqds pmOBE AEhEFss fronT e gEoup sammsisingpReumenice diazhea, dysentery,

anthra;yb fl‘?euﬂlraﬁfz %9&" ¥0x1£ @ﬁo&? | krgdrg}ﬁgo ast%uﬁﬁé &Eﬁ%g{tfsorgnoﬁcl)}ﬁlea typhoid

fever, bnhems,aLymermseasb Og)ﬁtrﬁérﬁél@tﬁmmbegiulldsiﬂ aﬁdlamatetanus and bubonic plague.
astrocytoma, neurobl astoma, retinoblastoma, and

others. Mre preferably, the nalignant disorder is
In anofet @ﬁfbg{i’m{eﬁﬁ) el di&eatd RUPvicdl Web&ér{] 911(9‘5 ﬁgﬁfcu&gip%eﬁral infection caused
gynaeco oglca cancers, pancreatr’c cancer adder
by a vimeGelectel) rfeom tbaagmp,commtdgeietromus tHiVa tRapdlotianvifs, Epstein-Barr,
astrOCﬁtona nel apoma, angi and Ilgglasto , rena
Herpeg. 3juir Flopgigs rvivs, Baprois vings, Jeftuense aftus.Babiest ragsphalicis causing

virus, A& PhagiPRVEL éa@sﬁg RS suéhrBérEUo@a VRO Sla MatREQ 8RS OB,

gastr0|ntest|na ancer, endocrine cancer,
Al DS-rel ated cancers, adrenal cancer, eye cancer,

hepat ocel.l ul cancer ki.n can S cancer
1o AHRRE S eSS o Bl TR b SncSp Y ifections
caused®Pyl TKHaMS onta, TRishfdRia, T RNhBleBR] Bchiht@ctd) WehRlYeRS, Chisses Cestoda,
non- snal | cellﬁ una cancer. W't hout mnshlng to be
S

Tremansian dMpRogsnea, t mah Giasdigo alargidinme Pappmecsumi \Rlespodium. or
Entam?% bd he conpounds according to the present invention in
I'S particular field resides in the foll ow ng
findings. Inmany types of tunors al phaSbetal integrin
is upregul ated on the surface of tunor epithelial
cells (in addition to endothelial cells of the tunor

In cas¥ BRCHLEEL €A nBA-nSEHlbstRSceMplot iR4tivetdilSider, it is preferably selected from

the group comprising fibrotic disorder. Preferably, the fibrotic disorder is fibrosis.

A disease connected with non-neoplastic cell proliferation and/or tissue remodeling preferably
means that the disease is associated in a causative or non-causative manner with the proliferation

and/or differentiation of non-neoplastic cells.

The disease may also be a non-neoplastic cell proliferative disorder which is selected from the
group comprising prostatic hypertrophy, preferably benign prostatic hypertrophy, endometriosis,

uterine fibroid, keloid scar formation, scleroderma, psoriasis, tissue repair and wound healing.



(W02005/092073) . Al phaS5betal integrin is overexpressed
on tunor cell lines originating fromat |east the
wo oo osdomy cancers: bl adder cancer, breast canB€r/EP2007/000832

col on cancer, fibrosarcoma]00 ung cancer, netastatic

mel anoma, pancreatic cancer, prostate cancer, ovarian
. cancer, and renal cell carcinoma. In addition, cancer )
Fibroticgdisogders avhichmay be dnepted jusing the comprunds lapcgﬂrﬁmg (¢l the present invention

S i . . -indi i | . . .

sre ocp SAAG AALNZ08 . rapBRbrip R bRt of kfidiffeentiaion of non
canceralip hadstlyt fibroblestie xqelles Examptes nthereof lihdude ditsorngapta, Hiteosis, more

. to direct tunpr cell killjng using anti-alphaSbetal,.
particuliy Gyice EPATRe bl <ockl (488 SaRAT: JPisHi Rl i Gopathic pulmonary,

and p&idapsihl BYrodRT dndeiRNARD &halia@ AbiROR EbréRudclRr hyPBrplasia, restenosis,
cell proliferation (W»005/092073). Furthernoré, [oss

atherosdlerokis, fibromyasitis,anditlet lWeen al pha5 and fi bronectin
di m ni shed cell survival and induced apoptosis in
tunor cells. The integrin al phaSbetal was shown to be

In a ptdferréPembb@hRYBHe iBOAR UNor®r i§ 4 MRpati€ dlsdrded profersbly diver fibrosis,
to fibronectin (Nista et al 1997, Int. J. Cancer 72,

liver cighysis, gnenfusion bjuokafier henstiaSransplan@tipesnearetizing thepatitis or renal

. tumor .call mgration lLer .20
dlsordﬁﬁg%e_fer%fl% ﬁ%@% g{%{éqs?sl, I%{oe'@?lfon%eﬁﬁarét 2@% %éél%gsﬁ&%tégerﬁ51on injury after
kidneyok atdtlonp chioald renal altdg@ift ARsfuneticns aasilsid¢dl, adiatsstic nephropathy,

al . 2005, Bi ochem Bi ophys Res Conmun. 333, _1269; Han
mesangio poliferative glomgulonenhaitisanephgsglerqsisypr ther Bbrotie disgrders, preferably
5 ] I n. ht 1 - as at:edeiv :
urs PRERRSCHADRARE TN pIRETES, TREISERRIHETH, drog nduce
fibrosidNntdabvoidosts, | diffubs talveolarr dgmaps hdisense, \palmenayy , hyperfsdd#idn, chronic
1 and LOX noyse tunor xenograft del s as 1. as.in a
obstrugtiypylmQRary; disgse. FERRURIOTA A e PO AR AmE: SRy ey es el & scleroderma,

i i bval I t j o .aad ,
i, Ol S, BRSO, B GES) O pGipuyyg s concrs
pemphkgQi, [buBlyy stomlacl? GRd 265)inal Tfibrosis o¢ccepprisiieg iahhornial i iptestafial motility,
al phaSbetal on | hati c endothelial cell,s is a . . .
hyperoMhie BT ea s BRoY OIS PRRES: (B o egrRiRa i Bishridimy idiopathic
obstrutflodRBNadefbt PR RMs] Gillddu8atrophy BRhaypi Hﬁﬁﬂfll_ﬁsi&, polypfor@ation, fibrosis
| n’port.ant process I n t unor pr.ogressi on. he . .
of Crebn’s adisgsae.i sastd wlearpeye efibresiyi comprisiigatareteyank dibsotic sympathetic

< S o i i sni i . 4
T CTLN IR P e —
anteriofi @upsuldiecaigrabty doprienbdsdatringy peegshigaid) didbeiic middcamehirism, capsule

.neqvascul ar di sqrder provide the tunor cells wth . .
opacifigatigmnora#y Ather fBFSES comeising sy sigrissselfrgsis.grtherpselgegsis, restenosis,

chronitcuﬂﬁreloproliferative disorders, fibrodysplsia ossificans progressive, myelodysplasia,
osteoporosis, myelofibrosis, osteosclerosis, rheumatoid pannus formation in rheumatoid arthritis
and osteoarthritis, peritoneal fibrosis, myocardial fibrosis, pancreatic fibrosis, chronic
pancreatitis, glial scar tissue formation in HIV associated cognitive motor disease and

spongiform encephalopathy, gingival hypertrophy secondary to drugs and fibrocystic disease.

Fibrosis is a pathological condition with non-physiological wound healing following a persistent
exogenous or endogenous stimulus and is mostly mediated by or associatesd with an
inflammatory response. During the fibrotic response tissue remodelling and hypertrophic
scarring take place connected with excessive deposition of extracellular matrix proteins and

transdifferentiation of certain cell types (tissue dependent) to myofibroblasts. The common



growt h above |-2nm 3 and forma gateway for tunor

cells to enter the circulation and to netastasize to
woele@rasto4si t es of the body (Fol kman and Shi ng, PARBR2003000832

Biol. Chem, 267, 10931). THus, by acting through the

above described nultiple nechani sns, aI pha5bet al

endpoﬁxﬁ)ggﬁ g’lﬁéﬁc’&s@%%\égqnlts&[i% go\tedgérgé\é 2)§ nlé)P rq) gsgqesgjc?l trigger the fibrosis

by secl‘é?foﬁgff 'p?o-ﬁﬁfﬁtﬁtﬁé’toﬁf JuBk b§ cHORinRE, GhESRRItory HeBiadsts, growth factors as
at her oscl erosi s %SSI on _and restenosis.

well ang(EMcpnommg/(Pcawgh b gsis] Bhysioli 37RtCbR19). Mybpfebroblasts are active

i.ti.cal ste ague, devel o during. . . .
partcifft 35 RomBric8Put ebah'HE BYSEROCHF tnes i imjypd gissues prevents
normafttalinglemidr prony¥cies Al aysre@ilated RPAIE G5iO88ss | ChayRéiBled BY progressive
atherosclerotic patients cause coronary restenosis

connegtpgniissue rergodelimgrand g%rosgs@@?maaek 2002 Nay Rayn ol ScedbBiol 3, 349).
Transfgﬁﬁgltlo%hgf ?%P&)EWH %ﬁ]%g 115S ?(?%?)ﬁ f%rr&lgs?ﬁr Es ﬁHm%n % medlated by pro-

ases based gl og
fibrotitloy®kines sﬁdh&s&ﬂiﬂipfbhﬂﬂtg gmwcl{ ﬂllcfd)g (TGFBh@r DIDGFQEForder 1994 New Engl
invention are not |im.t i n._connectjon

¥ Med g3 12865 $rigsman.a008; Js&ig]eg‘s{i’t 22%#24%) dPuectorihe pbiguitous presence in
r 5 et "B hnsC S
all tlsﬁﬁggﬁyﬂbggﬁgﬁg gnq§1§gx&&gnro¥e£g1 ibnt i gﬁ?gi&%sngug | BCRVEES skin, lung,
kidney, eyegnd othewst h | i gands such as fibronectin in the
extracellular matrix or on a cell surface. Thereby the
conmpounds are useful in the inhibition of cell
There 3808SVAR A PR indBlverRft bPlal 145 Bla fliis S §Rttigenesi i
erecurrently under st ooé1 asveto be k?a@gs 0?1 tﬁ Sﬁlnlg{golfleSls of fibrotic
disordemtim sevetal (ansues\dccyvtdo dath have stewnahp opﬂdgllaunmfcﬁlp’@Sbcxal expression

after SEiFlél ’ eﬁ??{l}fobﬂ ﬂgég@é)ﬁg)ﬁ(g:?@? %fqlﬁ:?q%gﬁf;é O‘P'S;ﬁ the profibrotic growth

factor (TGERS PHGFT L ecd?ﬁléétﬁfea@*d(vthhﬁéf@t (ETCP)’ tahdl | the Spromotion of fibrotic
i nf| anmat ory bowel di sease, Crohn's di'sease,

differeptaiamaby dibrenectn 4T hanmiekak 2003,cle Biel. \Ghego|278i §23%fh dNesbit 2001 Lab
Invest . 8nf Z’fé& %%ex% 988 P ﬂ@u%g re2 ah'f&%g é{st‘g% 15 %m Soc Nephrol 14,

ron, Irhcludin
601). | nf ections and viral infecti ons. Again, it is to be
noted, that any of the diseases specifically disclosed
herein can be treated by the conpound according to the

Many mtﬁér_eﬁﬁtfii ?Pé@ﬂfgi Qﬂfi&\%cteh R4 e hﬂgoxjtdnm fofd o0 lglli’efsbetal in vivo. Thus,
particul ar node of acti on. still further
alphaSbetabals npntguladied irmmmbﬁﬂnaaedlsardﬂsnsuchrdslram‘rd‘tbmogis (Norman 1999 Exp

I se I,.S_an.aut se t
Neptuf) 2575 SRR RS 0 PR TINLS, g os wel s I
nephropathy W dghdwskatB A leWvih SRS tnti (rob Rt 15 8f1)' g 11BroSfsAHA sacoidosis

conmprising rheumatoid arthritis, juveni|
(Pilewski, 1997 Am J Physiol 273, L256; Shlgehara 1998 Vll‘ChOWS Ach 433, 55). During the
pathogenesis of liver fibrosis alphaSbetal is up-regulated within the fibrotic tissue (Zhou 2000
Chin Med J 113, 272) and on activated hepatic stellate cells, the myofibroblast precursors, during
fibrotic differentiation (Iwamoto 1998 J Hepatol 29, 752; Milliano 2003 J Hepatol 39, 32).
AlphaSbetal is also connected with the pathogenesis of skin fibrosis due to the up-regulation on
fibroblasts, proliferating and migrating keratinocytes as well in fibrotic skin such as from
Psoriasis patients (Frazier 1196 J Invest Dermatol 107, 404; Juhazs 1993 Am J Path 143, 1458;
Bata-Csorgo 1998 J Clin Invest 101, 1509). AlphaSbetal expression in synovial fibroblasts or

articular chondrocytes indicates an essential role in rheumatoid arthritis and osteoarthritis

(Kitagawa 2005, Ann. Rheum Dis, Fukumoto Osteoarthritis and Cartilage 2002 10, 135).



arthritis, osteoarthritis, psoriatric arthritis,

gl omerul onephritis, gingivitis, inflanmmatory bowel
waele@eass4l ul cerative colitis, system c |upus PCT/EP2007/000832

eryt hemat osus associ at ed gl@ner ul onephritis, irritable

bowel syndrone, bronchial asthma, nmultiple sclerosis,

penphi gus, penphi goi d, scleroderma, nyasthenia gravis,

Wegener's Granul omat osis, Churg-Strauss-allergic

Other JfiBYBHE OB A&HsS with P oBenfens YO be%éf Cife Séfﬂ&*%ie Mhyeloproliferative
Goopasture' s di sease, autol mmune haenol ytic an

disordetsr(Setooity 1 29 h Cell fhasiek | 76 Widtp oafibrodgsplasihassificans progressiva (Tang

[tis, S di. : .i,.asi.s, t hna,
2003, YR58 M s 4Bt Mora ERA Tt e BamppripagyHyman Path 32,
842) dsUwEinQs ARIRQSKCIERSis (Wee 11999 MBrHiA6 Gheitilt 8D, 762) or acute and fibrotic
inflammatory di sease is selected fromthe group

sympaghetig opbthabnia (Kuppres l POh CugJdixsiras 82 92B8).-h ankyl osi ng
spondylitis, burns, lung injury, myocardia
infarction, coronary thronbosis, vascul ar occl usion,
In a fiAkér &HbgHimaht ﬂﬁsﬁihﬁdunﬂgwﬁdrdﬁig%, theOpke 5P NhRd@ibhYoan be used as
.sarcoi dosi s, eosinophilic granulomata, mdline_
agonisye £AGFORRON Hitear thus premplingneayascplarispiian Accgrdinglyt the compounds
accord?ﬁgﬁy %%eagrels@wﬁ@%ﬂtio% Qljeslfsgﬁ Sh aah]g?érpgdc Ex%'i)i?ﬁﬁhﬁm for the treatment of
traumat1 € central nervous systeminjury, Ischemc
diseasérevhichchieqeiaes er aredtrested byinRovaspelafizationnor mjd?cftjon thereof. This kind of
in r
diseasqr: Z;gg{étggeg%/hgf:h%’e@qimﬁ%/g% r(r)g),( gégrtage}gpgmipiggn\gg&n% gealing, stroke,
infertiﬁb&[‘.‘i’ﬂ&ﬁescléﬂoﬁéﬂﬁa, QEaG laﬁt@ii&?t%& heldt lfRrial HiidadeMAddf ¥oronary heart
uveitis, asthma, rosacea and hyperacute rejection o
diseas¢.r anspl ant ed organs. The fol | owi ng observati ons
support the use of the conpounds according to the
present invention in connection with inflanmtory
It is alSt SAfRARe pRASAGAYdnYion IR thd ¥dnypouRlls AbIARTRS Bk Hr&Bh ifivention may
into the inflammatory region stinul ates angi ogénesi s
be usedrfdr thel tragivheny afta patienhsufferingeernd diseasebntliseased wahdigion as defined
acgreater influx of | eukocvtes, .which pronote the
above SHeIL Heamorl omipribes, (e AdISTION' oF ¥ g veral Bf  tigerompounds
accord@iid tdd theepresent Miveintibf tor GUnedligameithér phagmalduticlleédmpdiition described
. the Iynphatic system plays also an inportant role in
hereinj nj tj ating the i mune response via directing
| eukocytes and antigens fromthe tissues to the
| ynphnodes (Pepper 2003, J. Biol. Chem 163, 209) and
Toxicitysandherapeutic efficaaygofimcympaorinidasanie aleyermireddsseandand pharmaceutical
S r@je_ctionreaﬁ.tions. alfter tra ;{)I tation ) )
procediipes; & it SusHoR, DI9ChaTNiAA) Aises anch 31 og &@imeeszrp FERegimgRtal animals.
Biochéthicall REARDSLIR bultite | 438998 @ind SnlRalSWdle@8arPBE ¥ Rdetermine the LDsg
macr ophdges, neutrophi'ls, mast cells or T-lynphocytes
(the dgseilethal tb $08mof arpopulatien)rapil ¢hd BDso (the dose therapeutically effective in 50%

of a population). The dose ratio between toxic and therapeutic effects is the therapeutic index,
which can be expressed as the ratio LDs¢/EDsp. Compounds which exhibit large therapeutic
indices are preferred. The data obtained from these cell culture assays and animal studies can be
used in formulating a range of dosages suitable for use in humans. The dosage may vary within
this range depending upon a variety of factors, e.g., the dosage form employed, the route of

administration utilized, the condition of the subject, and the disease, which has to be treated.

For any compound according to the present invention, the therapeutically effective dose can be

estimated initially from protein binding and cell culture assays by determining an ICs, (i.e., the



mgration of inmune cells into the inflaned tissue
(Kloss 1999, J Conmp Neurol 4 11, 162; Shang 1998, J
WO poo708041 467; | ssekutz Inflam Res. 1998 47, SR@BEP2007/000832
Burns 2001 J Imm 166, 4644103Dastych, 2001, Allergy and
I mmunol ogy 125, 152; Furgeson 1991 PNAS 88, 8072).

Wereas the transendofhelial mg ion of infla tory. .. .
concentgation élafewassuﬁatﬁmeywtawﬁtaﬁ eVeit %éﬁ?—maémﬂaméttwnmffnetegrm binding

j LONA W dPi Rt inaf issue i j<ak.e . :
o LB BRBREIAN i 1y MR o kRt i
concer@stion Bange i plasth@dHf; ottracmpi:@e&nks buntuiasm le.gl60itred@s7 humor, synovial

liquid éﬂ b%lr,ttﬁ%tuig{;lga%s%% Sﬁsaogﬁgc;eﬁg’%? beg\t/lglrtgrlléluqlg ka).lsstag)lg. g]u%x(?nformation can be
used oS iR AchRRAY f dktéfind NisefuY &fsk€lin! hihns. Levels in plasma or other
transpl antation via inhibition of macrophage invasion

compartments may be meapiredh tfeexampia by FRILLC/MP @0 ELIS Anspl
Proc 37, 1679). Therefore inflammtory diseases
medi ated by infiltrating macrophages and neutrophils
It shoGRUbE doedt HRRtRE deéndinghstoRiaal wolld Rhéw dibw MAdYwhen to terminate,
) inflanmatory di seases after granum oma formation
interrup\os fadiyst asipintstration dug o tongHy.de organ dystuncomind thelike. Conversely,
i J | fo. . ..
the atfﬁyﬂgigg S)rhglgllclaaglt gﬁgl}ﬁﬁ{l/llg% ztéogw%og@¥$ut?%gi§?%a§>hhligg?r levels if the clinical
resporisé &td Ng adbgwne (preclhdiagnatioity). The aagatudeMfin @fmihi®fed dose in the
are connected w th al phabbetal up-regulatign such, as

managggeploplfhe idisordss of inferest Wi vary avith the sayssidy of {herogdisiopdo be treated,
. i ria.: 1 - Vi 2 AC 4 . . e
it RSl ST P 5 B it o
evaluapsde frepurt, by sentardiprogrsticevaluatioalthgthedse Fudtherythe dose and perhaps dose
frequelGe Pl a5t Eis BHCORENS i Gk Aoy SN Si8hE arugrgponse Of the individua
patienf qtnybgﬁ?,sth.b AbSE 35 baibkRidech b8t ATBON 131 6F midYke of body weight or 1 ng-1
extracellular matrix proteins wth host ceI% s, causi %g
mg pereye orzdinpaiable comdentratians tar ogier compartpeants.ofybaus 0.00insg to about 1000

d.nteraction i.s.nmedi ated host ., cel | int.eqrin uch
mg will iRl BF apfilieisdof = cidsand péiisss g1oHE AR BoGouMD me, more
preferably B0®hg t613600 mg2will pRf&ally béadmihibicfsd to b 48ult. VoI .
M cr obi ol ogy, 29g, 368; Finlay, 1997, Mcrobiol. M.
Biol. Rev., 61, 136). Additionally pathogens can al so
‘ . . I >
A profifhl R M6 A dIdGEFbAR ity BE Sk I ety Hitdicine. The exac
dose wit] eleperidsors theadisorderfto bentidaredgind upillckengseersdingbld byngat skilled in the art
. viral, bacterial and parasite infection. Fungal
using knovatepgHQuesont enpl at ed for treat ment using the
conmpounds and net hods according to the present
i nvention include system c fungal infections,
Dependimgnart tphspeodfescandatidnsrtgaie tredfted; tsucmsompounds may be formulated and

administrated systemically or locally. Techniques for formulation and administration may be

found in “Remington’s Pharmaceutical Sciences”, 1990, 18" ed., Mack Publishing Co., Easton,
PA. The administration of a compound according to the present invention can be done in a
variety of ways, including, but not limited to, orally, subcutaneously, intravenously, intranasally,
transdermally, intraperitoneally, intramuscularly, intrapulmonary, vaginally, rectally, or
intraocularly, perioculary, intraorbitally, intracapsulary, intrasynovially, intracisternally,
topically, just to name a few. In some instances, for example, in the treatment of wounds and

inflammation, the compound according to the present invention may be directly applied as an



the genito-urinary tract. Fungal infections,
preferably system c fungal infections, include those
w@ 20030880y Hi st opl asma, Cocci di oi des, Crypt ocoRCIIEP2007/000832
Bl ast omyces, Paracocci di oi lds, Aspergillus, Nocardi a,
Sporot hri x, Rhizopus, Absidia, Micor, Hornodendrum
Phi al ophor Rhi nosporj dium _ and the |ike.
ointmgnt, PR lglqnnqrrée{qyo ﬁgpyc%%glsfrﬁ%@balé%ﬁg@arlw passive or facilitated

adsm%f‘;,@ﬁ%ﬁ%”ﬁ hrgﬁ%}mg EE%F HlEludﬁ&u ngapa gﬁ@é ger@%@ QSES

genito-urinary tract include infections caused by

ndi d t COCCUS, . rgillus,. Zygonycodqi des
Dependiie §ih e OkEE O ARURRIHIPLPHAG LGSR SipPAESeHus) B0 vantageous. For
the adﬁhﬁﬁtré{@dd 6t Yheoéoxﬂbo'iﬁﬁdt%rtﬁe e thné%tﬁérﬁ?éé@és‘%uc”ﬁsuﬁé&p%tlc and non-

candi di asi s, San Joaqui n fever ley fever
neoplastic @ssj,;eg,dfnlpxpt;g guss;;es Gnﬂgmpd gissuss dhes &zikpevmg formulatxons are preferred. In

st COSi s 0sis, cr 0CcocC o
case ¢} BRhE B BiioR” BEFAhebled o brrAey SAREGER, fsal irpplants, drops and
ointméRts Qﬁe'}ﬁeﬂéﬁé@tlhtda% oﬂ@‘s{enﬁéﬂaﬂmﬂﬁﬁm‘ﬁﬂéh NinfticE8ARSAd oba? B@menistration are
di sease, | obonycosis, chronnblastony003|s nmycet oma,
prefereedd In n@selqfldétraomkasenjeﬁm@tmt@ﬁgreebnmb@ammlmlwbﬂﬁtwal injections are
r t r
poeril 5 BN S8Rl S Eoroblod SRARERER G, prvi
bulbaxp ADaaRkeral] Sub-racal] mﬁdot'hrammdﬁféase iof m@oﬁl splhespecialized sustained-
(AIDS). ]l nsofar patient groups which can be treated
releas¢, devigest Wil bepdmingstared Héwopdpner pesiochlar,jp éaable a constant, slow release
t a | i
of conllslﬂb}{lﬁgﬁtdl) g[{é @fr g%Bg{r]é&{‘?oWﬁ @xp“fE?@t Iegu’gzi gegie}o\ékl BBSE 41, 961), other
sustaibaSeldake dysltfﬁmean& mwr@shktes,t hpxrsoe&b,onhmpmlcleb @r aledrgyolyher matrices

(Bourﬂa{y; :]g‘)tdﬁgﬁ’goga 7 ecgsdb% ’a%‘g gqutqr Idfc’nlp?gve the stability and

r |
G SNCRIE 6O bl 0 0, GGt ol

modifieds as dessubeds beforglande @dmlmbtemdphl domshindtinswith jaagpecial formulation,

adi P oRRURNBR s B5h S ORPEl B REDY b SR Boonies (s, 2003
NatureSRHf abhi DRcOVRYS?2, 43; Fasadi! P99oPIRii RIANThé, DR ShritieR Syst., 16, 85;
hyl obact er, ‘cobact er | a Hel i cobact er,

Kauerl_é ?orl%nugd)embtdal’ a2 47Re Kimuea, mﬁlaophféﬁbmlegica 215, 143). An
I Chl O e

cxam SR SRGndf BIORCLP chpall B¢ SRR or e compound

pellet awhioh wtlhehres codtednvith ea gilicome Clagpr. | AftBO mipmmmimmamto the eye the

di arrhea, dysentery, hrax, rheumatic fever, toxic
pharmaggitigally, qgh trmeompadnd mfltlp% relggsed rignstastly qyebeyr lpng, period of time

(RobirséR U0, fig;‘r/ Hye l&rs |3|095S ’Pah)’c'ﬁPAtéjgl%g%ﬁﬁlers that offer um%}le opportunities

gastroenteritis, ercul osi s era, tetanus an
to imipubenitumgr, agu[flbrotlc and anti-inflammatory therapy through several different

mechanisms are preferred. Liposomes may (1) assist in formulation of poorly-soluble therapeutic
agents, (2) provide a slow-release vehicle to achieve the pharmacokinetic profiles that maximize
the therapeutic index, or (3) behave as long-circulating nano-particulates that can, for instance,
extravasate in the hyperpermeable regions of tumor vasculature. An example for the sustained
systemic release of compounds for treatment of neoplasms is doxorubicin which, entrapped
within sterically-stabilized liposomes (SSL-DXR), represents a long-circulating formulation that
can extravasate within tumors and enhance drug deposition (Straubinger et al., 2004, Anticancer
Res. 24, 397). Examples for sustained systemic release of compounds for treatment of

precocious puberty, prostate and breast cancer, endometriosis, uterine leiomyoma, polycystic



I n anot her enbodi nent the disease is a viral
infection, nore particularly a viral infection caused
whyood/ossonus sel ected from the group conpri si ngPCT/EP2007/000832
retrovirus, H'V, Papillonmaldsi rus, Epstein-Barr, Herpes
Vi rus, Hepatiti s virus, Papova virus, |nfluenza vi rus
Rabi es, ence aI | tis causing. virus, henorrhagi
ovariap évs@sec%m@u\? o r%%regaﬂﬁi agg P%SéﬁﬂlcwﬁrMuF’@mlgm C, 1988,
r f oty r te infection
Dmgsyg ésséngiéltag f%dﬁm%g@pgggﬁgn ?Pﬁg Sf‘?%') ections
caused by Trypanosona, Leishmania, Trichinella,
Echi nococcus, Nemat odes, C asses Cestoda, Trenmatoda,
Monogenea, Toxoplasma, G ardia, Bal antidi um
In a fﬁﬁﬁé”ﬁﬁie@fnthep IpASERIiHEhGn FHAIRAPR a! Melid@RedtSr a pharmaceutical
di sease is a non-neoplastic cell proliferative
compodit®or demprising iat leastf enealaktyves ebmppent] fandnatt keastyooe ppharmaceutxcally
nmpri sing fi.broti or der ref er the fibroti
acceptHIg Gpiit. PReipiP gbfilSenh At gairk bEGih 1BE v, Fmpoutid’s' & compound
accord o IBOPrledsHt ivehiibn, aphathi®uatdIRsaRdEbade the@6F6r a prodrug thereof, if
r enodel | ng preferabl y means that the disease is
not indieatestiogheeontrary causative or non-causative manner with
the proliferation and/or differentiation of
non- neopl astic cells. The di sease may al so be a
For injeotior) @0mpasidstofakt inventdr may dkifvenulated il @queshs eblutién, preferably in
sel ected fromthe group conpri S|ng prostatic
8

physiolgically copipptible buffersayrl apHanky s spluben.Ringerrs spdutiong phphysiologically
saline %?QFEFBH O3hSnuddsal b tgrtlghdperlﬁe%la.ﬂ{sda 8%&8 dtga{lfeogamer to be
r‘odérma, psorlasis, tissue repalr un

permeitedhiengedrirthe forenudation. Sactspanletraiits areygenerally kab e il ghengt.

t he conpounds according to the present invention are

generally characterized by inappropriate

V6f PhithiaceiRh] a8 Ebi 5}%@ f {oCfdeiul AL g

The u%aﬁc rousal m)st' e? y I ast %Sc oce(ﬁq‘t"l Exanﬁ?%g&?ﬁgracc?rdmg to the
present niniventteonf iibtoo n@‘ﬂh@sa orf iphamsiceyticabr eompositians| anitable for systemic

. L hep.
admindSiFA foWItRALBE oo er e B imisHaTY, WaRcPtpBsr shojcg; of carrer and
suitablk | RARFAGurd i pfabicd, ithe compbHiiats &f he Présent ihvRhQHRISIE Wadticular those
erplasia, restenosis, atherosclerosis,
formulpiegrag rsykvgpns, snayabmactnwelsmr%bparpmte@llpjr wichas by intmansapwinjection. The
compohﬁg é btg xtea 11)8 %%Pijabéd hﬁnf‘p S’B‘I%Eélﬁlcghi %&g{a’ble‘carriers well known in
pret &1 abl Frosi s “Iiver clTrnosis,

the art emereﬂasagésn suitHbly )foxaﬁ)t’airadmﬁﬁtraﬁoﬁ I Suichp caxfilefst efdble the compounds
necrotl zing hepatitis or renal disorders, preferably

accordingngl the ipEFsEaY @ve@rmlpeoﬂwﬁhtﬁq as tablgss, pilih capesy dragees, liquids,
t t
gels, s§r‘ﬁp§r sfutieo Quﬁp@hﬁ; o d tﬁé 35% ?&e&af in fghy glasglg%:&ts t’o be treated.

gnic réna af unctlo
di abeti ¢ nephropat hy,

Compounds according to the present invention or medicaments comprising them, intended to be
administered intracellularly may be administered using techniques well known to those of
ordinary skill in the art. For example, such agents may be encapsulated into liposomes, and then
administered as described above. Liposomes are spherical lipid bilayers with aqueous interiors.
All molecules present in an aqueous solution at the time of liposome formation are incorporated
into the aqueous interior. The liposomal contents are both protected from the external
microenvironment and, because liposomes fuse with cell membranes, are efficiently delivered
into the cell cytoplasm. Delivery systems involving liposomes are disclosed in international
patent application WO 91/19501, as well as U.S. Patent No. 4,880,635 to Janoff et al.. The



mesangi o proliferative gl onrul onephritis,
nephroscl erosis or other fibrotic disorders,

w@e@oessabl y | ung fibrosis conprising interstitP@l/EP2007/000832
pul monary fibrosis, idioph#tic fibrosis, drug-induced
fibrosis, sarcoidosis, diffuse alveol ar damage

di. sease, pul nonar, ensi on, roni.c ob tructive
publicgligns gy BAteRits PEavE yide Pé‘gb\ 59&66%0% %‘h %@ng F dipgsomag dpug delivery
and arb E&B&ﬁirﬁe@klf Pef@:%né&h&émﬁ"tﬁ% efigdt9i d, hypertrophic

scar, dermatofibroma, chronic wounds, psoriasis,
dupuytren's contracture, penphegO|d bur n; stonach and

i nt stlnal fibrosis co r orna i nte al
Pharmﬁgetq 1|<:fllt g,omﬂg;btéqnlsr@mﬁrg ﬁggqrgmg to e present invention for
parentkfal 86MRRSHHON Sn&h&@@ﬁﬁouﬁ&ﬂ@ﬁ&is@f 18t aBiiRPAdAPSINd(s) in water-soluble
i di opat hi c obstruction, collagenous colitis, villious

form. étduddmyllhrﬂﬂlsmpms w,fm pttw compsaing nfayrbeapiepared as appropriate oily

mjecthn 0 Slnéioxg Ol§§'tg@n a)ogieﬁl? ﬁagl%?tt) A g{clegsl 1§y H%%?%tgyt 1&5 such as sesame

oil or @&tﬁrhﬂﬂ 6t 8yntkItRMBLLS ablidesREs; sudh & @Bylsolédté eF trifl Riéeidssy or liposomes.
sur ger fibrosis after cataract surgery, anterior

Aquequs jRIGFHON SHIPSAHORS MAYr SRIKAN SCOMNOURdS Whikh Ficrsisel the viscosity of the
bet i 0
suspet%i(ﬁlé éh ﬁé&iﬁ%ﬁg&gﬁ*ﬂ%} ?'methélﬁgéls lgsr% g&g)gplé?%é(frgrp rorhe HR¥. Optionally,
the suspehsfion amylatsoasingin swigibinaisbilizers br agents which increase the solubility of the
eloprollferatlve di.sorders, fibrodysplsia ossificans

compqweﬁmlkq“o T the RIFRAIFU) lalﬂwgfl@aga‘yeéépgmons

nmyel of i brosi s, osteosclerosis, rheumatoid pannus

formation in rheumatoid arthritis and osteoarthritis,
Pharmpesuticalneaipokitions scbmprisi;xg)aaonhipahnd‘ adeonBngto tha pmsemihcention for oral

use can, Protbiaed AY ORRR e toive SORPIGH b S0l Skcpient, optionally

grindifg) ¢heS &@ﬁ% %mtﬁGCM§k&@§s§ﬁy theOppatudeabs Qmeretsr 8R&Yadding suitable
secondary drugs and fibrocystic di seaSe. Fibrosis

auxiligrigs Af gesited) fog:bcean tabdaision drageeords. non- physi ol ogl cal
wound healing foll ow ng a persistent exogenous or
endogenous stinulus and is nostly nedi ated by or

Suitabks&Ripiedteagt, W pditidiilal, Fllesdiith @b ¥ugL§ 1A¢168ing Mubtdsegsudiése, mannitol,
fibrotic response tissue renodelling and hypertrophic
sorbltﬁcandf Fhﬁglllfeat@é“‘ﬂp%?cﬁfeemﬁ%% SHChps, HOR g¥anpley maize starch wheat starch,

rce SRR DL @y BHARR" g, BapAhl ipPhyt SLto R dudroxypropyimethy

cellulaie,mddmmt:)rbbmymythyl d:nimﬂxlsa,spcﬂyvmhl@yrrohdmme(m’dﬂbiamﬁ thé like, as well as
all fibrotic dlse Ses .| evelo nent of
mixtuzes of ARy SO ¢ ORh| hereof ﬁg%@re Kisiptelanag S8EYs Ly bg pddpd, such as

cross-@ﬁkeﬁr&'l}f\hﬁﬁcﬁy'r&hﬁaﬁé Qiofr, %lé}ﬁicaa&d:éﬁt £KhIDBfRreof such as sodium alginate,
| anmat ory mediators, growth factors as well as ECM

andthphbcel ns (PovveII 1999, Am J Physiol 277, d -C19).
Myof i brobl asts are active participants in normal wound
repair, but persistence of these cells in injured

Drageé c&®Ya$ a Phemedekstical composition comprising a compound according to the present
invention are provided with suitable coatings. For this purpose, concentrated sugar solutions may
be used, which may optionally contain gum arabic, talc, polyvinyl pyrrolidone, carbopol gel,
polyethylene glycol, titanium dioxide, lacquer solutions, suitable organic solvents or solvent
mixtures, and the like. Dyestuffs or pigments may be added to the tablets or dragee coatings for

identification or to characterize different combinations of active compound doses.



normal healing and pronotes a dysregul ated repair
process characterized by progressive connective tissue
wo eovomedoki ng and fibrosis (Tomasek 2002, Nat Re@T/EPR1007/000832
Cell Biol 3, 349). Transfottfati on of fibroblasts or
other cells to nyofibroblasts is primarily nedi ated by

Pharm?lgeg{tll&? r%%}éég;g%?&lﬂg%lfg%g Eagl;ot gcscfo%{xng g ger gr\gtﬁyg)a invention which

can beuded &x%ﬁg’m&ﬁﬂ@ o8 {res hadeRif0 %elatf;{"%@wal7 s séRAdohled capsules
Due to

e ubi quitous presence in ti ssues
made oy gelator arix astastlglzcay suoh dsrghyeerarr sodiiwel. i Thevmushditsapsules can contain
argans such.as,liver [ | ung i dney,,. e and
the acfyf etediéeid i it it iy VPt foe{oREindRiF sl sgrehes andor
lubric#td Bachba! @lc bNmablesiah RRARAE 8hE Priohally, C&db@h&kss qa dBftScapsules, the
in several tissués. In vitro data have shown t

active pompeyudsamiay e alissal yeH aB saspeanded i glggqb&mhgmdgrsuch as fatty oils, liquid
t ot he of i br.obl as
paratif, BEHGEN PSRy in S| st SEPIAS M RO3ERD. .,
TGFB, PDGF or connective growh factor (CTGF) and the

. promotion of fibrotic differentiation by fibronectin
A pat(lem afoiitseurposss of the presest invenlion, 1.9740 whomgyeompaypidiaccording to the

presen%glwenh&g 8%9‘@@@?%%%&? @g’mggﬁgﬁg L%m cﬁgg ?cf\lteh‘zerp %hﬁ 41vent10n is or is to

be adrﬁ&is)eredl{hnyludéﬂﬁﬁh datranp and/ bther eninthénae] (ﬁngamtsﬂne Thus the compounds,
nportant rol e of al phaSpetal in vjvo.
pharmafeplﬂssltf@mosn@na g dggthodscate japplicaRlq tof Qrbmcﬁqneectwn with both human

therapﬂleaﬁﬂ Fe'i@aﬁ“%%h@ Igrr}g{:lbl{ﬂng nl%tstlgésl‘g)z ggd;_ ﬁ%ﬁpdr Co yres and methods

as well Sgﬂag(ng pegcedures Eﬂd meddys. d?_or\mhtlnphsthegktenmpi'}r appdiciityons include, but
wska- Danj | ew 2004, .1 nt U ol hr

are no? ﬁ\ﬁzgteg itqyguing, boying H?ed Bgricgle( g,'fqr%ﬁqul "1@3 ome ngmals as well as

other E&H&'tl@éte@ Z&mé}s’zﬁ@ludm RPHRE; asul:ﬂ %§ 1§ﬂaﬁ§§‘ Ql\iﬁleé\ﬁﬁ‘d ékes, birds such as

. During the pathogenesis of |iver brosi s
ﬁnchea Iaprha@b@f:al ofitke pasratdyuilntlegbmérphs suchiae rabbaimtoricnts swahas rats, mice,

guineq, 6198 kb TartubRpetibiing i ahB Aeffodit.  Yabifle sog-domesticated

animaly §udhGasfAob radirhals nhy alse el tidatedn I thaagtefetred @RBodiment the patient is a
Fbpatol 29, 752; MIlliang 2003 J Hepatol 39, 32).

mammglnd 5 theanost prefersesl emhedimenithapatient fhymamogenesi s of
skin fibrosis due to the up-regulation on fibroblasts,
proliferating and m grating keratinocytes as well in
The phainactuticab lcompssitibn scdrdory Rsohid pedsentpaivestidrs comprzdsest least one
1196 J I.nvest Dermatal 107, .404, Juha s ]f993 Am J Path
compojIR: acg_Qfgg).g to the present invention in a form suitable for administration to a patient.
Preferably, a compound according to the present application is in a water soluble form, such as
being present as a pharmaceutically acceptable salt, which is meant to include both acid and base
addition salts which are also generally referred to herein as pharmaceutically acceptable salts.
"Acid addition salt", and more particularly “pharmaceutically acceptable acid addition salts”
refers to those salts that retain the biological effectiveness of the free bases and that are not
biologically or otherwise undesirable, formed with inorganic acids such as hydrochloric acid,
hydrobromic acid, sulfuric acid, nitric acid, phosphoric acid and the like, and organic acids such
as acetic acid, propionic acid, glycolic acid, pyruvic acid, oxalic acid, maleic acid, malonic acid,
succinic acid, fumaric acid, tartaric acid, citric acid, benzoic acid, cinnamic acid, mandelic acid,
methanesulfonic acid, ethanesulfonic acid, p-toluenesulfonic acid, salicylic acid and the like.

“Base addition salts” and more particularly "pharmaceutically acceptable base addition salts"



Bat a- Csorgo 1998 J din Invest 101, 1509). Al pha5bet al
expression in synovial fibroblasts or articular
W@ badsseeyt es i ndi cates an essential role in rPEYERL007/600832
arthritis and osteoarthriti®® (Kitagawa 2005, Ann.
Rheum Di s, Fukunoto Osteoarthritis and Cartil age 2002
) 10, 13 O{i r f.ibrotic di so&%{ers {.t h invol venent, of )
includg, thosesgraivef i ippheaniccbasy FURly 81 sedipmy postip@elithipg, ammonium,
Ici ,S%ihgh' Equnt 928n,12if€! dopphy Shelganest; alfifirdurfsalts and the like. Particularl
cac"ﬁ% br dysplasig %ssrﬁpﬁans pﬁbgfesgiva‘%TgﬁgS%%OBf\je enary
preferidd rege thenagonildy, fi&ssiukg wrodiunt, I@kiunCatd mBgnesiid salts. Salts derived
187; nnon 2001 Human .Path 32, .842). as  wel .
from (XpAGGUEH By HEPRA I GERYS GOy MR 0e 9ts SEpjme. secondary,
and teAfary @mitd, SutktiRitddLarhined Mdhlihe neRPIFadFhRingkdBRNafed amines, cyclic
1993 Curr Eye res 12, 923). In a further enbodi nent )
amines [aad basip dom ¢schange relingg sueh as ésoprapyaming,nivisrethydamingn diethylamine,

triethyzﬁiﬁgft%Rgo%Hg%@géiﬁdgelﬂi?%lfgfCtiﬁé.sl:&%gpé{ nlt %&%{u%}gal:cﬁg)%ositions according to
the préRAP iveattorAfRAYaoNFhclhdetdie drMsRNSf theBNéWRE: dhrgiet pRSleins such as
in a preferred _enbodi nent for the treatnment of
serumdalggxggésbmrghﬁ}l@rqumcb 8y miewcrystadlined cg}iplose, lactose, corn and other
€0 I ar L zati Ny t] t . [ ' f .
starchf UATHY, F0LAT, sBRelhert TAHF 8 AMSHRAL. agkhls (KBfin®” agents: and
polyethylenp giyoopr Asidhiyeswate dwéledinon, istthoket, dndf eret ubdéd ¥n a variety of
ul cer, scleroderma, transplantation, periphera
formulgtions.j al di sease and coronary heart disease. It is
al so within the present invention that the conpounds
according to the present invention may be used for the
The campminde a¢cooding tqthei predensmivéianrege,fin anfuetheh epdtsliment, administered to
.di seased conditiqn as defined above. Sucgvtreatnen .. .
a subjegy ﬁﬁﬁ ralane orin Aphagmagqubeal fomposition viere e‘i"&Tp"b‘f‘déhé‘ mixed with
suitabeOERALRISr JKEBIAMEN IO trelingd A s éct) ﬁYﬁ{éffdg@ﬂti&!llgaeffective dose of
medi canment or pharmaceuti cal conposition descri bed
compdved di.¢). aclivx ingrediendh b admeinisieeed. iAc thefdpevtieallyiffegtive dose refers to that

0 und.can be.determ ned by st.andard jpharmaceuti cal .
amour BB LE PGl e RefBles® o REAPR e IBPIGES &g glongation of
survivledfla subjebtwRicRlca® o déteABint@ by vl ol skilleBiif etaifi deihg routine testing.

assays, cell culture assays and ani nal studies can be
used to determ ne the LD50 (the dose |lethal to 50% of

In an érppcgcﬁ{ﬁleﬂtt 610612 gg@}éj%s]tc zﬁge(gggp ! ﬂ@seﬂp ﬁﬁ(ﬁféﬁ] @’p&%ﬁ"?‘gh Ia}fcording to the

ctive in ulation dse ' r
presenb éhvendon tioxadmisisdredhegetheu wiith  ® ffduelodr sphiasmadeatically active compound.
t herapeuti ¢ i.ndex, which can be expressed,as the

ratio
More prefeyaplys guc L barmgeepticallynagtive qompound s selselsd %m the group

comprising chemotherapeutic agents such as, e.g., S-fluorouracil, gemcitabine, carboplatin,
paclitaxel, cisplatin, taxol, oxaliplatin, irinotecan and others, agents for anti-hormone therapy
such as, e.g., acetate, tamoxifen and others, agents for photodynamic therapy, agents influencing
the vascular permeability and/or angiogenesis such as, e.g., COX-2 inhibitors, NO-synthase
inhibitors, bradykinin receptor antagonists or others, or anti-angiogenic compounds, like
compounds affecting VEGF activity (like VEGF or VEGF-receptor antibodies, soluble VEGF-
receptor fragments, VEGF-receptor-kinase inhibitors), or other agents affecting the action of
angiogenic growth factors. The combination of compounds effecting different steps of
angiogenic pathway or targeting different mechanism, which causes the diseases, could be

beneficial for an optimal treatment of disease.



indices are preferred. The data obtained fromthese
cell culture assays and ani mal studies can be used in
wo coomossati ng a range of dosages suitable for UBET/EP2007/000832
humans. The dosage may var % t hin this range
depending upon a variety of factors, e.g., the dosage

yed rout.e of adm pistra nutilize
In adihﬂen n BRd dplnr'aﬁcecswcglh@ agliKg SOmPoyRy is heeéﬁrﬁéasse lecige gnm the group
u 0 2
conssfi BB ARuAty il SOTE MOS0 ARSI Y oty
drugs cmnlukimgesmspumt efdlic natidakhtagémistm (@t enathddrexdiehg hydebxychloroquine,

sulfasgigipg, BAIR] SHRbpsic HoRDUSES SRBLTomRe) uhio2a Biitipus as el as
blologi’cshﬁicﬁ SR LSAPourids NdiRictddORganist | (ﬂcﬁi{ésnietg nﬁNPQarﬁigdﬁ%ltsl like Enbrel,

hesion). A dose can then be fornul ated in ani nal
Inﬂlemabe Aglatimumah), ecseenpounds direeted ragaiosin€ evellsanitigenr presgating cells (e.g.

AlefaRpf RSl FRIRARNERNT SIS or nfli ibrblié PEGHS such as, e.g,

1nterfdr6ﬁorﬁﬁ?ﬁdﬁhﬂ)itﬁisn(@% MGHY Mibﬁﬁlea%ﬁ 3YibleSPGRB ideE @ AREDF), inhibitors
can be used to nore accurately determ ne useful doses

for other intagrng (e.Beephavhetad, pp glphavhetafy Handoghelinadt fesentar apfpeonists (e.g.

L1 SRR B, Wk B ob o B8 o)

thiazoKdinidibrees, dmehunbeppréssiviee agantat(e.g. Irﬁ}ba‘?ﬁ)‘dmﬁ)tandom}&dphablate mofetil),
adm ni stration due to toxicity, to organ dysfunction,
haloﬁlgmnﬁ Ard mhv@étormﬁ{berw?nglmeﬂatsmna' ng physi ci an
woul d al so know to adjust treatnent to higher |evels
if the clinical response were not adequate (precluding
Accorﬂitngi o the prebent nmgntidon cdhe ofonapouadsr discidsed ehlerdlins ealson referred to as
nanagenent of the disorder of interest wll

compwn B ACHRICEISy bt 1S PERSCRG VERIRT, 1 B BEoUtsd £ aamesgicagyépt, or for the
manuth&fird F4h&didmaf Bt tH 8 il d o8k tré%ﬂﬁeﬂtrb? al da'ﬁ@nt ﬁlirh%ed thereof. Insofar any

severity of the condition may, for exanple,
of thespvedmpauads comstipute @, phaymscteanmqusmmoagdmoﬁta @seeofaﬂhwaltmd 1of compound
Fur e_an RS do $€ f.r equenc
also cdfipe Pie 58 oF it iR fetPRoRIsEO Ry Susrsalie
response of the individual patient. Typlcally, t he
dose w Il be between about 0.0001-100 ng/kg of body
In addiipgyhtheogompeynds aegording &y dhe rpr@sgﬁtp arvgpfien may be transformed upon

apphc?l %%[&g%ﬁﬁﬁ SL&{ 1ag zf Bﬁ{e Q%q emgﬂli aalx%ocfon{&und Insofar

pre erab nlnls ere
the conipdutids aanebrbeigw&ue tthe0 peckenty 1ranedtuabomty B@Q&odmgs nwhieh, however, are

refera to 30 ng,,.Wll preferably be
nevertflisaioss GArdle MEMARCERRIPL &emﬁl@&% BHipresedinerain ejveathe fact that

at leasfinStht SRRHisAPAYE aﬁ%agdgedl'iﬁ 8ot vx)h?éheillo@@rt){e H@s(iit'eg leffect.

The exact dose w | epend on the disorder to be
treated and will be ascertainable by one skilled in

It is t(t) ri)% gr{cferstood that any of the pharmaceutical compositions according to the present

invention may be used for any of the diseases described herein.

The pharmaceutical compositions according to the present invention may be manufactured in a
manner that is known as such, e.g., by means of conventional mixing, dissolving, granulating,
dragee-mixing, levigating, emulsifying, encapsulating, entrapping, lyophilizing, processes, or the
like.



usi ng known techni ques. Depending on the specific
conditions to be treated, such conpounds may be
wo osomusated and admi ni strated system cally or POL/EP1097/000832
Techni ques for formul ati onl®nd adm ni stration may be
found in "Rem ngton's Phar rraceuti cal Sciences", 1990,
18th ed., Mack Publishing ,. Easton, PA. The
In a fusihes #spsety thei Rescat InyeRUNFS uﬁlateade Sheamsscpfithe P‘Pfép?}rl’é‘é @pgording to the
0
present) m@%n O{)r? ?Is %nac{l e%%fsﬁ@ ﬂgerag{l@;/s’ UsHd l%'tlﬁ lgheod\‘u%@?ud Rehiis"dle same as a
diagndsti¢ roave rdiaggloytic itedlr Mmabﬂef]e,ratﬂy,aﬂ&dedsmpbdmds according to the present
. intraperitopeally, |ntra scyl i ntrapul monary,
1nVCm\P§gf@ﬂ§F uged E’égledpﬂ}‘ agpre; tsr“gb% ‘éﬁl? peri ocul ary,
intraorbitally, intracapsular, intrasynovially,
intracisternally, topically, just to nane a few. In
This monﬁthermﬁmmmﬂs at@rdieg dophepresent tilmeentiopas pamticulafly based on the fact
unds nf | amat e _conpound accor

that s gcggmurﬁgﬁ\ygﬁrlapbweﬁjfvg& Wdt?)l Eegfrgs P Ipéaxcggrlygalpha%etal Because

of theas!:k% RtAB&Ed eRﬁi’égﬁBm oT AIpHal586ta PlonSRitRMted T@RbARLial cell in tumors,after
adm ni stration also conprises passive or facilitated

stxmulammwphrgmwﬂpfaefoefr aioing, 20000 dainy l Haths KiSh, 1345%1Gallond999, J. Cell Sc.,

112, 590 o SEPACTBROHE B r T Rae (SBarl 1 BHF. . A 160, 47

Thann@&{4R QO@ZQ eRUBijol.FChethh@7RdiNishfvldcald @nauithble markep Yo angiogenesis,
to the eye and other tissues such as neoplastic and

inflammsition eng kibensisdn prdholngical eongditinnise ti ssues, inflanmed

tissues the follow ng formul ations are preferred. I n

case of local administration, intraocular or
In pref&iddoetibadinmeits; Cthe Otbmpounds ak:ﬁ’ﬁtlﬁl@t &ty ppsednthvention are labeled
ointnments are preferred. In case of syst
compoyls ﬁr@rqhagite ﬁﬁe IPFSER!: INYANtiARe The aleeédﬁrPﬁ‘Ff§{aFC>5i m?tearaele label and
allows ¥ W% fthe e RFE cnpbMid:ARFH By B B eBrmance,of i vivo imaging
methods eugh el eradmaiuclitier nmaglhg,r posifrex tentpsomatemsglaplky,ecorhpwenized axial

ey SRR e Al Sk BB e Pl o rodonuetie
or a phﬁﬁﬁknétiﬂnﬁﬁhﬁl fspt%ﬁﬂ%!s'azﬁgelslﬁsth@'aﬂﬁ%@ﬁtﬁﬂfég @6 dse Additionally the
be adm ni stered intraocul ar or periocular, to

Spec1ﬁenatsra§tlan of rth@ aﬁmpomdmthéheayegrm cowdhsalep deseetpd epydo, e.g., on
isolateche)ﬁi ns 1nt )( é ov ) e Res, 74, 309; Ceroski, 2000,
£ Sﬁ‘ﬁéf'& LORIPY:l case systens are
m crosheres | i posonmes, nanoparticles or ot her pol yner
matrices (Bourlals 1998, Prog. Retin_ Eye

es.. 17,
The problem ppdeslyéng the (pre;Sﬁ@tr igyentionds gl[sgr§p!vieql Py é}mjtechmcal teaching according
p r f I
to the factic S?rlrd%?*ﬂg(%lnt QL gﬁgo%ege;rﬁ gltggﬁ%rﬁ% ngijefo C}ga}p ®d! @ken from the
dependkeﬁeralrhed before, and/or adm nistered in conbination
with a special formulation,

The invention is now further illustrated by reference to the following figures and examples from
which further advantages, features and embodiments may be taken. It is understood that these
examples are given for purpose of illustration only and not for purpose of limitation. All

references cited herein are incorporated by reference.

Fig.1 shows the synthesis of 3-{4-[4-(pyridin-2-ylaminomethyl)-piperidin-1-yl]-phenyl}-2-
(2,4,6-trimethyl-benzoylamino)-propionic acid (5);



addi ti on of penetration enhancers, bioadhesives and/or

bi odegr adabl e polyners (C ark, 2003, Nature Rev. Drug
woR@cossery, 2, 448; Sasaki, 1999, Crit Rev ThePCDERZH07/000832

Carrier Syst., 16, 85; Kaué&r, 2002, Drug Dev Ind

Pharm , 28, 473; Kinmura, 2001, Ophthal nol ogi c® 215,

. ~143). exanpl e r syst ai,ned r.el ease af conpound . ..

Fig. 2 o8 SeEre a4 PiGPyH s et bRaTE L hagridin1-y1)-

pheny - ,,mtﬁineml-sa%?&nm)bp@gﬁﬂrﬁd /@)l ayer. After
inmplantation’into the eye the pharnmacCeutically active
conpound w Il be rel eased constantly over a | ong

.2 PpgriQd of i { Rabi A: 002. . .Eye A
Fig. 3 55008 o8 ol o3y B oo ¥ B e in1-v1-phenyt) 2-
(2,4,6-@iiRethy LIbérzogRaniifo)- propioMR dcith@n); antifibrotic and
anti-i1nflanmatory therapy through several different
nmechani snms are preferred. Liposonmes may (1) assist in

. qf Lat | [ n .o
ri. o SETUUE LaRals SEPUAYTELURIR PIRGAOEYn B80S Bo-pyotcin
1-yl}-piteay Iyeds (4, 6-atimethyt-béndog tantine)-propionie aed (16§ t her apeuti c

i ndex, or (3) behave as long-circulating
nano-particul ates that can, for instance, extravasate

. i Y. ean i 4 Ty [e'l .- T
Fig. 3 b R O S o R AT O Bhrblfioy ipercin. |
yl]-phenytp8(B athyfl @ floore<i-methiyl-bénzogtaniinspproponiboacid (1I8);ci n

whi ch, entrapped within sterically-stabilized
| i posonmes (SSL-DXR), represents a long-circulating

. f | 1 _ Y-SRV H g e s 1. _
Fig. e B O R AR b 1B 3 -piperidin 1-y1)
phenyDe-(2ehbremeRe b berzoylagdi))-progpmnis assl {20); sust ai ned

system c rel ease of conpounds for treatnent of
precoci ous puberty, prostate and breast cancer,
Fig. 7 &dhdgethei SmtifesisUbL 3L {ne[41-@5!,6;vr,)sqaﬁahyaﬁi-yr;m%gmg?/ﬁdih@nyl)-piperidin-1-
di sease, and various other disorders are GiR
yll-phenyd}-ddddso-rmethyldranzeylamingyipgeniome agidgd3); Dr ugs 35, 63;
Lahl ou N., 2005, Ann Urol (Paris). 39 Suppl 3: S78).
In a further aspect the present invention is related
Fig. 8 tshowvs mmﬂéy@aweisltof ak[( Hl\mhtylr@cmambam@amp&gtdml-[l -(2-5,6,7,8-
conprising at  |east one active cogpound and at_| east
tetrah.‘/éiﬁ&?bﬁh\aﬁ%rbw@mc%ﬂr@ﬁeéyjbgwamné-zﬁmrépr,uc & @7knt or
di luent. As used herein, the active conpound is a
compound according to the present invention, a
Fig. 9 pthawsadhkeit synshdsis sefl t2-6(1-Mathgl-tyadolexhneaartenpl) edring]-3-[1-(3-5,6,7,8-

o6 aphboh AR B OB gt

fornul ated i n aqueous solution, preferably in

_ (ghysi ol ogically conpatible buffers such as Hank's o
Fig. 1Gs shaws tha compewgsis'of fersiula (Ipean bg byildyug by digicoupling of two building

blocks;
Fig. 11 shows a scheme for N-arylation reactions;
Fig. 12 shows the synthesis of G-Z-A-type building blocks by an alkylation procedure;

Fig. 13 shows the synthesis of G-Z-A-type building blocks by a reductive alkylation procedure;

and



saline buffer. For transnucosal adm nistration,

penetrants appropriate to the barrier to be perneated
WQe@740888d1 i n the fornulation. Such penetrants BEBEP2007/000832

generally known in the art112The use of pharnmaceuti cal

acceptable carriers to fornul ate the conpounds

. cording to the present invent] I nto dosages or
Fig. 14 §h0pYeet. B O FoREBI O PE S S0t Ante B BRIcRSt e o
adm nistration is within the scope of the present
invention. Wth proper choice of carrier and suitable
manuf acturing practice, the conpositions of the
.. present inventio ' articul ar.those fqrmul ated as
withif g Breptapbfiggiondhe frlioliag aiReVipians HEvsti v, such as
Ac by iagkfydvenous injection. The conpounds can be readily
formul at ed usi ng pharmaceutically acceptable carriers
AIDS ye| Acqpgethimumungdetiigiencysyadi@gwages suitabl e for oral
adm,ni sk At rriers enable the conpounds
AMD accé%?%lségég%ﬁggggg%négﬂnopnventi on to be fornul ated as
bFGF t abiBatis fibpbBlast grohgudtess, dragees, |iquids, gels,
syrups, slurries, suspensions and the |like, for oral
Boc  ngéf-Bythogycasbativhj ect to be treated. Conpounds
acc | esent invention or nedi canents
BSA corrgoglsnlré%ﬁ%él%ﬁhﬁﬁtended to be adm nistered
Cbz i nt Beagtloxyfarmtylmay be admi ni stered using techni ques

wel | known to those of ordinary skill in the art.  For
CD3 1 gy Bpiahell oAl ekr's PRISietpelinLontadbepipmmoTecule
cox | I PesSeiEBRygeaask t hen adm ni stered as described above.

Li posones gare spherical |ipid bilayers with aqueous
Cpd. i nt €omposnd Al | nol ecul es present in an aqueous
d sol tig(;at the time of |iposone formation are

i nc&”b‘ Lted into the aqueous interior. The |iposonal
dba CONDERdnSyRAHalRbh Protected from the external

m croenvi ronnent and, because |iposonmes fuse with cell
DCE nenibtelderoethane ef ficiently delivered into the cell

cyt opl,asm livery systens involving |iposones are
DCM di sC lcohs%r n}er%eﬁnﬁt ernational patent application WO
DIC 91/ DiB6gropAsarbeliimiie U. S. Patent No. 4,880,635 to

Janoff et al.. Thepubplications and patents provide
DIPEAs e MNV-Ditspropplethylamae ¢ echni ques for |iposone drug

pMF del N/{ﬁ_rmn@ lﬁﬁﬁghfh%or porated by reference herein in
thelir entirety. armaceuti cal conpositions conprising

DMSG cdimethytbuHoxidedi ng to the present invention for

arenteral .admni stration include a us. sol utions of
DMSZ e Digp{spheeS ap NukrorgaR iR BAdF K FR

gCc Addighiemalidi ellsuspensi ons of the active conpounds may
be prepared as appropriate oily injection suspensions.
ECM sSui Eabsheellulapopitiix i ¢ sol vents or vehicles include fatty

EDTA®' | BufiGRadtiSae i Reetate

ELISA  Enzyme-linked immunosorbent assay

eq. Equivalent(s)

Et Ethyl

Fc Fragment of constant region of human immunoglobuline G1
FITC Fluorescein isothiocyanate

Fmoc 9-Fluorenylmethyloxycarbonyl

GnRH  Gonadotropin releasing hormone



oil or castor oil, or synthetic fatty acid esters,

such as ethyl oleate or triglycerides, or |iposones.
WRQ088941 nj ecti on suspensi ons nmay contai n conPCUERRN07/000832

whi ch increase the viscosity of the suspension, such

as sodi um car boxynet hyl cellul ose, sorbitol, dextran,

H;i like. Optionally, the suspension nay al so
h con Uh suitable stabilizers or agents which increase

HATU he cﬁgd H%ﬁén&?(tnﬁiolt e qofTP9HQﬁjénétﬁylﬁh}rﬁ’l‘Mlflﬁ:&aﬁtﬂﬁophosphate
preparation of highly’concentrated sol utlons
HBTIPh aﬂmmrtaabl bgwl)ploh,BI3|-t©tramcfdmblr¢mumgHa<aﬂmmthnsphat

resen nt| for .oral use can be
Hepesp, -ty SelhirBrRgene 2 e IRiotsifacs) w th
HIv sol f[{im%qhﬁhlﬁ{btdefﬁignb?'%ﬁ-héy gri nd| ng the resulting
m xture, and processing the m xture of granules, after

HPLCaddlhrgjl'mii iquid ghiomagography i f desired, to obtain
ts or.,dragee cores. Suitable excipients are, in
HRP par oﬁﬁr%\JSh?erg’fg?s such as sugars, including |actose,
iPr sucaqs;apylrmnnl tol, sor b| tol, and the |ike; cellul ose
]S arat i ons, such as, for exarrpl e, maize starch wheat
KHMRS a Petassipmchexamsthyldisi o starch, gelatin, gum

ra roxypropylnethyl
LC/Ms):el ?’%@éﬂog{éga %%(#hg %Qaﬁwm%i cel | ul ose,
m  pol Whltiglepyrr ol i done (PVP) and the like, as well as
m xtures of any two or nore thereof. If desired,
Me ¢ sMﬁtbﬂratl ng agents may be added, such as
Me Cr oweth%,nked pol yvi nyl pyrroli done, agar, alginic acid
or a salt thereof such as sodium al ginate, and the
MES | i k@-(MeMagpwlino)-ethamsuHompbacidaceut i cal conposition
. conprising a conpound according to the present
min - 3@1’1‘1“ ﬁ‘%are provi ded with suitable coatings. For
ml  thi gpufgose, concentrated sugar sol utions may be
used, which may optionally contain gum arabic, talc,
MTBﬁJoI WMethyltrersshutioll ethene, car bopol gel, pol yet hyl ene
NMRg ycoI1 art | tanhurrésdl o>§:| de, lacquer soI utions, suitable
orggﬂ?g JBTRPENHY E°58P2E6E1 vent ni xtures, and the Iike.
NO Dyeslitticfoxide pi gnents may be added to the tablets or
dragee coatings for identification or to characterize
OD i f?lﬂ"é #ldeasibi nati ons of active conpound
dos reparations conprising a
OTt co qglgﬁgﬂgng%rﬁ,gl&ﬂg&{ag&t he present invention which can
OTos be tl‘ahd:ne#adullfymatacl ude push-fit capsul es nade of

as soft, seal ed capsul es nade of
geI %Pﬁ’hﬁﬁj"’gf fi{‘%i zer, such as glycerol or
pDGFsor PidtQbe deFived gfbi,ghfféctto,capsul es can contain the active
ingredients inadm xture with filler such as |actose,
PDR bi n®eolfemtivtrdiabetin retivopathyand/ or
PG Protecting group
PIDA Bisacetoxy iodobenzene
PMA Phorbol 12-myristate 13-acetate
PVP polyvinylpyrrolidone
PVR Proliferative vitreoretinopathy
RGD Argininyl-glycyl-aspartic acid
RNA Ribonucleic acid
RPE Retinal pigment epithelium



| ubricants such as talc or magnesi um stearate and,
optionally, stabilizers. In soft capsules, the active
w@eoposseds nmay be di ssol ved or suspended in SuPCEBP207/000832
liquids, such as fatty oil &4 |iquid paraffin, or
l'iquid pol yet hyl ene glycols In addition, stabilizers
na be added. A’ tlen for the purposes of the
Ml e%‘?ﬂ‘“‘Prﬁi\%ﬂPP‘?ﬂﬁﬁmg’e @9‘% ¥ ﬁ%‘&‘und accordi ng
RT toO m@gnp&ﬁﬁgﬂ&ﬂhnventlon or a pharnmaceutica
conposition according to the present invention is or
S i s tSengwettidni ni st ered, includes both hunmans and ot her
' ani nal d organi sns. Thus the conpounds,
Bu pha ﬂ%i@@ﬁlcal conposi tions and methods are applicable
TFA t O qhiflurdaesntesdid on wi th bot h human therapy and
veterinary applications including diagnostic(s),
TGFBdi admansfarming grosdly fastorieth net hods as wel | as staging

pro e nd nmet hods. For exanple, the veterinary
THF appﬁ%ggk*% hcl ude, but are not linited to, canine,

TIBS bOVImﬁ,utHy@_Jlllaﬁ@ porci ne, caprine, equine, and ovine
animals, as well as other donesticated aninmals

TMB j ncBuisd.Agtetiepethydashylenadiamiaci guanas, turtles and
TMSdnal@?M H'ln[n‘#ﬁ S Q as finches and nenbers of the
Pam Ty

arro a gormr phs such as rabbits, rodents

Tris sucrrrﬁellyﬂﬁi@mdﬂiyd)%amgmnfw&npl gs, nonkeys, hamsters,
bi ans, fish, and arthropods. Val uable

TRITC{;IOH TGH%WEB?%“‘% 1SeHNQCYaBYEN as zoo animals, nay
VEGFal SQ’a@&le&%ﬁl@mo&gﬁfg&r&f erred enbodi ment the

patient I's a , I'n the nost preferred
Xantphmb ddhi-bis(iphehgl phadphént)-9,% dhmethylxanfhenephar naceut i cal

conposition according to the present invention

conprises at | east one conpound according to the

present invention in a formsuitable for

adm nistration to a patient. Preferably, a conmpound

according to the present application is in a water

l.ubl & f ot belng present as a
ExamBﬁ’ milg[é’ﬁﬁ f&ﬂ'@ $% abl e salt, which is neant to

i nclude both acid and base addition salts which are
al so generally referred to herein as pharmaceutically
Solvenfgcept abl e salts. "Acid addition salt", and nore

Solvexﬁ? tl onagAa?ﬁt agagﬂ éfmﬁl%po&%ose sa @éﬁﬁk %?e?al n the

blologlcal effectiveness of the free bases and t hat
n i ol ogi cal | r. ot her ndesi rabl e, forned
Acetowftlﬁ Qoqs‘féﬁ? A |ggad§cu o'lé g&'&‘fﬁ)’a IC}%’ ARG fer syntiesis, Merck Eurolab);
dlethym c(?(froﬂ]nﬂuﬁﬁ' gersit IHHS1LE); W,Nddlm@{h:yifoﬁnéﬁidé (LAB, Merck Eurolab);
phosphori’c aci d and the |1ke ani ¢ aci ds such

dloxmifmsgnﬂl681a$ldrlchj; npﬂmnob(fmydthegb yMotchEwwllaU) pyruvic

acid, oxalic acid, maleic acid, malonic acid,
Water:

Milli-Q Plus, Millipore, demineralized.

Reagents:

Reagents were synthesized according to or in analogy to literature procedures or purchased from
Advanced ChemTech (Bamberg, Deutschland), Sigma-Aldrich-Fluka (Deisenhofen, Germany),
Bachem (Heidelberg, Germany), J.T. Baker (Phillipsburg, USA), Lancaster (Miihlheim/Main,

Germany), Merck Eurolab (Darmstadt, Germany), Neosystem (Strasbourg, France),



succinic acid, fumaric acid, tartaric acid, citric
acid, benzoic acid, cinnanic acid, mandelic acid,
worgaonassdsul f oni ¢ aci d, et hanesul foni c aci d, PCT/EP2007/000832
p-t ol uenesul fonic acid, saliscylic acid and the |ike.
"Base addition salts" and nore particularly
phar maceuti cal |y acceErPabI e base additio

Novatigheg (Hzch $asent Hbmendo RoULR0G rMﬁ{qkr%lpg%mces Haestadt fermany) und
Acrosﬁ@e%PSI u:%}udi’o%ﬁﬁk sélfsEl{Hftu B shefSRRnH it Gﬁ‘n:b l'@éhwerte Germany),

Iron, zi per, manganese,
Peptedﬁﬂ(lambmdge tMA, US4, S?htheuedu(mllbhlyy @lé,fléSA)ad’hamadok‘e(ngh Point, NC,

USA 2 Bpapet dind 05, 4oty PcoR Fikar Remetibe aNM yoRt dbghegpiened quaity

witho®'fAARdrpuiididatigixi ¢ bases include salts of primary,
secondary, and tertiary amnes, substituted am nes

including naturally occurring substituted ami nes,

d basi c 1on xch e si ns.,.such

Plastlci ﬁv&ber g(HalP %eﬁlélca £ Pt Wfﬁ ahHreha e% ?&Fﬁﬁgﬁeﬁ glo one (aermany) Nunc
(Nalgd Eu®pBYkdn ne, tripropylam ne, and ethanol am ne. The

phar maceuti cal conpositions according to the present

invention may al so include one or nore of the

follow ng: carrier proteins such as serum al bum n;

buffers; fillers such as mcrocrystalline cellul ose,
Generadgérfarks diofhe sqfithesis af thSécan phrafds Reording togR Hresent invention

sweet eners and other flavoring agents; coloring

agents and pol yethyl ene glycol. Additives are well

he Ry i R o SR DT ERAIGSO s iy

depend ou elliEt stactaesof tha seleétud Araind edaadietienéombided i a;pmieﬁiar compound.

0 bj ect either al on in naceutlc

The em@ SEves FelgHeeRreset sy mmrgzjchﬁ%% S@HDGHE o synthesize a wide
range 9 b&APbEdS QfeEdrﬁfea ifl "thiS 4 Fﬁ’éa@i@h( 6} cotrSe LRI P% nthegls routes are

subj ect, a therapeutica fective dose of co
examp¢s. and @Jctany @eisoy skidied nn )the art,adoierpastiaiaty, byrany organic chemist many

..thr euti cal | f ctlv dos refers,to that angunt . .

additigypl pRESHY Fids fir oBF siBesigor spEwiudls' Seokes B T apptication are
pOSSIbwmfegg;bler a prolongation of survival of a subject

whi ch can be determned by the one skilled in the art

doing routine testing. In an enbodi nent of the various

aspects of the present invention, a conpound according

to the present invention is admnistered together with
Synthasis uf édmeponitRrefdeminiacd@) tontaitiny & heesipoyoldA that & linked to Ar via a
. 1€r ef er abI y, such further pharmaceutically active
ring N-atogbohét i s selected fromthe group conprising

chenot herapeuti ¢ agents such as, e.g., 5-fluorouracil

gencti t abi ne, carboplatin, paclitaxel, cisplatin,
In a fitsazlabs ofooaipiophds ofiformniar(t A& dna nitrogen thaminglyerbeydlioring which is
conne&gé at ahgrrt'gte) rr]i%gtA;lstrogP% Ar. In typical examples preferably according to claims 12 to
18 A is selected from, but is not restricted to the group comprising cyclic amines, cyclic
carbamates, lactames or cyclic imides which are bond to Ar at their ring N-atoms. Such
compounds can be prepared according to methods described in the literature. Some citations as

well as experimental examples are given below.



such as, e.g., acetate, tanoxifen and others, agents
for photodynam c therapy, agents influencing the
WO amcossan1 per neabi | ity and/ or angi ogenesi s SucPCHEP2007/000832
e.g., COX-2 inhibitors, NO®ynthase inhibitors,
bradyki nin receptor antagonists or others, or
anti - angi ogeni ¢ conpounds, |i ke conpounds affecting
Amm\”E@n'&'@?Wi ty (like VEGF or VEGF-receptor antibodies,
In one %ﬁh@&ﬁ théEGhRIHRGS R)tfcfﬁesfe§ rls HEBE-2cRieS8d B, 1itN@36t restricted to
i hhi bitors), or other agents affecting the action o
the coupligg ofj emd bulgjmgvblockmﬂpmssntm'@‘\@ -ZzAndvidréat- Yol infformula (I) or precursors
nds ffe ing different steps of angi ogenic
Ofthe“bé‘i‘ﬁ\'iﬁg?g& 3 ting different mechani sm which causes
t he dlseases could be beneficial for an opti nal
treatnment of disease.In addition the pharnaceutically
The keycstep en abispsyntiesis sofpthef elaablof cemipeundsdisf the naoupbngy 06 @pG-Z-A-type

ot R BB B B SR AP 3 038 ot .
N-aryldt{df! &%I@Qoﬁtﬁ?ﬁﬁ%ﬁgs{r&ké %efn%&ll RALRAGH! h?e fle g.

nmet hot rexat e ydr oxychl oroqui ne, suI asal azi ne,
pyrim di ne synthesis inhibitors (Ieflunonide) COX- 2

e TG B SL20HE8 AR B AR s i
catalyzE@ RéRliond ¥ NHXuBBPate \Hth laPH 'ﬁ%mles &@EWWH%%CQﬁdBuChwald (e.g.

against T cells, antigen presenting cells (e.g
HarthéJ éPaS)leci;t 189G 329v0raWpolfandiPaBuchivald, §nliocal éirg. €§u:rokil9ﬁ=7s 62, 6066-

anti brotic,agents such .as, .e.q. erfer
6068) St Pbér elsPraneSd BAEROR AT P oni s of S hshr Bsseibed by Chan
et al. §EE0 MREARIIPSN LektNNioNBL 89S 2593-2934)erSontut ea;spemsqné@iaﬁd N-arylaton
al phavbet a3 or alphavbeta) Endot hel'in A receptor

reactloaswrfgmweyfesi os . eamplgl 85 Angyw.Ghem. 2008 ddh?,s5558-3p07 by S.V.Ley and
AW, Tﬁb)n ‘ﬂ"“‘ﬁﬂ? a{éhﬂ{e?‘zﬁ'flr%r ard Mbb}e bIJeI:e%rt B%s can be found in the

pen OXIf dini diones ppressiv
literatuggealgs (R Tatsuhd pamdle) 0. MﬂﬂCHMﬁOQbBSLO |48,t Q6M81i2586j M. V Nandakumar
halofﬁglnone and i nhi bitors of the renin- aqgloten

Adv.SyylCatal 2008 02 41(RYy HP-PRengrB6asnhi phalerPredett 2001 3(16), 2539-2542
for the?%ﬁ%’? gnsofddgéﬁé O BImBts %'T CIRErigk eBRET Y. Gfg éﬂerﬁlszoos 70, 1486-1489

cording to present I nvent
for the Asanylation &f ngdloaanéafstander\thlerhSynthcum‘ 2014y ﬂkl ol 228 or R G.Browning,

T e T

constitute a pharmaceuti cal conpound The use of this
ki nd of conpound al so conprises the use of
Typicapercanmpesoft pre@irsors af GepitamdAdd - Hvandi theis codplimgs hre given in examples

2 0 8 SibuaHmeblork o (atioy diilTb S aaamd )8, 32,18, Goy in

figures 1to 7.

In steps 2 of figures 1 to 3 as well as in steps 6, 3 and 5 of figures S, 6 and 7 examples for the
coupling of different building blocks representing G-Z-A or precursors of them with boronic
acids representing Ar-Y-¥ are given whereby the moieties A are cyclic amines. The
experimental procedures are given in examples 2 to 4 and 6 to 8. Another method of N-arylation,
i.e., the palladium catalyzed coupling of an NH-containing ring with an arylic halogenide or
triflate ester is exemplified in example §, i.e., step 3 in figure 4. Here lactame (14) is coupled to

an aryl bromide (13).



application to an organi smsuch as a patient, into the
phar maceutically active conmpound. Insofar the
w@oorposseds according to the present invention PEER®07/000832

prodrugs which, however, at¥ neverthel ess used for the

manuf acture of the nmedi canents as disclosed herein

given the fact that at least in the organismthey are

changed in a formwhich allows the desired effect. It
SynthkﬁsBPb@ﬁdnHE%%c‘kE@i—l\hat any of the pharmaceuti cal

ositions according to the present invention may be

Buildiog btbck(@) larﬁguoé 1 chereldies ¢as Bocgestected €dZ e mmiiety i fimmula (I) wherein

phar maceut i osi ti,ons accardi to,.the present.
G is FRTUTROOry® BEETEA0EcA 1 BIDEHEG. SRAHEHY Seres B is an xample
for a {BEYOf G ZSAl%Ype Buillling BlockEdAereRf ZG9 AN Ayl @Rdh, G ¥ioTdype Ro-NH as
di ssol ving, gdranul atin dragee-m xi ng, | evi gatl ng,

describgd fos ﬁxa,mplg in ehuapgh tal6 pigd Aesmrnap prmgatlcl lse@gm:)rqlczmn@escnbed in the

prefen[%:ldgg%lﬁ}ss | nv o n% “THs cf Sr%# gttugddng é E% Eeerge]trallyhge obtained by methods

descrlmqwﬁféraiﬁﬁo'f@b l%ﬂarhpleb it the §Ffisis! a1y BilinedirdSguies 12 and 13.
di agnostic nmeans. As used herein, a diagnostic neans

is the sane as a diagnostic or a diagnostic tool. Mre
Flgureolﬁ]2\e/;éhg>t§algghé( %lagﬂggﬁ S)gg ?bpgj?ot?gtgg ragh hét rotcgcqe gﬁglsc‘?%'iotonatlon with as

strongtbagg twogitve @. G-PhAstyps buidding bh)ckmﬁmmptks fac thiy ﬁnoﬁ@idre aiethe synthesis
resent _invention is particularly based on the fact
of bui blogksi(2otfp dodh 14 5) ipegpmples <pd @nfl| C&qsp;ctwe{yh Bulldmg block (2) for
10t I e PRY: I JeF-k -
cxam 16 S, B9 BePRGLAGH 8 EOASHRL Ay, SEEE BT e and
bromonethyl gt peoti dixred bbbk glic add berizyl esmemmﬂ; KHMDS s ibasel. at i on
with growth factors (Kim 2000, Am J. Path, 156,
1345; Collo, 1999, J . Cell Sc, 112, 569), on
In an %@t&muab@qppw ﬁeﬁ%dyéle@ﬂﬁﬁtﬁ%ofré@ 'éﬂxbrh@%?o%p&?ﬁﬁaﬂ)flﬁ)?gmmety G in
467, Thanni ckal 2003 . Bi ol
formutah(il)s bmﬂmm@ectsd 40 201 A ai| Z Andarivative by aamgucig@wajky tion procedure,
Snin ica

followef] by T BHGAR Boahbiin3L e BpRoPREARROAES and BRfiplebOFR of the ring -

atom 6fhn€n Ae T isi cuvaidi 1ﬁrﬁg'iﬁ-@133 e QiTRISH Sccﬂﬁﬁ@ﬁx@ltﬁ@ synthesis of
resent invention. The |l abel is gr ef er abl

t t
buildi@ébl@elfe%(ﬁ Prand{d8) ingramplesgband: h & o gxarpple bpdding t(m)em example 4
is obtﬁﬁgﬁ’%zr‘éj d%gﬁléés ﬁiﬂiﬁ’a?o}é JeBeih oPQ{aBgﬁWﬁ&eOWh% ‘f&@éhazendme-p

such as radi onucli de 1°magi ng, poSi
carbowﬂms&ubmmt-cbnq@; reageiy In anatpgy duilding bimclal(21 orrmgrlaﬁﬂues could also be

i nfrared i magi and netlc esonance i st
preparﬁﬁi eP%r gp%p 1veg qnga ) (?e -am{nopyrl e der% 1ve w1 a N-protected
4-formylpiperidine.

Using one of these alkylation procedures almost every amino-heterocycle Ro-NH, representing
moiety G can be connected to the ring systems described for moiety Z-A in formula (I) thereby

generating a diverse set of optionally protected G-Z-A moieties. These can be used for the

coupling with Ar-Y-W-type building blocks.

And, of course, these two approaches can also be similarly applied to bromoalkyl- or formylalkyl
heterocycles different from bromomethyl- or formylpiperidine as shown in examples 4 and 5.

Together with the wide range of available heterocyclic amines numerous combinations can be



or a paramagnetic material is used as a label in the
af orenenti oned nethods. Additionally the specific
WO paoe08soti on of the conpound with the integri nPCDEPZIOD@0832
al so detected ex vivo, e.gli8 on isolated cells and in
ti ssues renoved by biopsy. The probl em underlying the
present .invention is al so sol vgg@by t he techni cal

selectqd 42 190 F?gna?cwfiaurﬁggq OftHel-At HERBE Plaglep &sined for othggsynthesis of
compdungf && {;ﬁge(p{m 3 % atiohhereof may be taken fromthe
A

ependent c I nvention is now further
|IIustrated by reference to the followi ng figures and

exa les fr whi.ch f advant f.eatures and Y ae
Anoth B et S5 e OIEESGERETORd I DS GPREGSEAN: athg riiowp providing
N-acy%iiﬁﬂmn€§ BéSd O bMRP afpﬁfoa%sp&%grl&fd il khésllfe"i‘ﬁth&na %hb!ral approach is
not for purpose of limtation. ref er ences

outhmtd tneﬁlgthe rldi Eharappmacb rcpo ba tuger t;ysm)@lﬁ@nerrcbtedmognpounds described in

th of . : o .

this apgY g8, A RARIS o8y P R PRSP0 o e Bipek (1) g grample 6.

shouldfbeurierst ol thE o R roRieied 2 1 TiraD =25 RRLRIre o figfre 14 also can
Fig. 2 shows the synthesis

be J0111(§d(t<4 fqrm 4 (ing pystem aswpmallﬁedzby bwﬂﬂlngybﬁbt(h’&blql exarppleiodi
n-1I - -
phenzl ])L 2-(2,4,6-trimethyl -benzoyl am no) - propi oni ¢

It shoﬁldi [0 (lﬁde,rstEd')cg that GAthWhe tpccedies fesile $fnthesis of G-Z A moieties given
i gPyrldanyIamnomsth%nﬁ azetldlnl- phen
above npt ll related woietiesdeseyibed am shig RRPHGRHPD 2B HECHR ealéﬁdi bpt some need

more %ﬁ%vidﬁgmtﬁ%g%f:élgi rﬁé% ?%Qﬁﬁl'esfgﬁlﬁlﬁ% ﬁé’eﬂ \Ylj.h Bulldmg block (22) in

example ®hndlfiplire 7 where G is 1,2,3,4- tetrahydro (1, 8]naphthyr1dyl Zisa dxrect bond and A
..yl 3, phenyl)-2-(2, 4, 6-tri met hyl - benzoyl am no) - pr opi oni c
is pipefidyly (16): Fig. 5 shows the synthesis of
3-{4-[4-(4,5-di hydro-| Hi m dazol - 2-yl car banoyl ) - pi peri
din-lyl]-
Synthpﬂieth]e-banﬂmgabloyks Ar{Y-H0r o- 6- et hyl - benzoyl arri no) - pro
ionjc acjd 6 shows the sint hesi s

For th sxrzthqsas Pl AR bé)ntzfer- bilding| blocks |preferably. ?@mﬁmalw 3y8ilakle precursors

are us&?‘i thXi %weéi ?51}' 4feév transfo%aqonbste s t g?ﬁor%e) sultable bu1ld1ng blocks to be

coupledmvﬂih @@ A-typegbuildisg bimk!; Ha aspmfdmsll ezlassfof compounds disclosed in this

4-14-(5,6,7,8-tetrahydro-[| napht hyridin
apphcgg}{n' Yg‘yrt}/pe building blocks c[an be d%scrlb%d as subs%lltutec{3 2-amino-3-

arylprcgﬂﬁgi)él Cé% (%aflnpq%st E%Jg?v\cﬁslﬁg H[g bcgeﬁﬁn?ﬁgy &ngn R P! p‘i\@h}‘;l are given with
buildirg b(olckMét)h)(B) ((3?2) c(h&anlac(M)bmay kcan @asilyobe Prépardd? fibmb cdmmercially
avaﬂablsphszphr e deie @Vﬁ Aalse o 9thes; draivativss-disclesed in glgim0ovherein Ar
is thied§l Or (pgrmiyl the related 2-amino-3-arylpropanoic acids precursors are commercially
available. Synthesis approaches to substituted 2-amino-3-arylpropanoic acid derivatives include
but are not limited to literatures procedures like palladium catalyzed couplings of aryl or
heteroaryl iodides with protected iodo(2-amino-2-carboxy-ethyl)zinc derivatives (R.F.W.Jackson
et al., Tetrahedron Letters 1989, 30(43), 5941-5944) or glycine enolate based approaches, e.g.,
bislactimether alkylation (U.Schollkopf, W.Hartwig, U.Groth, Angew.Chem. 1979, 91, 922-923)
or alkylation of benzophenone imines prepared from glycine alkyl esters (M.J.O'Donnell et al.,
Tetrahedron Let. 1978, 19(30), 2641-2644). These and other procedures that can be found in the
literature enable any person skilled in the art, more particularly an organic chemist to synthesize

any Ar-Y-W-type building block wherein Ar has a structure according to claims 8 to 11.



Fig. 9 shows the synthesis of
2-[ (I -Methyl -cycl ohexanecar bonyl)-am no]-3-[1-(3-5,6,7

WQ 3607/088041 PCT/EP2007/000832
tetrahydro-[1, 8] napht hyri di®- 2-yl - propi onyl ) - pi peri din
-4-yl]-propionic acid (29); Fig. 10 shows the
conpounds of fornmula (1) can be build up by the
coupling of two building blocks; Fig. llshows a schene

Besidegtgn% Pﬁs%fb@ﬁ@'t?%@l@esi\fetaé%gg%ﬁypg Ib%iédl%% BE’EEAA%?{ gﬁﬁfer in the structure of Ar

esIs°0

it is alsd E dseblé € varyOhie GttieturedbOthe MB-ned1@4SwhilR i Mefiitashys fetula (I). For
G Z-A-type building blocks by a reductive al kylation )
examplsy ottedadse; @ndbilfing 4 blaskws(6a rthisct¢adn brhaeehievask bye exchanging

2,4,6-t§%1%fh:}§-§%x?zggri {:ﬁfgg?% :o?gge;ﬂlng Lug glgiuevg wghnantoﬁ%r Rhf% gfic R%id chloride or

reviations ar e useaq:

sulfonAcBloHdeATRS vAtlgiffecechangeinaie bfructine i ithe QhRY-mdketyAMBich is a part of
Age rel ated nmacul ar degeneration bFGF Basic fi brobl ast
‘¥ as shewinb ferautda (IDB analegy. Bk he pessibls to iBBpdwsihese changes closer to

erum.al bul m.n z Benzyl far 1 Endot hel i al
the lasf b T EVDELL o ChupGEY SRRABIYD. (R maRe@igfosste to exchange
the 2,4)trdfiethgl-bédsolyALid X ¥gp 326f flgude 1 B3NPHaENEarboei¢dredulfonic acids or
dba Di benzyl i denacet on DCE Di chl or oet hane DCM

activateyl aeid sleoettves sad ppuplpithens jo spgimesiase ()i yadgeapnrepriate conditions. By
using M}Pab&SQJhOHXAa%&Y bAEERSatives of (5) differing in the structure of Q-R, can be
prepared including those structures disclosed for R, in claims 34 to 42. In addition to the
transformations of the primary amines like in compound (4) of figure 1 into amides or
sulfonamides as described above, it is also possible to transform the primary amines with
appropriate reactants into lactames as disclosed in claims 44 to 47 according to methods

described in the literature.

Synthesis of compounds of formula (I) containing a heterocycle A that is linked to Ar via a

ring C-atom of A

In a second class of compounds A is connected at one of its ring C-atoms to Ar. In typical
examples according to claims 12, 19 and 20 A is selected from, but is not restricted to the group
comprising 4,5-dihydro-oxazole, 5,6-dihydro-4H-[1,3]oxazine, 4,5-dihydro-1H-imidazole or
1,4,5,6-tetrahydro-pyrimidine that are bond to Ar at the ring C-atom located between the two
hetero atoms in these heterocycles, i.e., Ar is bond in position 2 of the above mentioned
heterocycles. Such 2-substituted 5,6-dihydro-4H-[1,3]oxazines and oxazolines can be
synthesized by methods described in the literature (e.g. for oxazolines A.l.Meyers et al.,
Angew.Chem. 1976, 88(10), 321-332 and references cited therein or P.Wimpf et al.,
J.Comb.Chem. 2002, 4, 656-660). As appropriate starting material for such compounds an
analogue of building block (13) in figure 4 could be used where the bromine is replaced by a
carboxylic acid moiety. The same starting building block could also be used for the synthesis of
imidazolines (e.g. G.H.Merriman et al., Bioorg.Med.Chem.Lett. 2005, 15, 435-438). Amongst

other suitable synthesis routes it is also possible to start with a derivative of building block (13)
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1-yl)-1,1, 3, 3-tetranet hyl uroni um hexaf | uor ophosphat e
HBTU - (Benzqtriazol - 1-yl)- ) )
Syntheé}slogseo 1ROy éﬁt?"l{ﬂ'ﬂ?@i‘ﬂ;ﬁrﬂé&?F‘d’d’i‘i‘}bﬁ%‘bhat Hepes
- 2- Hydr oxyet hyl pi perazi ne-N - 2-ethanesul fonlc acid HV
Human i nmuno-deficiency virus HPLC hi gh-pressure
In a third glassiof tnmaprainds Aaph ot iREsehbaskAdsl a singpystoni thatsie diretly bond to Y.

.2- Propyl. KHVDS Pot assi um,he t hyl di si | LC/ . .
In clify & ARiF GHATBIT SO ML TS Jol P EEEY FD § AFPEGS fpine that is
bond tEZ Y lthéVeinEVa0m. For two compounds detailed synthesis protocols are given in

examples 9 and 10 which are outlined in figures 8 and 9.

Example 2: 3-{4-[4-(Pyridin-2-ylaminomethyl)piperidin-1-yl]phenyl}-2-(2,4,6-

trimethylbenzoylamino)propionic acid (5)

a) Synthesis of 2-benzyloxycarbonylamino-3-(4-boronophenyl)propionic acid (1)
O/\@
o}

OH
(1)
3.0 g (14.4 mmol) of 2-amino-3-(4-boronophenyl)propionic acid were dissolved in 120 ml 0.4 N
NaOH solution and diluted with 120 ml 1,4-dioxane. 2.05 ml benzyl chloroformate (14.4 mmol)
in 15 ml 1,4-dioxane were added slowly at -15 °C. The reaction mixture was allowed to come to
room temperature over night and the organic solvent was removed under reduced pressure. After
extracting the acidified remaining aqueous phase with ethyl acetate and drying this organic phase
over Na;SO, the solvent was removed under reduced pressure. The crude product was

recrystallized from acetonitrile.

b) Synthesis of piperidin-4-ylmethyl-pyridin-2-yl-carbamic acid tert-butyl ester (2)

~
N N
L

)< 2)



MVES 2- (JV- Mor phol i no) - et hanesul fonic acid mn

Mnute(n) mM MIlliliter MIBE Methyl-terf-buthyl ether
WORMR708804Ear nagneti ¢ resonance NO Nitric oxi deCT2EP2007/000832

Optical density OIf Triflutlonet hanesul f onate OTos

Tol uene- 4-sul fonat e PBS Phosphate buffered saline PDG-

Pl at el et. .derjved ow h .factor Proliferativ )
50 & 2 AT EARE (D173 Tadh e aBEG Path 13T g Gy licarbonate (0.58 mol) in
tert-bUBARAGEE PO o{/é}qﬂgﬁﬁﬁ@%ﬁ%\ﬁg PR ed hdd Ml érﬁﬁ@?n%duct_ was crystallized

13-acetate PVP pol yvinyl pyrrolidone PVR Proliterative
from tolucnetorgive pyrphin-Ryyl R@arbaarig acid mer-byty ester asparti c aci d

RNA Ri bonucl ei ¢ acid RPE Retinal pigment

epi t hel i u"RPM Medi um devel oped at Roswel | Park

To a sORETBA bl .31 \Gl4 inkict) p3idRRoPIicarmfiheil ferB by 8stbeintdr} BMF 16.6 ml
tert-Butyl TFA Trifluoroacetic acid TG-b Transform ng
8.4 ng;qi),\KHMéSt(QrS Meingoluene) were added at 0 °C. After complete addition 2.0 g (6.4
mmol) 4-bromomethylpiperidine-1-carboxylic acid benzyl ester were added and the reaction
mixture was allowed to come to room temperature over night. 300 ml ethyl acetate were added
and the mixture was washed 3 times with 2 N NaOH/brine (2:1) and once with brine. The
organic phase was dried over sodium sulfate followed by evaporation under reduced pressure.
Chromatography on silica gel with n-hexane/ethyl acetate afforded a Cbz-protected intermediate
which was dissolved together with 10% palladium on carbon in methanol and stirred under an

atmosphere of hydrogen for 4 h. Removal of the catalyst by filtration through a pad of Celite

followed by evaporation of the solvent under reduced pressure yields the desired amine (2).

¢) Synthesis of 2-benzyloxycarbonylamino-3-(4-{4-[(tert-butoxycarbonyl-pyridin-2-yl-
amino)methyl]piperidin-1-yl} phenyl)propionic acid methyl ester (3)

=

|
1 ©vko(o\
€))

1.7 g (9.3 mmol) Cu(OAc); and 26 ml NEt; together with 900 mg (3.1 mmol) of (2) were
suspended in 300 ml DCE. After adding 1.7 g (9.3 mmol) of (1) the mixture was stirred 18 h and

the solvent was removed. The remaining oil was dissolved in ethyl acetate, washed with sodium

X,
N

acetate buffer (pH 4) and dried over Na;SO4. The solvent was removed under reduced pressure.
The crude product was dissolved in 50 mi DMF and stirred with 4.7 g (12.4 mmol) HATU, 3.18
ml (18.6 mmol) DIPEA and 10 ml MeOH for 4 hours. Same amounts of HATU and DIPEA were
added and the reaction mixture was stirred for 4 h at room temperature. After diluting with 300
ml ethyl acetate and washing four times with 2 N NaOH/brine (2:1) and with brine the solution
was dried over Na;SO,; and concentrated in vacuo. Chromatography on silica gel with

hexane/ethyl acetate was used to obtain pure (3).
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4, 5- bis(diphenylphosphino) 9, 9- dinethylxanthene
O S i e g A P R T BB S piperidin- 1|
yl} phgoyl)pfopoaic andd meded estet @) | e (G adi ent grade, J.T.

Baker); dichl orpet hane (for synthesis, Merck Eurolab);

di et hyl et her synt hesi s, Merck Eurolab);

iV, JV-di et hyl Q B, Merck Eurol ab); di oxane
(for synthesis, dech)) ; thanol (for synthesis,
Merck Eurolab). Water: us,yM I 1'i pore,

dem neral i zed. Reagents: Reag 5 welr é nt hesi zed

according to or in analogy to S “procedures or

purchased from Advanced Chenifech (Banigerg,

Deut schl and), Signma-Al drich-Fl uka (Dei senh%?en
1.3 g @iéramypl) da@hennd (136 ol BaiCy(10S8r ima 5§ )ml dmeﬂh_an&aiwere stirred under a
hydroég??%@fe?%%}( HS ’ pé%%%%i%lﬁél{r NUhl % %ll\égl%:rné pad of Celite and the
solven’t\lﬁf% Xvsa;?%mtédsfor 8"&[19 @k %ﬂc\ﬁilcmmé&c\bﬁmtﬁ ﬁﬂ'ﬂl&ﬁgﬁﬂcatlon

from Mer ck Bi osci ences, Darnst
Germany) und Acros (Ceel, Bel gium

&) Syntiehisiof -?Q-E;wﬁf%g' % he{b( éﬁﬁe;nﬂtdh{] 51 enyL}S/go(z 4,6-trimethyl-

benZOﬁ)éﬂir{bgﬁl%ﬁfbnchAchﬁ , OR USA), Phar macor e (H gh Poi nt,
Anaspec (San Jose, CA, USA) or ot her

conpani es and used in the assigned quality w thout

further purififaj'\on.
|
N~ "N
e
HNT O
OH
0 (5)

A solution of 202 mg (1.23 mmol) of 2,4,6-trimethylbenzoic acid, 467 mg (1.23 mmol) HATU,
300 mg (0.64 mmol) of (4) and 660 pul (3.85 mmol) DIPEA in 5 ml DMF were stirred at room

temperature over night. The reaction mixture was diluted with 100 ml ethyl acetate, washed 3
times with 2 N NaOH/brine (2:1) and once with brine and dried over Na;SO4. The solvent was

then removed under reduced pressure.

The remaining oil was dissolved in 20 ml TFA, stirred 30 min at room temperature, concentrated
under reduced pressure and twice dissolved in acetone and evaporated. The methyl ester was
hydrolyzed by stirring in 60 ml THF/water (2:1) and 10 ml 1 M LiOH till HPLC indicated
complete conversion to the free carboxylic acid. At this point the reaction mixture was
concentrated and purified by reversed phase HPLC using a water/acetonitrile gradient containing

0.1% TFA affording the TFA salt of (5) after lyophilization as a white powder.

ESI m/z obs.: 501.2 [M+H] (theor. 501.3)



Plastic ware for biochem cal assays were purchased

from G ei ner Bio-one (Germany), Nunc (Nal ge Europe
wat@y/ogsemer al remarks on the synthesis of the PCIpP20T800832

according to the present itsention The routes for the

synt hesi s of conpounds disclosed in this application

by formula (1) mainly depend on the structures of the

selected A- and Ar-noieties conbined in a particul ar
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of contwounettiglbdazaylalna)propionis agjbl i cati on. O course
the follow ng synthesis routes are exanples and for
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for the synthesis of conpounds described in this
application are possible and feasilbl e. Synthesis of
conmpounds of fornula (1) containimg.a heterocycle A
that is linked to Ar via a ring atomof Aln a
first class of conpounds of fgrml.2 Ais a
nitrogen containing heterocyclic rling which is
connected at a or (HMBL -atomg Ar. In typical
cldins 12 to 18 Ais
tegp to the group

sel ected from but is ng o
conprising cyclic am nes, cyclic darbamates, |actanes
or cyclic imdes which are bond toxAr @) their ring
JV-atons. Such, compounds can bhe prepared according to
1.5 & (FelBHBRSD) 0 &AM rbpFemophereDRIAPIIC Bhavess susprisied in 0 ml DCM
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b) Synthesis of (4-methyl-pyridin-2-yl)piperidin-4-ylmethyl-carbamic acid fers-butyl ester (7)

~
P

N N

K

15 g 2-Amino-4-methylpyridine (0.14 mol) was stirred with 36.4 g di-fert-butyl-dicarbonate
(0.17 mol) in THF at room temperature over night. The solvent was removed and the crude
product was crystallized from 2-propanol to give 4-methylpyridin-2-yl-carbamic acid fert-butyl

ester.



catal yzed reactions of NHsubstrates with aryl halides
descri bed by Hartwi g and Buchwald (e.g. Hartwig, J.P.
W@E0070880411996, 329 or Wl fe, J.P.; Buchwal d, SPCI/EB2007/000832
Org. Chem 1997, 62, 6066-18068) and copper salt
pronoted reactions of aryl boronic acids or salts
t her eof scrjbed by Chan et g|l._.(e.g, in Tetrahedron
To a sphution of @3’%, g b6 mrme -ﬁ@s@ylpyggw&-&gwéamméf%buwf ester in 10 ml
DNIY- 284 L1992 a6 IOIRIIN f.5 RY i EPWef 1R &t bPC. Aft 1
dry DY o b0 SRAOH MDY Q.3 MK ?g V. ley and er complete
additioh §\5 Bhdnmmdlj4-ddainomethyt-pipetidinei lt-earbaxylie acid bahzgbestar were added
recent exanples c be, found in the literature, e.g.,
and thergaclion mitirg) was Allqyed tancine S)eRom Jmporaie SRdFGmEt 200 mi ethyl
acetatéw¥reNRIAdd s e mBdYre VA3t Washed Alice ¥0satdd@d ueo%@‘NaZ@% and once
. and S. Cacchi et al., Og.Lett. 2001, 3(16), 2539-2542
with trige. The osganig phasei was dfied puer spdium suHatectollowed by evaporation under

.T.Ch ik ., J. Org,.Ch 2005, , 70 86- 14
reducegl, rospe\hkp GpuaBraphy o Ut 0 oot hitpgf e dElte afforded
Cbz-pR{etidte fritermédiide wiich Wad 2BSoBled RofetBeOWithNE0% palladium on carbon in

Tetrahedron 2004, 60(2), 359-366 for the JV-aryl ation
methapgl angc stirrads undey Ancamasplarp of hygrogsnelon s br Removad. of the catalyst by

o5 TS AT 05 L e s
yielded #f¥)desiré@@amaed7).1), (6), (12), (13), (30) in figures 1

to 7. In steps 2 of figures 1 to 3 as well as in steps
6, 3 and 5 of figures 5, 6 and 7 exanples for the

[ i il bR fp
) SYRRYER' B Bl gt T e S DA I BRDGRARN fpheny ) 2-C.4.6
trimethydberzogplatimg)prpiovticracdd €8)gi ven whereby the noieties A
are cyclic am nes. The experinental procedures are
given in exanples 2 to 4 and 6 to 8. Another nethod of
JV-arylation, i.le., the palladiumcatjpl yzed coupling
of an NH-contaiaNQg ring with an ar hal ogeni de or
triflate esterexenplifiedin exg e b5 i.e., step
3in figure 4. Tere pled to an aryl
ui Lding blcks G Z-A

Nt asta (14)
bromi de (13).Synthe8is lof
Bui | ding block (2) in fi urs to a

Boc-protected G Z-A-noiety i H) wherein Gis
2-pyridylamno, Zis nmethylene and Alis piﬁeri dyl .
Generally speaking this is an exanpl & forl group of

200 A i) ReUONCHI ahl O3S PN L nting) | B RMe kdpether with 223

nggi‘ln, G |)s of( tfzzg R9- NH g\é\ngescri ()ad for ex(ga@ré'p eé ‘:Vln me
(0.73 mimmi)naf 2minet (7) 2&rasubpended in 20oml BCEatd stirfedt witlo 62@ Ineg (1.46 mmol)

as dde ribed.in the -

boronic "aci ?g) over mgﬂt at room temperature. Additional 100 mg Cu(OAc); and 1.1 ml
Et,NMe were added and stirring was continued for 40 h. The reaction mixture was washed with
sodium acetate buffer (pH = 4), dried over Na,SO4 and evaporated at reduced pressure. The
resulting oil was dissolved in TFA/DCM (5:1), stirred 4 h at room temperature and concentrated
under reduced pressure. Purification by reversed phase HPLC using a water/acetonitrile gradient

containing 0.1% TFA yielded the TFA salt of (8) after lyophilization as a white powder.

ESI m/z obs.: 5§15.5 [M+H] (theor. 515.3)



preferred clains 12 to 18. This class of building
bl ocks can generally be obtained by nethods descri bed
WO pooviogsoki t erat ure. Two exanpl es for the synt hEGT/EPENB000832
outlined in figures 12 andi263. Figure 12 shows the
al kyl ati on of a Boc-protected am no-heterocycle after

deprotonation with as stron&base toolgl ve a G Z- A—éyp
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for exanple is obtained by the reaction of

rldln ar,b Cld er and 4-
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W|th KHVDS as base. an alternative approach
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Z- A-derivative by ar ducﬁl veE E |2tl on procedure

foll owed by the optional intro

|
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methafolawptagsng b% dacktis apid oAGduadding 370t ing (3. ﬂﬂmiuael)é ahinopyridine and 348

me (5Ll NACRH Tt fad it (pcthrs Has SR 5 rebradempéralyte over night

follow@& By r @%@thl‘bﬁ ARtk @k ed CBfkhiRE. @hr@m@%?%ﬁyr bfl Bi‘?ica gel with
3-fornyl -azetidine-Icarboxylic acid fert-b

hexane(snhelr acetate avasl oy touohtainrthe [puoe knt¢redmte. dibs Boatprotestlon group was

removEé) L il s :311 glnﬁlglsgg/pﬁ'sgt(?{} é f%%ﬁ t,‘gﬂer\y%amp%?tté@? %rHio érymg building block

(1o)wassgﬁﬁ%aagmgw§altne Usi ng one of these al kyl ation
procedures al nost every am no-heterocycl e R9- NH2

representing noiety G can be connected to the ring

B RS gondt ari ny S rarik 28 el PrisBh PRt ypheny1) 2

trimetlgrlbérﬁcyladmﬁ)ﬁroﬁlcﬂﬁn &did €51) These can be used for t he
coupling with Ar-Y-Y-type building bl ocks. And, of
course, these two approaches can also be simlarly
applied to bgo | kyl - or fornylal kyf” Ref erocycl es
different fripm brljononethyl- or forny ridine as
shown in exa k/ n Toget he
range of avail abl e Hheter i c am nes| nuner ous
conbi nati ons can besel ecie t s a¥ov de range of
G Z- A bui l ding bl ocks requir r the synthesis of
corrpounds described in this applicati &QzHAmm)her group

153 nbg (g&g%gm)' eoﬁ,) ﬁg?,ofjesséﬁ P Togerhes SRR 7% N0/496 ' Menol) 2-2,4.6-
trimethylbenzoylamino)-3-(4-boronophenyl)propionic acid methyl ester (12), 844 ul (6.1 mmol)
triethlamine and 74 mg (0.406 mmol) Cu(OAc); were stirred in 2.5 ml DCE for 20 min under

ultrasonification and then stirring was continued for another 20 h at room temperature. The
reaction mixture was filtered over a pad of Celite, the solvent was removed under reduced
pressure and the residue was dissolved in acetonitrile to be filtered over another pad of Celtite.
After the solvent was removed, the crude methyl ester was dissolved in 9 ml methanol and
stirred with 4 ml 0.5 M NaOH over the weekend. Solids were removed by filtration and the
reaction mixture was purified by reversed phase HPLC using a water/acetonitrile gradient
containing 0.1% TFA yielding the TFA salt of (11) after lyophilization as a white powder.

ESI m/z obs.: 473.4 [M+H] (theor. 473.3)



-acyl guani di nes. Besi de ot her approaches described in
the literature a general approach is outlined in
wo @arwesolrt. This approach can be used to synt hBGI/ER2007/000832
rel ated conmpounds descri bet6i n this application. An
exanple is given wth the synthesis of building block
(17) in exanple 6. It should be understood that the
two R'"-noieties in the final iV-acyl guanidine of
r L [ ; K _
Exam le%u % @édt(gmgﬁ}l #gﬁb?g%llﬁlﬂ%);ﬂtp};ﬂgx%ﬂw?ﬁfé?lﬁﬁ-l 39 phenyl)
shoul &-W,Gﬂdm&thyibdpzayﬂmmnm)pﬂopldmc peidd@6ur es for the
synthesis of G Z-A noieties given above not all
rel ated noieties described in this application can be
a) SyrtN&Mid6TS-@ekrobidpheRIR212a% ﬁ‘ﬁﬁe&hﬁﬁéﬂz\&&ﬁﬁﬁhoﬁbﬂﬁ&ﬁ@ h&d methyl ester
strategies. An exanple for this is given wth buil ding
(13) block (22) in exanple 8 and figure 7 where Gis
l,2,3,4-tetrahydro-[1, 8] naphthyridyl, Z is a direct
bond and A is piperidyl. Synthesjs of the building
bl ocks Ar-Y-Y For the synthesis Ar-Y-Y-type
bui | di ng bl ocks preferably comwergial |y avail abl e
precursors are used, that need only few transformation
steps to becone suitp e
wWth GZ-A-type buildi
of conpounds di scl osed \oA
bui | di ng bl ocks can be descri bed| as substltuted
2-amino-3- aryl propanoi ¢ acids. ®&xanplids according to

I | i di .
1.0 g @[dé}c % 11)%11%3 ﬁr)A?Ef) @el%r}g?xger@ﬁn%gtn‘f F-xﬁ:t E;Q %aisﬁlxﬁl%m (4 M in
1,4-di<b@np)rcafeahgﬂt fl%apbxaomf dteadoﬂ%enagwd Hmm(@Be)a?l\/w*gmlme white solid.
erivatl ve so_tor, ot her rrvative closed I n .
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de but are not oliter re rocegdur .
removid Lh sl (i e Siearod B B8l AsRiaity SRRt sBipested Naf¥0, and brine
to glve"tﬁhﬁfo%ﬁﬂYB)'a@dh@ﬂS with protected

i odo( 2- am no- 2- car boxy-et hyl ) zinc derivatives

(R F.WJackson et al., Tetrahedron Letters 1989,
3 3 y a3 .
b) Syn%gésr o%f C(ﬁ glgé,fﬁ%lﬁgrz}c?i}lbfgll)gé to?( gpﬁ éllai ?}nt@ﬁglgcarbamw acid fert-butyl
ester((4y Schol | kopf, WHartwi g, U Goth, Angew. Chem 1979,
91, 922-923) or alkylation of benzophenone i m nes
prepared from gl yci ne|al kyl esters (MJ. O Donnell et

al .,
N N
BmNH

0 (14)
(4-Methylpyridin-2-yl)carbamic acid tert-butyl ester was alkylated with

4-bromomethylpyrrolidin-2-one by deprotonation in DMF at 0 °C with NaH and treating the
sodium salt with the bromide at room temperature. After dilution of the reaction mixture with
ethyl acetate and washing with saturated aqueous NaHCO; the crude product was purified by
chromatography on silica gel (ethyl acetate/hexane) to yield (14) as yellow oil.



Tetrahedron Let. 1978, 19(30), 2641-2644). These and
ot her procedures that can be found in the literature
w@p@blossoany person skilled in the art, nore  PCI/EP2007/000832
particularly an organic ch&fi st to synthesize any
Ar - Y-Y-type building bl ock wherein Ar has a structure
sihiljty to

o) Syfeartisr 1ol fovmtg s R b ptsan Brdimne kst 2-oxo-
Py e R i e RO B hic A Sl 3G 19

(I'l). For exanple in case of buiN_ding bl ock (6) this
can be achi eved by exchangi ng 2 bx t ri net hyl - benzoyl
chloride of step 1 in figure 2 anot her carboxylic
acid chloride off sulfonyl chlorifde\ This will affect
changes in th ucture of the Q K pnoiety which is
a part of Y ak_sHown by fornula (M. Paanal ogy it
woul d be possi ¥e | duge 5
the | ast step of a3§9nthe pouRds of fornul a
(I'). For exanple it is p i bte"t o exchange the
2,4,6-trinmethyl -benzoic agid in step 5 of (fSygure 1 by

45 megD7s avpoBt 1S Sup Ll oDt Gt AP e O 4 o f ki Er.COn 16 me

(0. 024%69@?%{&%}@@13‘ 4Na%3 g (/87BN SF X&P{bﬂ@sc\bere heated under argon
hundreds of derivatives of (5) differing In

for 3 bourscAfter dgati(g Rithaho el pﬂlyebmeeaie iand | washing t\’m)Smes with saturated

TR RS N ROTIEE TSt S p—

in vactid. 98 mh@o£ATBOURY wefd olthinkd 83y &lol foah am des or
sul f onam des as descri bed above, it is also possible

to transformthe primary am nes with approprlate

t N scl d
o Sy R (N AU ATRn SR BRI DSl BB s phensve
(2,4,6—ﬁyméth§1$)bﬁz@iammam¢mdﬁxc@tldf(%)mI a (I) cont a| ning a
heterocycle Athat is linked to,Ar via a ring G atom

of AIn a second class of conpounds A is connected at
one of its ring Catons to Ar. i cal exanpl es

4, 5- di hydr o- ox zoI[ , 5, 6-di hydr o- 4Nt [ IQH8] oxazi ne,

45d|hydroIH-| r

1,4,5, 6-tetrahydro- pyri it are© bond to Ar at

the ri ng C-atom | ocated tvve the two hetero atons

in these heter ocycl es i.®., is bond (6 position 2
70 mgff L0 @?8 Ben?i] é\etfiﬁﬁ %ﬁ 83]( gf%ﬁgswgrreoadded and the solution
was stﬁi@ﬂzﬁk il N2 @8 Foode temperature After evaporation of the solvent the crude reaction
mixture was dissolved in 1 ml of dioxane/water (1:1) cooled to 0 °C and 20 mg of LiOH were
added. The solution was stirred for 2 hours and subsequently submitted to reversed phase HPLC

purification using a water/acetonitrile gradient containing 0.1% TFA. The required fractions

were collected and lyophilized to yield the TFA salt of (16) as white solid.

ESI m/z obs.: 515.2 [M+H] (theor. 515.2)



synt hesi zed by nethods described in the literature

(e.g. for oxazolines A l.Myers et al., Angew. Chem
wa206/08898( 10), 321-332 and references cited t hRCEEP2007/000832

P.Wnpf et al., J.Conb.Chet8 2002, 4, 656-660). As

appropriate starting material for such conpounds an

anal og ock .(13) figure
Examplgod’ vt ih %ﬂaﬁ?wih@npwlgcwawnaoyamwprlcyuphenyl}-Z-a-
cthyl-$hidr§BLAL Sy ITERZ0 % PoBibRR Ry | 41 ng b ock coul d

al so be use for esl s o I m dazol i nes (e.qg.

G H Merriman et al., Bioorg. Med. Chem Lett. 2005, 15,

a) Syp gsé{?' gg{%g—éﬁy@ﬂi—ﬁ -I hﬁéﬁo?-li I?EPIBC eq @%R%yﬁ gamw acid tert-butyl

ester (Pwi | di ng bl ock (13)mhere the bromne atomis repl aced
by a fornyl-noiety (H Fujioka et al., Tetrahedron
Lett. 2005, 46, 21 \99) 0 build up conmpounds of
formula (1) where |s a di m dazol e. Synthesis
of conpounds of for g%% is a direct bond
In athird class of corrp ds not present and A
is aring systemthat i's dlrec oftNto Y. In claim

4.a t |cal ere Y | not
1.0 & Gt TG sibeidbne Diearbonila i mistinsaT 258t bh &3 tHig11.4 mamoD
SOClz-H}{Q@txHITDC'EO\R'erteWn‘EQ 'ﬁﬂﬁwéorgﬁ;ra.”' § ¢ SYRED Tﬁér? the volatile components

protocols are given In exanples 9 and 10 wh are
were tamdviedeanden redgnedepre8suandTo. thisk ampleeadd CthI'lde 438 mg (4.56 mmol)

o A L e T ST L SRS ! BARTEE e 30 mi

1,4-dicRanSYtk188dedl £1d the resulting suspension was added slowly to a solution of 5.1 ml
2- benzyl oxycar bonyl an no- 3&4 bor onophenyl ) propi oni c

(76 m@@l)oetkiap)e :3diaggnige gn (154mh 1 p)}an@f After 30 min at 60 °C ethyl acetate was

added. g}“lges % v(' b%%l%@ %Bne%ﬁﬁgﬁa ' on| (Flgéa%J glnﬂl pyey Na,S0O,4. After

removikigtthe léﬂ@eri’d mﬂeﬂmdh@dﬁﬁ@ssu?e e ci’ddel}ﬁﬂdi)dt wab |pﬁf1ﬁé@ bﬂhﬁ)matography
(14.4 pmol ) in 15 4- di oxane _were added
on silica gel @sing wa%/ﬂhdhaqﬁt@se at elugpis: H0rageh 12 ane‘e}aref s 4- (4,5-diydro-

1H-1m§c&991‘i é\ﬁ'f #ngrpg}’iﬁf el %{11 @Q@ug}%& t%?m?flnéﬁers Rt @toc-protected by

was re duce er extracti
stirring 18 haat t:bo&n e&inpeeatarmtaggthaq mthu%l7phh$3335mmrholet3qcbo and 383 ul (2.24

mmol S5fR7EH fn S1 eetbnlhel B0 P A A GERTER uhqptoregheRgepressure and

the crileQfb@ict VRS Phﬁﬁé?i’ By thtdrdR8ghpRTbA SRR He] GdihE n-Hikane/ethyl acetate as

Synthesis o
eluentgpi Therresliltingl pyadwet wys disselver! m 2-mli methanpd rand stioied with Pd(OH),/C (82

mg) um?er a Ry genegttmospﬂex% for 1 h to remove the Cbz-protection group. The reaction

mixture was filtered over a pad of Celite, concentrated under reduced pressure, dissolved in ethyl

acetate, filtered and concentrated again to yield (17) as colorless oil.

a) Synthesis of 3-{4-[4-(4,5-dihydro-1H-imidazol-2-ylcarbamoyl)piperidin-1-yl]phenyl}-2-(2-
ethyl-4-fluoro-6-methylbenzoylamino)propionic acid (18)



)50 g 2- Aminopyridine (0.53 nol) was stirred with 127
g di-ter t-butyl-dicarbonate (0.58 nol) in
WO evo7oksesanol at 60 OC over night. The sol vent PGEEP2007/000832
renoved and the crude prodi®t was crystallized from
toluene to give pyridin-2-yl-carbamc acid ter/-butyl
ester. To a solution of 1.3 g (6.4 mpl)
pyridin-2-yl-carbanmic acid tert-butyl] ester in dry DVF
16.6 m (8.4 1) JHVDS (0.5 Min Jjene) were added
at 0 OC Afg i ete addition 2. (6.4 mmol)
4- br ononet h ' Acind-benzyl ester
as allowed to
300 m et hyl
owashed 3 tines
brine. The
organi c phase was dried over sodi um gyl fate¢fgl | owed
by evaporation under reduced pressure. Chrornatography
265 mgn(1s01 upolyeif piperkdine Hesieatbree(lR)l 4%k vigatleSamirnolidwrenic acid (30),

367 me J5 0B Bol RO RGr 48 (rl Diorll BARERARLY Romotecay siove G A,

dried) Sferé b@perdidein A'MRADTES RAESErred ahdodid BfipetAhirelover mght The reaction
Renoval of the catalyst by filtration through a pad of

mixtureayast e@neaitiagadeendsy reduspdbpeessuse difutedhwith sthyd @petaﬁqd@d filtered over a
pad ofg;eg#?ci glgxlegsrogﬁ%ﬂr&asy\!vghgg tﬁrhg tlgl%g 'v&{’?xdsaﬂ{i%& a&@ous ?\}aHCO3, dried over

Na,S03- bed zydneueaéd andenniedaeed- (pfestdre| (ClbinatvgtaphyCanbeilich gel with

n-hexqqg%h{yflj iag¢t§t§¥ylvgﬁmﬁqugg objpang IPppfiehipsrdust adich wes fxgated 1 h at room
tempex%ﬁfr@ Witho Iﬁ?%f %gg/l &)fﬁ%%ﬁ%f'fﬁ% ?‘f@?@?&%g &H&or%ﬁts'u'eré\l%éoved under

toget her w were suspende
reduced ipr&6darertd rd.'fﬁ.iﬁze s&i‘plax TBAdTheoltaihed ptdiuadt Wdeu)dedfto @ ¥dirred solution of

HATU. B igs 0 2 mmo G- B e Sl S e S, @8npes 023 mmol) and
DIPEA@@%%@» 1\4@%@1&%@& meﬁ%ﬁsﬁ&ﬁg%ff ﬁféh( B Ahct®iOmixture was

dried over he sol vent was renmoved under
diluted with cxthiy] preeteteuand. wathed ovitihd satprateduastueorss NdHE € | andcbring. The solvent

50 and stirred with 4.7 12.4 I T .
was reliSyd i paGed pisb e, HiaCalia BroihSmes Wilvel 1 gpas 14-dioxane
and 4G8R[IE wabe? Uik Sstiefed HoxTh) 20nslg OLIBEM HYey ¢ df fsbn@ Rémpéifture. The reaction

reaction mxture was stirred for 4 h at room
mixturg e asr awbmuermt esubgiitted i tog r\mrﬁedsonhw &R peaficatien using a

water/z\?mc% nY%i?%“ g%ré)gfaﬁlg}l?% rgl\iv%grg Ngg@%&%ﬂg%gg%onjs) w@l@dcollected and

lyophiligedae ryﬁdiditl&drﬁm salecfid 8) &hwhiasaligh aphy on silica gel
W th

cone to room tenper at
acetate were added and t he

ESI m/z obs.: 524.2 [M+H] (theor. 524.3)



hexane/ et hyl acetate was used to obtain pure (3).d)
Synthesis of 2-am no-3-(4-{4-[(fer

WO b ossparr bonyl - pyri di n- 2-yl - am no) et hyl ] pi peeT/8P1001/§00832
'} phenyl)propionic acid nmeiohyl ester (4) 1.3 g (2.16
mmol ) of (3) and 130 rTg Pd/C (10% in 50 m net hanol
were stirred under a rogen atnosphere for 3

ExampleaZ: 3dd- {ﬁr&tlﬂrlie%agmﬂml wnuoe)m%thwﬂlpsr-deyﬂmlhﬂ@nml)i ~(2,4,6-

ime B omfw@ e S eation, 5
Synt hesi s of

2 Syr}thésls(éf“qﬁggqrn'zgnlq%@ b o P Pa s ke age 4o)

sol ution of 202 1 R rmol) of

2,4, 6-trimethy| oi C L dy (1.23 mmol ) HATU,
300 ng (0. 64 % 66 n \(3.85 nmol ) DI PEA
in5n DI\/Fwere |rr t enpHat ure over

ni ght. The reaction mxtu?g ﬁvas ed (xh 100

eth acet at e, shed3t|rre Na
100 mg ‘ﬁ“ %ﬁpwﬁe@ ilegrrpenyhs ag {frﬁ @a%o\?éﬁer @zgommweand 125 mg
1H- beﬁf&mﬁfdatzomgila}rm@ (0 QHOKBRR1)UogEthes w;lmcxég mosas enl; 164 mmol) were

remal ni ng was di ssolvedin 20 m red 30
dissolvednina® mbdPCE eandestatedr eyercmgh&nl‘haas‘ddtwmdms thed utibged with 60 ml

metha.gcg)gﬁgt:ljgagcég r{g-}b]\é}lﬁnﬁgtéﬂ@bs l Ved | ﬁ%g?@%ﬁggveﬁ? added. After 24 h the

reactx&t inl)fthﬂ%gwh@d@ﬁedﬂw1W0’Vﬂ{leZ N Zqubbuf RO afd edtrddtdd free times with

till HPLC indicated conplete conversion to the free
ethyl e@tta@@xTM cs:omburced Aganici thgcﬂ Nerg tdelede(a@r|l‘é¢nsﬁﬂ4xangir the solvent was

remov‘e’:\@ uﬁégrnl% ducec ;t;n%gseag al Icquge d)f%ﬁ%égea\é Sélﬁ Ht% th_)n_#%ed to reversed
phase ﬁ@&@ﬁﬁrﬁidﬁhﬁ@ ubifg a Mrfleg@etonittile é)idl@flt ﬁfntzh F0.1%ZER A .OThe required

as a white powder. ESI._m z obs.: 501.2 [M+ (theor.
fractiogg) lvegg @Web@ught to pH > 10 with 2 N aqueous NaOH and extracted with ethyl

e i U W A A NS Bl Tthr s
pressusacl”ﬂlea)esﬁmet es idissofved in 10 ml TFA, stlrred 1 h at room temperature and

evapoxia or o %Q gssé’e&%*ﬂefbe%#?&wl bealgzo?Rll ami no) pr op

2- am no- 3 (4- bor onophenyl ) propi onic acid were
suspended in 50 M DCMand 7.4 m (43.1 mmol) DI PEA
b) Syrdhesis ef Bt(4€d-([( Bi-brozannidazoly2yleeninojmedthyl | Bperidig-35y1 hpheinyl)-2-(2,4,6-
. JNMSCl . The qutlon ooled in an ice bath and a
mmet}ym??ﬁz% Rroﬂfm@c %?ﬁ)rml ) 2,4,6- trinethyl benzoyl
chl oride i m DCM wer e added dropwi se.| The reaction
m xture irred

H
N
\O\/HT\ O
COM  (20)

95 mg (0.207 mmol, calculated as bistrifluoroacetate salt) of crude piperidine derivative (19),
113 mg (0.621 mmol) Cu(OAc);, 147 mg (0.415 mmol) boronic acid (6) and 1.72 ml
(12.42 mmol) NEt; were mixed in 10 ml DCE and stirred at room temperature for 20 h. The
reaction mixture was concentrated under reduced pressure and the residue was dissolved in

methanol and subsequently submitted to reversed phase HPLC purification using a



2 h at roomtenperature, diluted with 100 i DCM and

washed with 2 N aqueous HC . During this washing sone
w@e@dogto4pr eci pi t at ed which was col | ect ed. ThePCI/gR200T000832

phase was extracted with 213 NaOH tw ce. Upon

acidifying of the conbined basic phases the product

reci.pitate whi ch wa I t and dr toget her
water/Riefnitile B BrEnBE D THRe ToF aavBh Saetota¥ s eellected and
lyoplei’z&f'l@%elfi leﬁd)rh@rwlﬂ!érsbﬁﬂcat ion. b) Synthesis of _
met’hyl - pyri di n-2-yl) pi peridi n-4-yl met hyl - carbarni c

aC|d ter/-butyl ester (7) 15 g

- Am nQ- 4- et rigi (0.14 nol) was stirred with
ESIm%@bﬁ“gagﬁ-[%ﬂi?f@%é{/lﬂg@ar bonate (0.17 nol) in THF at
roomtenperature over night. The sol vent was renoved

and the crude product was crystallized from 2-propanol
to give 4-nethyl pyridin-2-yl-carbamc acid tert-butyl

Exanfji} e§hT$ 6@ I[z?gé%fi*le&‘;h?%.% %1 hdp By 'g&-%mlmipeerggigfl-‘ylr]phenyl}-z-
2, 46&am&hﬂbynzlayﬁx&n8rpmbndn1c 83dT 3 ) KHVDS (0.5 Min

tol uene) were added at 0 OC. After conplete addition

0.5 g (1.6 mmol) 4-brononethyl - pi peridine-I-carboxylic

i I on m xture

o) SRR Sy BRERIES GrBUARC Bk AR SEPEINT" ot

200 m ethyl acetate re added and the m xture was

washed twi ce with satujflated _aqueous Na CC3 and once

with brine. The orgarnic aseywas dried over sodium

sul fate foll owed by evapagrati E under reduced

pressure. Chromatography PZa (@Bl with

n- hexane/ et hyl acetate afforded a Cbz- pr ot ect ed

50¢g (lﬁt%mmeaupameéldm bA-digasb @HY§1§C?!°WeHl°P%<‘é‘@M’e?St% were disgplved in 200 ml

DCM B?Ji g2 1C aj Qphéd?mgei Rag qjeﬂ%[] the {/{)15 % nentdWwere removed
ere hy rogen ftor h enova
under cealhaécypﬁesduye fliletresadueowag hlsmlgﬁhi ia 208dnbDCEE hi‘ld 8.29 g (22.8 mmol) 2,2-

under red

e S L BB L G S B A REHEY T rsction

mixtu@f was stirred at room temperature over night, washed twice with 1 N agueous HCI and
3-(4-{4-[(4-methyl pyridin-2-ylam no) net hyl ] pi peri din-|

brine, dgitd phearlyd,$O2 afd cdncentrated mpdérykdened pydsamierto bprsopieqnéngly submitted

o col Bt gk it T Mo SRS AIS200 6 e i

was d{s€olv¥E i€ SHUSPOMEA/ Witer (057 c? EXeEhedted $6 1707 |l ¥ 8. 5B solvent was
Tg (1.46 muol ) boronic acid (6) over nlght at room
remove

wpderaiedvced prassure anshthe mesidugy wagy digselved am @thy] acetpte, washed twice
with 0.1 N aqueous HCI, saturated aqueous Na,CO; and brine, dried over Na;SO4 and

evaporated under reduced pressure. The residue was purified by chromatography on silica gel

using n-hexane/ethyl acetate as eluents to yield ketone (21).

b) Synthesis of 7-piperidin-4-yl-1,2,3,4-tetrahydro-[1,8]naphthyridine (22)
zZ

X
N N
H

")
100 mg (0.383 mmol) ketone (21), 47 mg (0.383 mmol) 2-aminopyridine-3-carbaldehyde and 22

mg (0.192 mmol) proline were refluxed in ethanol for 3 days. The solvent was removed under



Et 2NMe wer e added and stirring was continued for 40 h.
The reaction m xture was washed with sodi um acet ate
whedo7e880pH ~ 4), dried over Na2SO and evapor aPEER1007/000832
reduced pressure. The resul3ing oil was dissolved in
TFA/DCM (5:1), stirred 4 h at roomtenperature and

oncentr d under reduced pr u Purification b
reduceloPEsRie SHaSBSPPEIG] g PUICRr Po B RtpERphy on Sfica gel (ethyl
acetate%?ﬁ@l&h@)% ﬁélilaglart}:'ﬂ]ﬁﬁpl@hﬁx&ﬂjf@l}ﬁ Vﬁr?i?ﬂ% Uaﬁrb?;k:fhcsi’dl& b@ﬁzyl ester as an

after iZzati'on as a owder .
oil. 216ysg (0,605mEndIMf-this( mtaempdxa@l@ex@)dgsamd gogether wuh 50 mg 10% Pd/C in

3-{A-]3- tidin-2-ylamn zetidinslbsy heny!l
50 mi Tagtaol apd ¥rdo iy o D OHRELR b RFRsn R 18 b RERBYAR oF the catalyst
by fil@ationyihrb\ehi & pall FFzetliti foildwed B3t EvdpoRition dbMthé- Wivenbiunder reduced
(10) 570 ng (3.08 mmol) 3-fornyl azetldl ne-| -carboxylic
pressugggayeithe dastrpd amined@2her e di ssol ved in 20 n  net hanol
containing 1% acetic acid. After adding 370 ng (3.88
mol ) 2-am nopyri dine and 348 ng (5.54 mmol ) NaCNBH3
c) Syrftigestseastt |3Jl{l4-l]i?4->(5 6)7¢8-wahdro+[1 Sihaphthyeidin-2-§0ppedtliar Byl)phenyl}-2-
over njght fol|owed by evaporatl on under reduced
(2,4.6Hrimsdyibenzayipminalrsepiapieyci(23) | i ca gel with
hexane/ et hyl acetate was used to obtain the pure
i nt er medi at Boc- protection group was renoved by
stirring i TFA (1:1) for 2
evaporati i ng buil ding bl ock

N
3-{4-]3- (pyerln 2- yI mn methyl)azetldln | -yl] phenyl}
-2-(2,4,6- trinmethylb S oA¢._acid ( 11)
) 153 ng (0.203 mmol ) TFA sa toggther Wi th
150 mg (0.406 mmol) 2-(2,4,6 OH
tri met hyl benzoyl am no) - 3- (4- bor onophenyl}) pr opi oni ¢
acid nethyl ester (12), 844 m (6.1 mMmolg t”@ gl am ne
and 74 ng (0.406 mml) Cu(QAc) were stirred i
131 mpQRE606miAol) miperikihmeieriyhﬁvea(ﬂimi 430cagi(bal amdot) fberonic ac1d (6), 330 mg

(1.82 P IQAS: af e d BLT5e 8 Fmpl NEle e sHed 21988 Bigpmytemperature,

The sd¥ht Was Ehbied, udd@?re%lﬁl:é@ﬁ%ss‘ﬁ?e%r[@ﬂﬁ@‘f@ﬁ’ddé@é‘sr direiaad ethyl acetate.
pressure and the residue was dissolved in acetonitril

Washmg with .2 M sodiem@eetatehubienwias fod pwed b@sirymg@vevANtaﬁOaamé evaporation
under 5‘? %CF g%easqrﬁr r%%%%&ahgaﬁ g 1ssgﬂvgdq§trrr1]é/tilano? ta%crl sV\@sSequently submitted to
reversed phase HPLC purification using a water/acetonitrile gradient containing 0.1% TFA. The

required fractions were collected and lyophilized to yield the TFA salt of (23) as white solid.

ESI m/z obs.: 527.3 [M+H] (theor. 527.3)



stirred wwth 4 m 0.5 M NaCH over the weekend. Solids

were renoved by filtration and the reaction m xture
wor®7/08804f i ed by reversed phase HPLC using a PCI/EP2007/000832

wat er/ acetonitrile gradi ent33containing 0.1% TFA

yielding the TFA salt of ( 11) after Iyophilization as

Examglf\:g] éi@glggglygcycﬁ)he%gecgegonylﬁlﬁno] g [1- %-5 6, ‘r7]8 -tetrahydro-
3-(4- {[4 d]ﬁé[})%&pimﬂli L1y Bpi BRI o ldnicadd @AY " 1

ol i di n-
2- (2 4, 6- tr| nmet hyl benzoyl am no) propi onic acid (16) a)

o) Syntey B 24 Kk Bieshneyclohexanesargopyharmingl A rineisia-Arml-megpip acid methyl
ester a8 fii fuck6 abetitRichydaltqeser (13) 1.0 g (4.01 nmol) _
H Phe(4-Br)-OH were refluxed jn 20 m nethanol wth
2.1mMm HJ (4 Min 1, 4- d|_|oxan ) over night.
Evaporatlon of the agLy Nt_gave H-Phe(4-Br)-Owe*HO as
') 0P this hydrochloride
EA were suspended in 8 ni
THF and 0.41 m (3.4 N 64 r i et hyl benzoyl
chl ori de were added t 0IC. After 18 h at
roomtenperature the action enched with water
and the sol vent was renoved. The r 1d@4) was suspended
in washed th s ed Na2SO .and
500 mgh (1547 nF 58 % Sep b aRings)-bibeRin 9] Fap S et €5 gpt methanol
were fréatétl B gy &d)&h Nemp¥rajuré %ﬂxom%nr(gls ehriol$ tieBiyD Yhidesilane. The
rbam c acid ter/-butyl ester

solvent wagievagaraod i Thecrrdg preduch wias élsa@lqu ireptmblLigydioxane @nd 3 ml of 5%
| h t
saneof RO K S SIS BRY GG bl et n 07

1,4- dmmde was addéd avopiviselumdthe readttoranixtaemvaestiirsdal Ul @t room temperature.

After dilution of thereac on m xture th et hyl
The orgagicaslvert vasatemaygd iindgr %itlﬁ?datpéeamgau é%s dN&PEK)‘Y‘Hb 100 ml ethyl

acetat@ﬁﬁ@%va@ﬁlﬂg Uah W8Ss Rlithi Sanfidte Hyaqglgﬁelfggﬁ%ﬂgb?%ﬁ Bk With brine the

gel (ethyl acetat e/ hexane as yell ow
solutici Was:c)rleEQyGMeh &80 pandedneerftdaté] /nrevacuo. The crude material was dissolved in

2 ml 'I;l—ﬁy %P%ﬁ‘? ZWat(rgonnxetgrpl\éerp t\{mle %lt?l f ml lnlorgﬂlorlﬂemﬂ]g }/ea%tlon mixture was

evapoxlate)tflI P HEMY hnc?‘e@gpcﬂat@dt{gaﬂﬁwm BeRr Qylueme. ”Pﬁé) &&ﬁiuﬂﬁi residue was
acid nethyl ester 5 0.074 muol ) of

suspenglgd (xomm@ncphmri)ﬁl@ateq 7'gThe ﬂlgaway@am@o‘mf@m a@em@m@non
16 ng (0.024 nmmol) of Pd(dba)2-CHC 3 and 43 ng (0.074
mmol ) of Xant phos were heated under argon for 3 hours.
This Rfaterwal |didson@dwird 4 5@ nTHEt byd  Beell aDMEND 80agy 9.27 mmol) 1-

f wo Li nmes wth saturated
methylcyclohexane-1-carboxylic acid, 431 pl (2.54 mmol) DIPEA and 481 mg (1.27 mmol)

HBTU were added and this mixture was stirred 24 h at room temperature. After diluting with

~
(%)

100 ml ethyl acetate and washing one time with 2% aqueous citric acid, two times with half
saturated aqueous NaHCO; and one time with brine the solution was dried over Na;SO4 and
concentrated in vacuo. The crude product was purified by chromatography on silica gel (ethyl
acetate/n-hexane) to yield the Boc-protected derivative of (24) as yellow foam. This material was
dissolved in 3 ml dichloromethane and 3 ml TFA and was evaporated after 2 h to yield the TFA
salt (24) quantitatively.



aqueous NaHCO and one time with brine the solution was

dried over Na SO and concentrated in vacuo. 70 ng of
w@ewdesgoib) were obtai ned as yell ow foam d) SBEI/ERH0F000832

of 3- (4-{4- 134

[ (4- et hyl pyridi n-2-yl am no) net hyl ] - 2- oxo- pyrrolidi n-

o it bt EMRRS S S
o ol Tt BB o v

evaporation of the solvent the cfude reaction mxture
was dissolved in 1 bHdi oxanelwater (1:1) cooled to
0 C and 20 ng of Li wer g a d. THhe solution was
stirred for 2 hours and sybsequentlly submitted to
reversed phase HPH§ putifi cation g a

wat er/ acetonitrile|gradi ent conta3l 0. 1% TFA. The
required fractiogg”were collecte ?(lglphilizedto
yield the TFA salt of (A6) as white| solijd. ESI mz
obs.: 515.2 [M+H (
3-{4-[4-(4, 5-D hydr o~Ei m dazol - 2-yl

in-| -yl - 2-(2-

To aetsﬁwl}éﬁl quﬁgﬁo% %’gm(s\@h%;lsbéﬂ?l&)l a3 r8fhr 891 oA ¢ 8 (B-RfBoc-5,6,7.8-
ah 8kd idin-2-yl ic acid (26) in 1.5 ml DMF 58 ul (0.34 1) DIPEA and
tetr y?f[grﬁl r@’é}?@ ImH- iyrr)iagl‘::altlzcoallc-l 2E yQu-l( pi I|§)1eri di ne-p4-(car t?gr?&)) ) o
35 mgdQ084mmol) HBIY avere added| Aftet bY h @t ropm teipgrat@re gheyppittyre was diluted

wit 18t R, S EORRERY) 15501 BOSHEREH R0 INAREO, and it
brine. Afide evapogionfafthedsdbvént die 26id0éwad Fealissblved ¥i0L ailithéthanol and 0.85 ml
conmponents_were renpved under reduced pressure.

0.5 Nyagusoysy Na@Hachfterc Py dy slaraing 3 rogmy lenpsraiyg) the solve-lrl(t) was completely
emo 1 B 5 168 PRI W ISP IEAIA60 2 i T
and wadlehagomted dftee 2rlesitet érnde progipetnsasopunifeesl ydobeersed phhsg HRLC using a

wter o Sy b B, £5 50 o A G s o whit
lyophp@gteadded. The mi xture was washed with saturated

aqueous NaHCO and dried over Na SO4. After renoving
the sol vent under reduced pressure the crude product

ve essure the crude pr.
est mlabdnke PRI LR8P ETED P ncs. "570 g (1. 12 o)
of this 4-(4,5-dihydrol H

i m dazol - 2-yl car banoyl ) pi peri di ne-1-carboxylic acid
benzyl ester were Boc-protected by stirring 18 h at

Exam@fégglot%ﬂgﬂgg@%ﬁc{oggg&mﬁrm%a%Zom-[{-&-g%,mwrahydro-

[1,8]naphthyridin-2-yl-propionyl)piperidin-4-yl]propionic acid (29)

a) Synthesis of 2-[(1-methylcyclohexanecarbonyl)amino]-3-[1-(3-5,6,7,8-
tetrahydro[ 1,8 ]naphthyridin-2-yl-propionyl)piperidin-4-yl]propionic acid (29)

0]
o OH N
T 9
H N / ""’//// /
o)\i) (29)




mmol) DIPEA in 5 m tert-butanol. The solvent was then
renoved under reduced pressure and the crude product
worm7ossouf i ed by chromat ography on silica gel BSI/EB2007/000832
n- hexane/ et hyl acetate as #5uents. The resulting
product was dissolved in 7 m nethanol and stirred
th Pdgﬁka/C %82 ng) under a_hydrogen atnosphere for
To a srzltwowf npg 00 i@l band hmg Gufp’ Srﬁ@ahy@adtlr%mphthyndm-z
il
yDprofibll it 1 44 110 B %ﬁ&%ﬁs?@éﬁf{‘é@g. 0P I EA,2nd 21 me (0055
mmol)eHBSfU a’rf(ﬂrét ke at fddnt mmbrand: the mui@nhire a\taeaﬂllag:ﬂl with @5 ml ethyl acetate
ol orl| ess
and “)éslaeﬂ t[W@ tl?rles Vﬂﬁhbﬁ‘f éaruratr%aa%r W@a@%rﬁ?ﬁl Yr¢ yeith frine. After
evapofaﬁorll of |tim@*§8ﬂ¥h& thé"fedidue was redissolved in 2 m] methanol and 0.55 ml 0.5N
-4-1 1 uoro- 6-net hyl benzoyl am no) propi onic acid
quem(slBT)lQHS solgti¢r.. Afterstidringof hpatproind tenmerdaimevﬁler plé qf1thg, solution was

adjustﬁ.ﬁi{ﬂ gqﬂ&(l bi%[) %ueaaszglaldaglgl %h%%l d ‘)qj: o et}%@ g‘%hrgv?éd in vacuo. The

crude ol whis Pusivied ( l?y Aevét§dde phasee H‘PL@J SRfRded w‘af!:r/ﬁ@et%ltnle radient
s :
and stirred room tenperature over night. The

containiag 6t li% A T tetyield tlmEFAcsnlé of(29) eea whitd dyophalizated
pressure, diluted with ethyl acetate and filtered over
a pad of Celite. The solution was washed three tines

ESI m¥ db3.: 485 3r[p+ad] aqieer/a85M35CO , dried over Na SO and
concentrated under reduced pressure. Chromatography on
silica gel with n-hexane/ethyl acetate was used to

I g X T E—
as spedifieadtin Mableoand &b SnamsT &thére oM seth ihethis gplication, can be synthesized

ressure o renmpve surplus, TFA.  The obtalned pr oduct
using svaaaﬁ%a the staring maiegialso Thesegningr chpnges @ thepfartpggaterial can be

I
preforf§EBle) ang pisOH bl GopeynC: it B8 gt Chlpt
Some Af theer mote prerfergpdocmnpmmghacdohahng gache pwscﬂtﬁnvﬁm*ionme summarised in
di I,ut with eth ate a with saturate
table 1 gnddnibeqasamteafrl Ssnaats FOL o aif o bVE dheis
reduced pressure. The resul ting product was dlssolved
in 600 mM 1, 4-dioxane and 400 mMl water and stirred
wth 20 ng LIOHH O 2 h at roomtenperature. The
reaction m xture was subsequently subnmitted to
reversed phase HPLC purification using a
wat er/ acetonitrile gradient containing 0.1% TFA. The
required fractions were collected and | yophilized to
yield the TFA salt of (18) as white solid. ESI mz
obs.: 524.2 [MtH] (theor. 524.3)Exanple 7:
3-(4-{4-[ (! H Benzoi m dazol - 2-yl am no) net hyl ] pi peri di n-
| -yl }phenyl)-2-(2, 4, 6-



trimet hyl benzoyl am no) propionic acid (20) a) Synthesis
of (I H benzoi m dazol -2-yl) pi peridi n-4-yl net hyl am ne
wo eioi7logsorpacet ate (19) 100 ng PCT/EP2007/000832
4- Fornyl pi peridine-|-carboxdslic acid tert-butyl ester
(0.47 mol ) and 125 ng | H benzoi m dazol - 2-yl am ne
(0.94 mmol ) together with Ti(iPrO4 (280 m; 0.94
mol ) were dissolved in 5 mM DCE and stirred over
ni ght ,, The solution was then diluted with 60 ni
rrethanI/acetlc_amd (5:1) awdl 1.49 g (7.0% mol)
NaHB( BAC)S wer é added. After @4 h the reactd on mxture
was diluted with 200 nl 2 N aqueous NaOH and extracted
three&ines with ethyl acetate. The conbined organic
phase€ were drléed over Na SOv and the sol v@t was
rermv@j under reduced pressur"e The crude product was
subseduently subnmitted to reversed phase HPLC
purif,jcation using a water/acetonitrile gradient
conta&m ng 0.1% TFA. The requwired fracti onss were
col | @:med bro@ht to pH> 1Ewth 2 N aquébus NaCOH
and exfracted with ethyl acet ‘ate. The conbined or gani c
phases were dried over Na SO4 and evaporated under
reduged Jpressure. The residue was di ssolved in 10 ni
TFA, 2 st's.rred 1 h at roomtenperature and evaporated
undeﬁzéduced pressure to give the TFA sal t¥(19) as an
oi | .EI® SSynt hesi s of
3-(47{4-[ (| H benzoi m dazol - 2- yl am no) met hyl ] pi peri di n-
| -yl }phenyl) - 2- gz 4,6- trinet hyI benzoyl am ru)) propi oni c
acid (20) 95 ®us (0. 207 nmol q::al cul ated as 2
bi strifluoroaBefate salt) of frude pip er|§|8'|e
derivative (18.)2' 113 ng (O. 6210nm3|) QJ(CE\@Z 147 ny
(0.415 mmol) onic acid nd 1.72 S12. 42 mmol )
NEt were mxeﬁn 10 m DCEaaé’]g stirred ag oom
tenperature f@r§20 h. The rgag © on mi xt ur & @as
concentrated gnsd%r reduced Q-r-e@Sure and ta&.(,eSI due
was dlfssol vedEis’ Snet hanol aBdg ubsequent I § fgsgbm tted
to reversed pﬁa&e HPLC purlgl?’gau on usi ngx-£
awat er / acet onfitdi | e gradi enI;E@nt ai ning 0£16 TFA. The

2-
tr

reqw red fracgBidons were col FezBed and Iy oBRt i zed to
yield (20) asawhite solid. Eﬂ%ﬁiz obs. E% 3 [ MtH]
(t heor. 540. 3f£xarrpl e 8: ’a— T2
3-{4-[4-(5,6,Z.8- Tetrahydro [E 8] napht hyrgdi n- 2-yl ) pi p
eridin- I-yI]ph’@yl} & &
(2,4,6-trimet hyT‘benzoyI ami no) propi oni ¢ aci @ (23)

formula

structure

Table 1

/\O i C3oH36N4O;
HN o
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i C3H3sN4O;
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CasH3oN,O;
N HNE
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a) Synthesis of 4-acetyl piperidine-I-carboxylic acid
benzyl ester (21) 5.0 g (19. 0muol)
w@REenssdtne- | , 4- di car boxyl i c aci d nonobenzyl eBCEEPWeT/@0832
di ssolved in 200 m DCM ant874.16 ml SOCl . After
heating 2 h to reflux the volatile conponents were
renoved under reduced pressure. The residue was
di ssolved in 200 M DCM and 3.29 g (22.8 mml) 2, 2-
dlnethyl [1,3]di oxane-4, 6-di one as mell as 4.6 n (57
nmol ) pyrldlne wer e dﬂded The reacdion mxture was
stirrednrat roomtenpefature over night, washed twhce
with 1N aqueous HC and bri ne, dried over Na SO and
concentrated under reduced pressure to be subsequently
subn1tted to col um qﬁronatography(ﬂn silica gel wwth
n- hexane/ethyl acetate to yield a p@oduct whi ch ‘@as
di ssolved in 50 nl DVMSOQ water (95:5) and heated to 70
C for 3 h. The solvent was renoved under reduced
pressure and the residue was dissolwved in ethyl
acetatel washed twiceRwith 0.1 N aq%eous HC S
saturated aqueous Na ©O and brine, dried over Na B0
and evapor ated under reduced pressure. The residue was
purified by chromatography on silica gel using
n- hexane/ et hyl acetate as eluents to yi el d ket one
(21). by Synthesis ofw il
7-piperidin-4-yl-1,2,3, 4-tetrahydro-[|,8]naphthyr|dine
(22) 100 ng (0.383 nnDI) ketone (21), 47 ng (0.383
nnol)hz am nopyri di ge- 3- car bal dehydg and 22 ng (0.192
mol ) cpol i ne were &%l uxed in ethafol for 3 dags The
sol vert gwas renoved %é@rreduced pr5§s§ure The grude

produd Ewas purifi e@ By chr omat ogrgpfy on sili cggea

(et hyl2 §c@t at e/ hexamet g o yield §z¢g EL
4-11, @g@ht hyri di nﬁé‘yﬁ- pi peri di §G§I§ car boxyl i ég(ﬁ d
benzyfE, @sier as an @I, 210 ny (056% nmol) of RHRE
inter fEgigite were dlgs;l‘;m‘ved toget Bet Svith 50 nygld%
Pd/ C 259 m net hai gind stirreg @@er an at nEs@@re
of hyd&mQ?n for 18 EEanaI of gh atal yst bg ~ §
flurahmthmww1@§@id &HH@%@Immdby?éE
evapomatlwn of the sﬁEWEnt under ::agped pressu ﬁisgpve
t he déE d anine (@2fzc) Synthed§ Df a2
3-{4- [:4&5 6,7, 8- tetgralgldro [, 8]1%@ hyri di n- 238 )i p

(4-%

eridi & Byl ] phenyl } 28
(2, 4, §>Er|nethylbenZDyIan1no)prop|o§|c acid (23% 1

ngy (0"605 nmol ) pi peridine derivative (22), 430 ng
(1.21 mol ) boronic acid (6), 330 ng (1.82 mmol)
Cu(QAc) .and 5.0 nl (3§.3 mml) NEt were stirred 2 _days
at roon®tenperature.

CsoH34N
CasH34FNO
Cs;H37N50;5
C5;H3sN4O;

O o0 [ =
— p— N



The sol vent was renoved under reduced pressure and the
residue was diluted with ethyl acetate. Washing with
w@207h®aedi um acet ate buffer was foll owed by drPgi/RB2007/000832

over Na SO and evapor ati oniidsnder reduced pressure. The
resi due was dissolved in nethanol and subsequently
submtted to reversed phase HPLC purification using a
wat er/ acetonitrile gradient containing 0.1% TFA. The
required fractions were collected and |yophilized to
yi el d tBe TFA salt of.,,(23) as whitelsolid. ESI m2
obs.: 527.3 [M+H (theor. 527.3)Exa®ple 9: A
2- [(I - Met hyl cycl ohexanecar bonyl )am no] -3-[1-(2-5,6,7,8
-tetrah dr o-

,8]n ght hyri di n- 2- ylr acetyl) pi per¢d| n-4-yl | prophonl c
aC|d (2¥) a) Synthesm of
2-[ (1 -met hyl cycl ohexanecar bonyl ) am no] 3-piperidin-4-y
| -propionic acid nmethyl ester as trifluoro acetic acid
salt (24) 500 ng (1.24 nmol) of ©
2- |V-Fnﬁc ani no- 3- pi pdri di n- 4-yl - pr%pl onic acid |8\ﬂ 6.5
m methanol were treated 15 h at roomterrperature with
710 M (5.6 mmol ) trimethyl chlorosilane. The sol vent
was evaporated. The crude product was dissolved in 3
m 1, 4-dioxane and 3 ml of 5% aqueous NaHCO . A
solution of 555 ng (2254 nmmol) di-ter/-butyl o
di carbonate in 0.7 m 1, 4-di oxane was added dropw se
and the reaction mxture was stirred 15 h at room
tenperature. The organl c solvent was renoved under
reduce'd_pressure Att erg di | uti ng @lgh 100 m et FFy_L
acet atgemacnd washi nggtaw® times witf Eaturated aqy
Na gRl one ti meSwEth brine thé;_ sol ution \/\/as"da?,l ed

over NesSD and concégrmted in vagup. The crudeg &
rratergaﬁ -Bas di ssoI\Eeﬂstn 2 m TI—E‘%\_nd treated g':h%at
room Lseﬁpérature wi Bh&Em  nor pholzige. The reacti 9
m xtur&%s evapor at:aeﬂq'}n vacuo aiad~%vapor ated ég%@
Wi th %mvtol uene. Eﬂggemﬂl ni ng eSi'gdue was su§2§@led
in rret_gwgrg)l and flltzsr'gt;ed The fi Iﬁtasate gave a g >‘@W
f oam & Ee§ evapor atEor‘é & This foamgwgs di ssol ved2i&i o4
m TH%ar% 1nm DWEE&E ny (1. 27>r@m|) 1- %gg
nmet hyr_geap, ohexane- 1ge°ar oxylic acr”d“ 431 m (2. §‘§>‘
nol ) and 481chg §1.27 nmol "ﬁ BTU were adel and

this 'xture was stix¥ed 24 h at 130§mtenperatuxsef5
After heh-’l uting with&o0 m ethyl ac®tate and vvashﬁng
one time with 2% aqueous citric acid, two tinmes™with
hal f saturated aqueous NaHCO3 and one tine with brine
the solution was dried over Na SO and

Ca6H3sN,O,
CaoH34N,O3
C29H4oN,O5

OH//
N HN
Qvé;ﬁ CrHaNO,
H o
/\ON HN 0
OH
(o]
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RO
H
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=
P
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concentrated in vacuo. The crude product was purified
by chromat ography on silica gel (ethyl

waec@wraswin- hexane) to yield the Boc-protected PCT/EP2007/000832
derivative of (24) as yell 8% foam This material was
di ssolved in 3 m dichloronmethane and 3 m TFA and was
evaporated after 2 h to yield the TFA salt (24)
guantitatively.b) Synthesis of
2-[ (I - et hyl cycl ohexaneca
t bonyl )Ani no] - 3-[ | - (245, 6, 7, 8-t et r dydr o- o
[1, 8] naBht hyri di n- 2- y&- acet yl ) pi per®di n- 4-yl ] prop.honl C
aci d (27) To a solution of 36 ng (0.085 mmol) of (24)
and 27 mg (8- -Boc-5,6,7, 8-
tetrahydro[l, 8] napht hgri di n- 2-yl )aceétic acid (26)oo| n
15m%|\/F58n1(0 mol ) DI PEAand 35 ng (0. 09
nmol ) HBTU were added. After 15 h at roomterrperature
the m xture was diluted with 10 nl ethyl acetate and
washed gwo tinmes witheohal f saturatad agueous NaH@® and
with br%ne After eva§orat| on of thé solvent the 2
resi due”was redissolved in 2 nmi nmetfanol and 0.85"m
0.5 N aqueous NaOH. After 20 h stirring at room
tenperature the solvent was conpletely renoved in
vacuo. The residual material was dissolved in 2 ni
di chl oronmet hane and 2m TFA and was evaporated after
2 h. The crude product was purified by reversed phase
HPLC using a water/acetonitrile gradi ent containing
0.1% ®A to yield the TFA salt of (27) as a V\,hlte
Iyoph)g gzate ESI mgz obs.: 471. 3 [MH (theor. v471 6)

Exanpl&gl0: 3= ¥§

2-[ (I &t hyl cycl ohe)iaéecar bonyl ) afigo] - 3-[ | - ( 2- %-5, 7,8
-tetrahgdro- S5 TEs 28
[I,8] ht hyri di n- 2 ropmnyl)@@éﬂr d|n4yI§p§c§)io
ni c a(ﬂ (29) a) Sy;gﬁesls of g*a:% FAEY-
2-[ (1 St hyl cycl ohedaBekar bonyl ) agi B -3-[1-(3-5 8.7, 8
- tet ragygirof | £58 - 8o g

, 8] naghkhyr i di n- 2- yIg-grpi onyl ) pi geg &li n- 4- yl | pgophbni
c aci €£29)To a sol @Ech of 2 1 E 05 nmol ) &fS(E
11) afz27 ny (5, 6, ﬁ@getrahydrg[%sanapht hyr i @ida=2-
yI)pr@oEonlc acid (&ﬁ T™h 1.0 m ﬁl\'&%s added 45
(0.20Zxmgol ) DI PEA @1;2 1 nmg (O. O%S&m’ml) HBTU. éﬁéter
5h at“ Eoomtenperamwe the m xtuReSwas dil ut ed%*vuzth
25 m @ghyl acet at e“and washed twd Eimes with hyf

sat ur at ed aqueous NaHCO and one time with brine. After
evaporation of the solvent the residue was redissol ved
in 2 nl methanol and Q.55 nl 0.5 N aqueous NaCH

solutiof. After stirr®ng 5 h at rodmten'perature %he

pH of t®&e solution 2 )
e T T
S S 5

o
mOH
0]
/\O‘l H E o CaoHss
OH
%
H
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adjusted to 6 with 1 Maqueous HO and the sol vent was
conpl etely renoved in vacuo. The crude product was
w@eoo7fossedl by reversed phase HPLC using a PCT/EP2007/000832
wat er/ acetonitril e gradi ent4ocontai ning 0. 1% TFA to
yield the TFA salt of (29) as a white |yophylizate.
ESI mz obs.: 485.3 [MtH (theor. 485.3) It is to be
acknow edged that according to the protocols described
herein any of the conpounds as specified in Table 1
and al sBi many ot hers Lonprised in tBis applicatidy,
can be 8ynt hesi zed us¥ng derivatived of the starl%g
mat eri al s. These m nor changes in the starting
naterlal can be preforned by any per son skilled in the
art, nnée particul arl§ by any organgc chenist. Sdﬁe of
the nor@ preferred c&%pounds accordfng to the present
invention are summarised in table 1 and include any
pharmaceutical |y acceptable salt, solvate or prodrug
thereof.Table 1 synthgsis in nDIecuLar structure o
formul aSnanme anal ogy €0 exact nmass ECMS wei ght exanpl e
) pi peri@in-1- ido)propanoic 500.6 500.3 501.2 -
3-(4-(4-((4-methyl pyridin-2- C31H38N4AC3
yl am no) net hyl ) pi peri din- 1-yl)phenyl)-2 -(2,4,6- 5
14.7 5 14.3 5 15.5 trinet hyl benzam do) pr opanoi ¢ acid
3-(4-(3=((pyridin-2-ydam no) net hyl )azetidin- 1- o
C2gH32N4 3
yl) phenyl)-2-(2, 4, 6-trimethyl benzam do) propanoi c 472.6
472.2 473.4

aci d3- (& {4-[ (4- N@tﬁyl- pyridin-2- grgn1no) nethysﬂ

C30H34NEQY 5 g?
oxo- pyr®ag i di n-1-yl }Er'EhenyI) 2- (2;’43_6 trinethyl & 514.6
514 2‘;5’5222 benzoyl &) - pr opi onfceari d g0
{4- [#2(&, 5- D hydr g £ i m dazol - ZFlar banoyl ) 5 &3
C28H3 pi perl ding £ £%% TR
yl ] hey1}-2- (2- & By - 4-f | uor 0565 '%23. 6 523. $B5E. 2
53 Egg §E& EES
E'5 8§ EZS sEs s K
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nmet hyl - benzoyl am no) - propionic acid 4
3-(4-(4-((I H benzo[d]i mdazol -2- C32H37N5C3

W@ k@riosgo¥ et hyl ) pi peri di n- 1-yl) phenyl) - 2- (2, 4PGFEBBD7/]00832
539. 3 540. 3 trinet hyl benzahido) pr opanoi c acid
3-(4-(4-(5,6,7,8-tetrahydro- 1, 8-naphthyridin-2-
C32H38N4A3 vyl ) pi peridin- 1-yl)phenyl)-2-(2,4,6- 526.7
526.3 527.3 trimet hyl benzam do) pr opanoi c
aci d2-[ (1- Met hyl - cycl ghexanecar bony] ) -ami no] -3-[ 1. 27

C26H38NEO4 (2-5, 6, 7, 83t etrahydro-[ & o
1,8]naﬁﬁthyridin-2-y|v 470.6 470.3 471.3 A

acetyl)-piperidin-4-yl]-propionic acid 2-(

1- met hyl cycl ohexanecar boxam do) - 3- (1- (3- 29 C27HAQNAOA
(5,6, 7,%-tetrahydro- 4, 8-napht hyri dén-2- 10 484. 6g
484. 3 485. 3 yl ) propanwvyl ) pi peri di n-4-yl ) propanoi ¢c”aci d
00 -(4-(4-((pyridin-2- 1-yl)phenyl)propanoic 486.6
486. 3 487.3 2-(

1- met hyhcycl ohexanecasboxam do) - 3- (4- (4- ((4- "
C29H4ONBCB et hyl pyri®i n- 2-yl am no)Ret hyl ) pi peri dgn-1 -
3 492.7 492.3 493.3 yT)phenyI)propanoic

aci ddo)-3-(4-(4-((pyri din-2- 84 1-yl)phenyl)propanoic
500. 6 500.3 501.4 90

2-(2-ethyl -6-net hyl benzam do)-3-(4-(4-((4- C3 1H38N4C3
nmet hyl pyri di n- 2-yl amho) net hyl ) pi peridin- 1- 5 1427
514. 3 515. 2 yOphenyOpropanoi ¢ aci d

2-(2-ethyl -4-fl uoro-6-nethyl benzam do) - 3- (4- (4-

3-(4-{4-[(4-Methyl-pyridin-2-ylamino)-methyl]-
piperidin-1-y!}-phenyl)-2-(2,4,6-tribromo-
benzoylamino)-propionic acid
2-Benzoylamino-3-(4-{4-[(4-methyl-pyridin-2-
ylamino)-methyl]-piperidin-1-yl}-phenyl)-
propionic acid
2-(4-Fluoro-2,6-dimethyl-benzoylamino)-3-(4-{4-
[(4-methyl-pyridin-2-ylamino)-methyl]}-piperidin-1
yl}-phenyl)-propionic acid
2-(2-Bromo-6-methyl-benzoylamino)-3-(4-{4-[(4-
methyl-pyridin-2-ylamino)-methyl]-piperidin-1-
yl}-phenyl)-propionic acid
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C30H35FNAC3 ((pyridi n-2-ylam no)nethy |)piperidin- 1-

518.6 518.3 519. 3 yl) phenyl) propanoi c
W@ei0dB8sg04t (4- ((4- met hoxypyridin-2- 147 C3 H 8NACI/EP2007/000832

yl am no) net hyl ) pi peri di n- M2yl ) phenyl)-2-(2,4,6- 530.7

530.3 531.4 trinethyl benzam do) propanoi c acid

2-(2-methyl-6-(trifluoronethyl)benzam do)-3-(4- 166

C29H3 F3N4O (4- ((pyridin-2-yl am no) net hyl) pi peri di n-

1- 540.6 540.2 541 .3 yl)phenyl)propanoic acid 4-0O

2- (2, 6-8i met hyl - benzoagl am no) - 3- (4-&4-[ (4- C30H3684C3

nmet hyl pyrldln 2-yl antno) - met hyl ] - prperidin- 1- 500. 6

500.3 501 .2 yl}-phenyl)-propionic acid

2- (4- Cyano- benzoyl am no) - 3- (4-{4-[ (4- nethyl C29H3i N

a3 pyrigin-2- ylan1no)wnethyl] plperbdln- 1-yl} - 497 6

497. 2 498. 2 phenyl) - UPOpIOhIC

aci d3-(4-{4-[(4-Met hyl -pyridin- 2-y|an1no)-nethy|]- 261

C2SH 9Br 3N4O pi peridin- 1-yl}

- phenyl $-2- (2, 4, 6-tridrono- 709.3 798 0 709.0 o

benzoyl£n1no) proploﬁﬁc acid 3

2- Benzoylan1no 3-(4- {2 [ (4- et hyl - pyrldln 2- 262

C2SH32N4AO3 yl ami no) - net hyl ] - pi peri din-1-yl}-phenyl)-

472.6 472.3 473.2 propionic acid

2- (4-Fl uoro- 2, 6- dlnethyl benzoyl am no) - 3- (4-{4- 263

C30H3 FrR40 3 « “”

[ (4-met hyl - pyridin-2-yl am no)-met hyl ] - pi peridin- 1-

518.6 518.3 519.5 yl}-phenyl)-propionic acid

2- (2- Br ono- 6- nethyl;pgnzoylan1no) 3+ (4-{4-[(4- gGé

C29H3ZRLNACB p e
met hyI2 Byri di n- 2- yIaﬂﬁno)-nethyl]gﬁgperldln- 1- 3585. 5
566. 23567 2 yl}- pheﬁ;y&) propi oni c“-”ag_-l d265

1

phenyl)-propionic acid
yl}-phenyl)-propionic ac
2-(2,6-Dimethyl-benzoylamino)-3-(4
yl}-phenyl)-propionic acid
1-y1}-phenyl)-propionic acid

pyridin-2-ylamino)-methyl]-piperld
methoxy-pyridin-2-ylamino)-methyl]
[(4-methoxy-pyridin—2-ylamino)-methyl]-ptpgn

2-(4-Fluoro-2,6-dimethyl-benzoylamino)-3-(4- {

2-(2-Methyl-benzoylamino)-3-(4-{4-[(4-
2-(3-Methyl-2-phenyl-butyrylamino)-
methyl-pyridin-2-ylamino)-methyl]-p

CyHysN,O
HN £0 20H34N,0;
OH
(o]
Of\ CyaHaN,O
/\O“ N0 32H40N4O;3
OH
(o]
i C3oH36N4O4
HN™ O
H
O
n : CaoHsFN,O,
HN
H
(o}

(%L
N” N
H
(%L
s
N" N
H
v
Ej
P
N” N
H/\G'\l
v
E\l
Py
N
NN

265
266
267
268



2- (2- Met hyl - benzoyl am no) - 3- (4-{4-[ (4- et hyl -
C29H34NA3 pyridi n-2-yl am no)-net hyl ] -pi peridin-I-yl}-

WO 3B788486. 3 487. 2 phenyl ) -propionic acid 266 PCT/EP2007/000832
2- (2, 6-D net hyl - benzoyl am t3) - 3- (4-{4-[(4- 267 C 30H

4Q.4, . s

Examplg b5 Biolggical eharactsrization of fhe sOMROWdser  di n- 1 516. 6

516.3 517.4 yl}-phenyl)-propionic acid

2- (4-Fl uoro-2, 6-di net hyl - benzoyl am no)-3-(4- {4- 268 C
1. IntegapirTspiRr hindipg assays

[ (4- met hoxy- pyridi n-2-yl am no) - net hyl ] - pi peri di n-

534.3 534.6 535.5 | -yl }-phenyl)-propioni c aci dexanpl e
The 105} vaBies| efosetettedc nhitdmire Wezadeterminkd tusingc compatitie BLISA studies by
. ....Integrin receptor binding assays, The |1 C50 val ues of .
inhibitign @gtl@adlp&h«? integran (R Be JWOgh Astied ligand, 9f chapwiseriny cfhe optimal

. ) R bitlo ok ndi . o . .

conceriai AL, 4 JEME el @ted Bl OIS pAOKGOLUEL Qith variable
concemtrations bf bothanobadin optisagl sipnad moisei rgdo dorviarthersstidied. d@sy studies were

fromFELLSA binding studies with variable . . |
perforrog a@ﬁt s Seensttga al _q'tgan%m st fﬂ% serjay dilption,pEiphibitor. The
plates @ld Bedsafed With bﬁéctﬁi\ﬁg{' His re'a@;QWlé@lﬁ%é’\ﬁée%). ﬁq{efré’srdi'fﬁ% inhibition
with fixed concentration of ligand and integrin and a

curvessegre ahalpzddutsingSaoffMioetp 9i G softwaréyshgtumieg pont deseaheuthe dCso value.
wi th SpectraMax Pl us reader (Ml ecular Devices). The
resulting inhibition curves were anal yzed using

Fibrontgﬁcm % g’fuﬁbhﬁs&l £6Mt 8BHA arld Abfikdgeh o A dlbiodksk. (EMP Biosciences,
e

val ue. Fi bronectin was purchased from Si gnma
Darmstadg Gepranypgehe integminGiplySbetaé rextracalilag) deswiie Fedysion was expressed

tadt . .Carmany Theqi nteqrin alkp tal .
and pAfEberiteR GOm0 Pl GRba 27t 508 Blegrp alphalibberas was
purchaged fdrimSidorda (Kedia [ RREBddnee, Lei@éhl Netherlghdd). Chem , 276,

35854). Integrin al phall bbeta3 was purchased form
Kordia (Kordia Life Science, Leiden, Netherlands) 1.1.

et e ,0 binding assay Fi bronectin
1.1. aliaBaP ey \I}\fcttﬁlﬁglg(ggggggéaguffer (15 nM Na CO, 35 M
NaHCC'3, pH 9.6) and coated with 100 ni/well to

FibrongiJiy was ekied with comting” biafks (15 M RiaptBS, 53 Naitdd,, pH 9.6) and
coated with 100 pL/well to Nunc-Immuno maxisorp plates (Nalge Nunc Europe Ltd) over night
at 4 °C. After discarding the coating solution plates were washed 3 times with buffer 1 (25 mM
Tris, pH 7.6, 150 mM NaCl, 1 mM MnCl,, 1 mg/ml BSA) and blocked with 100 pL blocking
buffer (3% BSA in PBS 0.1% Tween20) for 1 hour at room temperature. After washing the
blocked plates (3 times) with buffer 1, integrin (50 pL) and either inhibitor (serial dilution in
buffer 1) or buffer 1 (50 pL) were added to the wells and incubated for one hour at RT. Plates
were then washed (3 times) with buffer 1 and incubated with 100 pL of anti-human-Fc-HRP
antibody conjugate (Sigma-Aldrich, Taufkirchen, Germany) in buffer 1 for 1 hour at RT. After
additional washing steps (3 times) with buffer 1 50 pL of HRP substrate solution TMB
(Seramun, Germany) were added to the wells. Color development was stopped after 3-5 minutes
with 50 uL 1 M H,SO,. The developed color was measured at 450 nm and analyzed as described

above,



at 4 C. After discarding the coating solution plates
were washed 3 tinmes with buffer 1 (25 nM Tris, pH 7.6,
waz@7MsgomacCl , 1 nM vnCd 2, 1 ng/m BSA) and bl oRKEEP240T/600832
100 nmL bl ocking buffer (3%4/SA in PBS 0.1% Tween20)
ur room t erature. After washing the
1.2. al%traglgégt Fé?ré%og(eg bﬂ@?‘s Mth buffer 1, int egrin (50
n.) and elther inhibitor (serial dilution in buffer 1)

. or buffer 1 (50 nm.) were added to the wells and
Fibrinpgenutas diduted with eoatingr buffer €15 mMaNexCQerdd mMMNalic@apH 9.6) and

coated(\%ttl% Ilﬁﬁ %/GO@ W%ﬁ#‘% Gﬁlc 1 nj‘%ﬂ gaﬁ{ieesd?vg a}%ﬁ'%? ér | C%fter discarding

the coﬂiﬁigf %lﬁtﬁ:d‘tﬁplate@@ﬁdi‘ama)shédﬁ hishdsewitl bluffer 1 (b lﬂﬂiMaTnR'bH 7. 6 150 mM
After addi tional washi steps sﬁtlrreé)?l w th buff
NaCl, éGnlm_Maﬁlwﬂam&/uﬂﬁsrAa)taél peked grithri) pedlegking blé’éqrr{éﬁyf)*SA in PBS

0.1% &eg%gq%{o%%ggoﬁtehﬁjg %eo%ﬁg%%g?ﬁfﬁﬁtbl%éd %gag%gﬁqlmes) with

buffer doﬁmegrmalph&lﬂshetaécﬁﬁtp%&&drMeanﬂllﬂmI(;ea‘ﬁﬁ ddistion in buffer 3, 25 mM

ris TG LAEREEE SR A5 WA g ot or it

3 (50 M Wék addeat MhDRRHEFEnd FrubMe s iIR hogﬁalgR’?% PiaRd ve@fefl washed (3

th 100 nmL/well to Nunc-Immuno nmaxisorp plates over
times) nwx}ihtbuﬁfer 3 apd infutereddwithal08i ml of etiedphal Fogpewd | antibody (anti CD41b,

Pharm %t )egl We{f@r mfs)f\éd g’uraﬁfmga&g \?gr%\fe/irlﬁhe% itugﬁsa w1tl? 'buffer 3 and
1ncuba*9.=!d0f'o|f eldhdﬁrt\bltHQQO'ﬂ-L Qé&ﬁhbx?gaﬂﬁ%f)aﬁ (ax{tﬁrﬁbﬁs%oHR‘P é:’o%%gate Sigma) in

Tween20 hour room terrper at ure.
buffer waéiﬁtnengdchh@lab Iwaelkleg sigpa{times) withrbufferd 66 ul!unﬂ‘IéRP 3}1bstrate solution

eqrin l.bbet a ndeltherlnhlbt
B (SHFT Vst BRSO R el £\ cbyBimP 8 sy S sgninutes it
50 pLMMMNRLB0,1ThE Wblghedlcoldy whs BiedsutedvaiVisd dm dmdvikadl{ded as described
or buffer 3 (50 nL) were added to the wells and

above.j ncubated for one hour at RT. Plates were then washed
(3 tinmes) with buffer 3 and i ncubated with 100 niL of
anti - al phal | bbeta3 anti body (anti CD41lb, Pharm ngen)
The re'suitsknfftﬁe Warfn’ods(HSsalls ipetfbrrﬂtd 6T sorit af the comfppundsitedrdiiy to the present
% @a(r ]g%fer %’ Ecubat ed for 1 hour with 100
mventweagee Phded 95 ?V%‘B?R/m(t% £#: nouse- HRP conj ugat e,

Sigma) in buffer 3. After additional washing steps (3

times) with buffer 3 50 nL of HRP substrate sol ution
2. CelluBinh@zitiamasspysier e added to the wells. Col or

devel opnent was stopped after 3-5 mnutes with 50 nL 1

M H2SO . The devel oped col or was neasured at 450 run

2.1. Cénslihesiah ¥ga¢ vath JER293 bed

Cryopreservated cells were thawed and grown for 72 h in DMEM medium with 10% FCS, 2 mM
glutamine, 100 U/ml penicillin and 100 pg/ml streptomycin before use.

Cells were detached with cell dissociation solution (Sigma) and suspended in growth medium,
centrifuged and resuspended in buffer A (150 mM NaCl, 25 mM HEPES, 2 mM EDTA, pH 7.4).
Cells were incubated for 30 min at 37 °C in a 5% CO,. Subsequently, cells were washed with
pre-warmed buffer B (150 mM NaCl, 25 mM HEPES pH 7.4) and resuspended in buffer B.
96-well Maxisorp-plate were coated with 0.01% poly-L-lysine, 10 pg/ml fibronectin (Chemicon;
#F1904) in carbonate buffer or carbonate buffer alone (15 mM Na,COj3, 35 mM NaHCO;, pH



above. The results of the various assays perfornmed on
sone of the conpounds according to the present

WO pao2tagdoen are depicted as | C50 val ues i n tabl BCREPR07/000832
Cel lular inhibition assays143.1. Cell adhesi on assay

0.6 o KA S SR B AR B . et were

preincébatdPWith est Lhpblifd aR®alljuktell IMSOAcoHeEntPlilof for 10 min at RT. 7x10°
streptomycin before use.” Cells were detached with cell

cells peit welbovese platedsioltriplieate sl glharyedaiooatiagk femdeat 37Cginghg presence of 2

[ centrifuged. .a resuspended.in butfer A (150
mM MG Cs S55% honti@3at PE s R ARREEAG I gt T ptnighp graratcenyce
for 30 migubated for 30 mn at 37 Cin a 5% CO .

Subsequently, cells were washed with pre-warned buffer
B (150 mM NaCl, 25 mM HEPES pH 7.4) and resuspended in

f - I i - 0 | °
cot 581 MR 3000 Bl EAIGAROTITL A s g 37 o s
were Whsh8@4ndi incopokethidge budst solulsitizaenmithn 80% boetit edcidil ABrbance was
u;(g%iS mV Na2CO3, 35 nM NaHCCE H9.6) for |h at RT. .
measuisil 4t O, BcUSHAE: R IPeSHRMBY Bl B4 murotitey miste eaden andianalyzed with
o r C o]
SorsBprETMABMLE DS ARy Hoheals SURRAEY ROf s v
determimdd wwingeXLyAETI were plated in triplicate and al |l owed

to attach for Ih at 37Cin the presence of 2 nM MyC
Cells were washed with PBS and adherent cells were

2.2. Midratfsh Wsdyhwriteabviger al dehyde for 30 min. Cells were
subsequeritly washed and stained with 0.1% Cryst al

Violet for 1 hr at 37 OC. Plates were washed and

. _lncorporated d was .sol ubj.Lized with 10% aceti.c. aci
Migraigle BB, Bt e oo Bt Fre-EF B0t et Fruoroblock
TranswilUfhedBand fllfed (8 Lu@h pbled) th D& IRA comphnmodi $E€ Platdst (*BDg. Three wells
Sof t MaxPro (Mol ecul ar Devices). M ninal binding on BSA

per graypareussdt ract ed. | C50 val ues were determ ned using
XL-FIT. 2.2. Mgration assay with HUVEC M grati on
assays are carried out using nodified Boyden chanbers
The umlerfacestdfnfe afandwelbmehibeaies hraocueal Withehipmangpfic fibfinetdn fragment
nmm por e in 24 wel] conmpanion tissue plates (BD).
(10 pgimk 2 ewiq)qng and2 blockeci with %}o BSA for 1 % at rooen temperasture). After rinsing with
PBS transwells are placed into companion plates containing 700 pl serumfree medium with

indicated compound concentrations and chemoattractant (10 ng/ml bFGF; Promocell).

HUVEC are maintained in standard culture medium (Endothelial Cell Growth Medium,;
Promocell, containing supplement mix and 2% FCS) in a humified 5% CO2 incubator at 37°C.
Cells are grown to 70-90% confluency and are made quiescent in culture medium containing
0.5% FCS, 0.1% BSA, no supplements for 16 h. Medium is removed and serum-free medium
(0% FCS; 0.1% BSA, no supplements) is added for 1.5 h. Cells are detached with trypsin and
cell suspension is adjusted to 1x10° / ml. Indicated compound concentrations are added to cells.
Cells are preincubated with compounds for 15 min, before seeding of 250 pl of the cell
suspensions into the transwells. Cells are allowed to migrate for 3 h in 37 °C incubator with 5%
CO,. Then, transwells are transferred to 24 well companion tissue plates containing Calcein AM
(4 uM; Molecular Probes) in HBSS and incubated for another 2 h. Plates are read at

excitation/emission 585/538 nm in a fluorescence reader.



per group are used. The underfaces of the transwell
menbranes are coated with chynotryptic fibronectin
wo eagmogsotl (10 ng/ m; Chemicon) and bl ocked wi t PCRERBSA000832

for 1 h at roomtenperaturét After rinsing with PBS

transwel I s are placed into conpanion plates containing

700 M serunfree nediumw th indicated conpound
Result§ QRCOIPrésséd 8 peradit ThRRRAL {ceBS it frumiee Mediim R¥itHout compound and

Pronocel I'). EC are maintained in standard cul ture
chemog@egictapt- (Endot hel ial Cel | Growth Medium Pronocel |,

contai ni ng supplenent mx and 2% FCS) in a humfied 5%

CQX2 incubator at 37C. Cells are grown to 70-90%
2.3. Tuterfbimaivnyassaydndibeingetle qui escent in cul ture nedi um

contai ning 0.5% FCS, 0.1% BSA, no supplenents for 16

h. Mediumis renoved and serumfree nedi um (0% FCS;

Q.19 Y d. . . .
Experlgr}eét@ dg?@&ﬁ@g“ﬁj?ﬁ lnﬁit rmy 6lésa|§l%1)naozf dﬁg gcﬁféugagfgfpé%tg}sgﬁd igg&héol described in
Korff anlj Ampesint t1990xJL CéB Sci 12, 32491 dabsief, sphqroidsdvere prepared as described

(Korftgangs ARHAE daOR b Bl citad 34 Br byt ontime 398 Sitatheliskpelly (HUVEC,
Promoggllzmidglbé? Gafn&af)! in_SHSlpa?lgﬁl']ggﬂx%g' B Plade GisReeSWELIISw overnight

CelTs are aflowed to mgrat r 3 h i'n 37 Cincubator
spherowdal lag&eg@©R. Sphernidstweae dapiested ané SOrspherbadsrwete tseeded in 900 ul of a

s 5k LBERLT o a5 P RSO MRS AT B o i e
polymért2fiba! Test GompPb@ideWwad hddedaa différe S ontéHttafiohe AR&SI(PMin by pipetting
585/538 nmin a fluorescence reader.Results are

100 plegfor &6 deld concendratadnworking ditutianl orf topl ¢fsthe igek dindothebial cell spheroids

' 1.t h (oo} h t nt. 203, Tube .
v 0N PP OER: P STy T b
at 37 °OnfofR4hf Dishts aeredfixddne tiy éridi dTahé ¥xperitdentd estuBa®dOgeod by addition

described in Kor_ff,and_Au%usti n 1999 J Cell Sci 112,
of paraforaldehydpy Prrputing Hiensity ot sedathglia rehls vagqugatiiataddaan automated

. . i | _Bi 3 . Py
image AUt s SHRURRATL 4R Ubidefe o tamhper SifbidUeing an Olympus
IX50 ideeded hacroscoperamdnthe digita imeaping)goftivap amlyHI8SSoft imaging system,
. dishes to ow over pi ght spheyroi dal aggregat.ion.
Miinsteg, ORI Wk ARy 8 it CHHE‘T%’CY"S%HH%WO eggﬁwe?el_%é@w@wly selected
spheroidd vi3GnAlyz&f afarf inBividuab @b (2 my/nl) and pipetted
into individual wells of a 24 well plate to allow

fibrin gel polynerization. Test conmpound was added in
different concentrations after 30 mn by pipetting




100 m of a 10 fold concentrated working dilution on

top of the gel. Endothelial cell spheroids were
wa@earossomnl |y stinmulated with VEGE [25 ng/ ml] BPCT/BEBH7/000832

[25 ng/mM]. Plates were i ntTbated at 37 C for 24 h.

Table B I S S b BT R s dscrbed
secnonspllmﬁz ng intensity of endothelial cells was

quantitated by an automated inage analysis system
det er mi ni ng the cunul ative spr out | engt h per spher oid

trst ||g a6 yrpus XS0 vet u 0S ,upc aft—the

digital]i ng soft e an of t i ng

system | Nhsté?, w% ‘gf t%g’@gﬁﬁl ative
CompgiiplNt. | akp @frbe&?fl / sé‘? et ed|s was

anal yzed adnMi i ndl \aﬁduM] dat adhesion . rabl[dall\’ﬂ I mvitro
activitjes of selpcted conpbwsssiy [uM]di f f er ent

faincti opal BM%ays] deserlibedlin s@ctiop 1. ¥10 2 ?. The

fibat yrek gf> Wi)\g_p_c esentl inventi ﬁﬁo disclosed in the

%o‘eci 4 ati}‘::gg the seﬁ%en{:e H-S ég.g.u, re—ghats and/ or
[21)16 drapv MU0’y oth >qcpdl tet y- ZGIIU M dHYq

gonhi Naf | Ofk foer epi_be mat ef i al J,or reali zLng tne

trRvention iquovari pus ~arns thereaf . d ains<1lo A

29npound of<Pbrmila (P G ZIA A2Y Y (1) whereim Ais

7y adi chl self®ct el frahthe nrnfr? conprising

2o or orptic 0t erbevelile ant “hoheye e+ Ag—syst ens;
266 < 1007, VAR Lo id SEd ’

i TS ar rati e —wWhirchsis—ei thersgpsent—or—present,
whereby T A 15 present, s serected fromthe
group corrprisi ng 3- to 9- menber ed rings, or if Ar is
present, is a polycyclic ri ng system sel ected from

The fea ! he ggp ﬁ‘Pe I :églgeg\ ipp ﬁb%ctimsg? rf‘g?r‘rﬁll%ﬁ['] ’attlgﬁgﬁgesg?lgenc% listing, the
clalms%ngfo?‘%l‘f@@{a%’ng's' 8 both, 8pas ﬁrﬁﬂmr A9 mEinatioNBlBRbLBe material for
rings, 7,7-nenbered rlngs , 6-menbered rings,
realizigg @eémrmtrbmremmuaé@msahere@ﬁ rrenber ed rings; Z and Y
are radicals individually and i ndependently sel ected
fromthe group conprising



(CH2)n-E-(CH2) m L-(CH2) k and (CH2) m L- (CH2) k, wherein
Eis a radical which is either absent or present,
wob@reksp4if E is present, E is selected from tPET/GPmOpP000832
conprising O S, NH, NRa @ SO SO, substituted
et hyl ene and acetyl ene; ti .a radical which is either
absent or present, whereby is present, L is
i ndi vidually and i ndependently sel ected fromthe group
conprising O S, NH NRb, CO SO SO, substituted
1AAC@nMymdﬁéﬁamuﬂaﬂétylene and k, mand n are
i ndi vidually and |ndependently 0O, 1, 2 or 3;, Yis a
radical of formula (I1)(H wherein Qis a radical
sel ected from ghe—gtgupCcanpairrg—aydivseaspy bond, C=0
CS, O S, CRaRb, NRa-NRb, N=N, CRa=N, N=CRa, (C=0-0,
0-(C=0), S®@, NRa, (C=0) -NRID NRa-(C=0)-NR b,
wherefyRC- (C=0), O (C=0)-NRC, NRC-(C=0)-O, NRC-(C=9),
(C=S)-NR, NRc-(C=S)-NRd, NRC-SO2 and SO2-NR . Ri, Ra,
Rb, Rc and Rd are radicals which are individually and

|nde el egt edfromthe rou o) i.sing . H .
A F&@ Blertée Tfesh i aighd Spesnd hgobRiLhs pgatic and homocyic
{elash heterocycloyl substituted heterocycl oyl,
ary ” substituted aryl, heteroaryl, substituted

heteroaryl aryIaIkyI substituted aryIaIkyI
het er st ituted het ryIaIkyI

ar S REPI g ko PRl WSR2l iy
het erocycl yl al kyl , substituted heterocyclylalkyl

al kyl oxy, aIkonxyaIk substi tuted al kyl oxyal k
af By ionrgssns| Avas kelpcted %r@m the grag cammsmgy%y@ szmé?red rings, or

al kyl oxyhet erocyclyl, substituted
al kyl oxyheterocyclyl, al kyl oxyaryl, substituted
af kA stpmsqﬂt Aallk)al p«xly Rr fng )ﬁystemUMdctdderedl the group comprising

kyI yhet er oar hi,oal ky] , s bstit.uted
qﬂﬁf% [Epes, %4 rewtn ?rséyre%w redh §8gs- t Yo wpembered rings,
3‘3 B%én%&&y ‘Hn%?l BXLmeHK%Q)&YngSSWH trg)‘e?éél %G, OX¥-membered rings,
0xo0, Stituted am nocar bonyl
SﬁJﬁ),étmtmb@'dd angs 6@6-lnmmybere(f mmngsy6,7,6- membered rings;

Z and Y are radicals individually and independently selected from the group comprising
(CH2)p-E-(CH2)m-L-(CH3)k and (CH3)m-L-(CHa)x, wherein

E  is aradical which is either absent or present, whereby if E is present, E is selected
from the group comprising O, S, NH, NR? CO, SO, SO,, substituted ethylene and
acetylene;

L  is a radical which is either absent or present, whereby if L is present, L is
individually and independently selected from the group comprising O, S, NH, NR®,
CO, SO, SO, substituted ethylene and acetylene; and

k, m and n are individually and independently 0, 1, 2 or 3;

v is a radical of formula (II)



substituted fornyl, thioformyl, substituted

thi ofornyl, am no, substituted am no, hydroxyl,

W@ aipgnsdout ed hydroxyl, nercapto, substituted nMeCTEP1007/000832
hydrazi no, substituted hydt#zi no, diazene, substituted
di azene, imne, substituted imne, am dino,

substi tuted am di no, |n1 OQR% ylan1no substi tuted

i m nonet hyl am no, ureido S$tituted ureido,

f or nyl ami no, substitutedf F¥ no,

am nocar bonyl oxy, substi Q@d am nocar bonyl oxy,

hydr oxycar bonyl am no, subst i*t ut ed

hydr oxycar bonyl ami no, hydr ox}xar bonyl, substituted

‘p%;e%igxycaf bonyl, formyloxy, substituted fornyloxy,
of or nyl am no, substituted thioformnylam no,

, am not hi ocar bonyl, substituted aninothiocarbonyl
thloureldo substj t ut ed t hi our ei do, ,sufony
Qubst priadical seledteshfiiom dhe B&\'ﬁn‘f%ﬂsﬂﬂﬁtqlf@ﬁ% dgnd, C=0, C=§, O, §,

sul i u t Ssekhf d a

cy At R R om0 G DRCR 30, 0, (c=0p-vm,

radn\u&L(cs-@)eeREmR%(mno)h@ @=aD)NRANRI-€0=+Q)- 01'NR° (C=S), (C=S)-NR",
X yl oxy; R is a radical

sel g&é@%&'ﬁ#ﬁﬂ& %@6‘30&5%?{{5 ng hydrogen, hal ogen

and C -C4al kyl; and Gis a radical containing one ore

nor e m)l eties, whereby such noiety is selected from
RH& RHRS a0d lﬂf rare ratgcaliHwh©oH ae dndavidealiycambindependentlyrbdected from

co ound accordin whe ein a of R, .Ra,

EHA CRpPrsIng Hoekehisupiive iy syl Stosuitied cyetoalkyl,
I ndﬁ@@f&wbw s§l§5t1%ﬁ&&ﬁet@fdé%lb9leaﬂ.ﬂ%sﬁtﬂf&rdr?l' RBteroaryl, substituted
hydr ogen, , Substituted kyl, hal ogen, ™ cyano,

hy dhetesoaryl) kymi@}kylsubsuhsnmtesu adrirlaliony, lsteroamytafkyl,  substituted
ORI arPA R s SRR by,
cl aistibstinéd hetebb&rchlalkyl, alkyloxy, alkyloxyalkyl, substituted alkyloxyalkyl,
alkyloxycycloalkyl, substituted alkyloxycycloalkyl, alkyloxyheterocyclyl, substituted
alkyloxyheterocyclyl, alkyloxyaryl, substituted alkyloxyaryl, alkyloxyheteroaryl,
substituted  alkyloxyheteroaryl, alkylthioalkyl, substituted alkylthioalkyl,
alkylthiocycloalkyl and substituted alkylthiocycloalkyl, hydroxy, substituted hydroxy,
oxo, thio, substituted thio, aminocarbonyl, substituted aminocarbonyl, formyl,
substituted formyl, thioformyl, substituted thioformyl, amino, substituted amino,
hydroxyl, substituted hydroxyl, mercapto, substituted mercapto, hydrazino,
substituted hydrazino, diazene, substituted diazene, imine, substituted imine, amidino,
substituted amidino, iminomethylamino, substituted iminomethylamino, ureido,
substituted ureido, formylamino, substituted formylamino, aminocarbonyloxy,
substituted aminocarbonyloxy, hydroxycarbonylamino, substituted
hydroxycarbonylamino, hydroxycarbonyl, substituted hydroxycarbonyl, formyloxy,
substituted formyloxy, thioformylamino, substituted thioformylamino,
,aminothiocarbonyl,  substituted aminothiocarbonyl, thioureido, substituted
thioureido, sufonyl, substituted sulfonyl, sulfonamino, substituted sulfonamino,

aminosulfonyl, substituted aminosulfonyl, cyano, halogen;



any of R, Ra, Rb, Rc and Rd is a radical individually

and i ndependently selected fromthe group conprising
whyarogsem, fluoro, chloro, brono, nethyl, ethyPCT/EP2007/000832

propyl, tert-bvtiyl, phenyl30 benzyl, hydroxyl,

met hoxy,, oxo,.amnm no, acetyl am no, cyano.4. The

%onﬁﬂ:%ﬁir%@}?@f%ﬁnﬂ’é’%o any of claims 1 to 3, preferably

clainms 2 and 3, wherein Ar is either absent or

present, whereby if Ar is present, Ar is an aromatic

Ryonis arraflicely cdelestedi rfiprsy dtee rgreuprpednsprining i QY, aCdre8alkyloxy and

wher e t i.ng systemcontains 0, 1, 2, 3 or 4

hetépgﬁpéﬂégﬁmm%*eby the heteroaton(s) is/are

i ndi vidually and i ndependently sel ected fromthe group

conprising N, Oand S and if a or the heteroatom of

Ruhe iy & magliea) selepted Srom theagnous compeiping diydraggn, halogen and C1-C4alkyl;

i ndi &dually and i ndependently substituted with 0, 1

or oxygen atons, and one or several of the ring

atons is/are optionally individually and independently

Substituted with a substituent, whereby the . .

G igapgadical containiag Rng Ie WSe ajetiess whereby such meagty s selgcted from the
L ndepe S group conprising H
%@%zé&nmgu sI%q{f %@%ﬁ%&;@%ﬁgnyl , Substituted
phenyl, al kyl, substituted al kyl, cycloal kyl,
substituted cyclo?kaL, het er ocycl yl, substituted

2. Thegamgppnd aqcgrdingsfoglainklhstj t ut ed aryl, heteroaryl ,
substituted heteroaryl, arylal kyl, substituted
aryl al kyl, heteroaryl al kyl, substituted

whereinet er oar yl al kyl, cycl oal kyl al kyl, substituted
cycl oal kyl al kyl, heterocyclylal kyl, substituted
het erocycl yl al kyl , al kyl oxyal kyl , substituted

any ofakExﬂaQRy,qt%h,quls b AENGH il R Y bnd ﬁiél@ﬁédd%ﬂﬂl% Selected from the group
al kyl oxycycl oal kyl , al kyl oxyheterocyclyl, substituted
adomypirisingh dydrogensc plkyl, subisiitugsdy atkyl, helgigen.i cyaneg hydroxy, alkyloxy,

al kvl oxyaryl | kyl oxyh roanyl .. su jtuted. .
YRR RS, S bR PR, AR Biyed avtation, amino,
ajubsstitifed @alikyl , al kyl t hi ocycl oal kyl and substi t ut ed

al kyl t hi ocycl oal kyl, (C=O-NHR3, (C=OR, (C=S)R3,

NHR3, OR3, SR3, CH2R3, CRaRbRc NH NHR3, N=NR3, CH=NRS,

3. The ¥ofdiBund Mdoidiig b MR 1 oF (GO R3, 0-(C=0 -NHR 3,

wherein

any of R;, R®, R®, R° and R? is a radical individually and independently selected from the group
comprising hydrogen, fluoro, chloro, bromo, methyl, ethyl, propyl, tert-butyl, phenyl,

benzyl, hydroxyl, methoxy, oxo, amino, acetylamino, cyano.



NH (C=0)- OR3, (C=0)-OR3, 0-(C=OR 3, NH (C=S)RS,
(C=S)-NHR3, NH (C=S)-NHR3, SCRR3, NH SCRR3, SC2- NHR ,

WORDRE$80¢C=0) - NROR3, NROR3, NRc-(C=0)-NHR 3, PCT/EP2007/000832

NH (C=0) - NROR3, NR- (C=0) - NR1dR3, NR-(C=0)R
3,0 (C=0) - NRcRa, NRc- (C=0)-ORa, NRec- (C=S)Ra,
(C=S)-NRcRa, NRc- (C=S)-NHRa, NH (C=S)- NROR ,

4. TheNBapordiccbid :ozmgg Chilkas 1967; preferibly S22 aREBF2,
an

CN, "hal ogen, d OCF3, whereby any of R3,
Rb, Rand Rd is as defined in any of claims 1 to 3. 5.

wherelghe conpound according to claim4, wherein Ris

Ar

sel ected fromthe group conprising hydrogen, alkyl,
aryl, arylal kyl, halogen, hydroxy, amno, alkoxy,
al kyI am no, di aI kyl am no, al kyl carbonyl,

ais eitherab Fﬁi’éaf B@ﬁ%ﬂt wherbXy | ani nocar bony!

ey g&éﬁc@l Ian aforh 4t 3{15%{( 'olr Lclﬂfil&@flé’ At %Bgriﬁigg ring atoms

am noc cyano an e cO
accordi ng to cla|n15 mhereln Ris selected fron1the

group ¢ I Ny drogen br ono,
cyano, l%ﬁ?&% ﬁ’g‘ﬁﬁ%tﬁ‘ﬁ‘l Gopt a“lfl 2ry’1 rf* ge}eroatoms

nmet hoxycar bonyl , am nocar bonyl, nethyl am nocarbonyl ,
dlnethylan1nocarbonyl acetylan1no phenyl, benzyl,

met hy|wherehyythe hptem:aycbm(sb ev/are M\yltluallyya;hdongiepenéd:mb')oplected from the
trifl uororreth b rret hyl oxy,

di fl uc?rrg'ﬁ%fm and nmethyl thio. 7. The

compound accordlng to any of claim6, wherein R5 is

hydr ogen, fluoro, chloro, cyano, nethylam no,

cindeif Byar 4he h@ierqamrmyf dhei g aystemys S, eashtS isaonitienally individually and

AN RO Bl o g o, Tt o

clains 1 to 7 preferably clains 4 to 7, nore

preferably clains 5 to 7 and even nore preferably
candli one er sgvgrat of\jhe fingnatoms is/are optionally individually "and independently

substituted with a substituent, whereby the substituent is Rs and whereby

Rs is individually and independently selected from the group comprising H, benzyl,
substituted benzyl, phenyl, substituted phenyl, alkyl, substituted alkyl, cycloalkyl,
substituted cycloalkyl, heterocyclyl, substituted heterocyclyl, aryl, substituted aryl,
heteroaryl, substituted heteroaryl, arylalkyl, substituted arylalkyl, heteroarylalkyl,
substituted  heteroarylalkyl, cycloalkylalkyl, substituted cycloalkylalkyl,
heterocyclylalkyl, substituted heterocyclylalkyl, alkyloxyalkyl, substituted
alkyloxyalkyl, alkyloxycycloalkyl, substituted alkyloxycycloalkyl,
alkyloxyheterocyclyl, substituted alkyloxyheterocyclyl, alkyloxyaryl, substituted
alkyloxyaryl, alkyloxyheteroaryl, substituted alkyloxyheteroaryl, alkylthioalkyl,
substituted alkylthioalkyl, alkylthiocycloalkyl and substituted alkylthiocycloalkyl,
(C=0)-NHR?, (C=0)R? (C=S)R®, NHR? OR? SR? CH,R? CR’R°R° NH-NHR?
N=NR? CH=NR? N=CHR®? NH-(C=0)-NHR?, NH-(C=0)R? O-(C=0)-NHR?
NH-(C=0)-0R?, (C=0)-OR?, 0O-(C=O)R?, NH-(C=S)R?, (C=S)-NHR?
NH-(C=S)-NHR? SO,R? NH-SO;R? SO,-NHR? NR°R? (C=0)-NR°‘R? NR°R?
NR®(C=0)-NHR?, NH-(C=0)-NRR?, NR°-(C=0)-NR‘R?, NR’-(C=O)R®



Ar is either absent or present, whereby if Ar is

present, Ar is a 5- or 6-nenberd aromatic ring or a
wa@ondesswed 5,5- , 5,6- or 6,6-ring system conpPCHEPZH07/000832

ring atons represented by ft@rnulas (I11) to (V1)

(rer) v cpb M (VL by~iadiavi-dyallye € /r— a

| e GERINIRY SRy GrOF RRIE G T (St R o9 N,

2, 3 NH-(¢=S)NRRY NRL(EEOINRIRE KRE-SOIRA! SOENRIRENSE@HE,, OCHF,,

i ndi vidual |y and i ndependently sel ected fromthe group

conpréN; hdogen, CFakflsandQEFor several of the ring

atons is/are optionally individually and independently

substituted with a substituent, whereby if

substwhesétgdanytofR*sRYRCiahd Riitis dssdened anghyi of olaifis 1L S.

hetero atomis S, each S is optionally substituted

with 0, 1 or 2 oxygen atons. 9. The conpound accordi ng

t j 1048, preferably claim8, wherein
5fﬂwﬁﬁnﬁéMgP%g%#@@?&géwgg?bd fromthe group conprising

furyl, thienyl, pyrrolyl, pyrazolyl, imdazolyl,

1,2, 3-triazolyl, 1,2,4-triazolyl, oxazolyl,

whereins gy az0l yl, thiazolyl, isothiazolyl, phenyl, pyridyl,
pyri mdinyl, indolyl, indazolyl, benzotriazolyl,
benzooxazol yl, benzoi soxazol yl, benzot hi ophenyl ,

Rs  bisnelected fwoi the, groemeanpriting hydrogén, atkyl.resplhatyydlkyl, halogen, hydroxy,
wher eby gne or sevyeral of,.t ring at is/are .
CBEGnwatkpynaDRERey SRR AR R Py b8t  efipinocarbonyl,
WiihIkyRinfiiGaktbdnyENt | ] bdnypubst { ,the ino,
substituent i syl‘«”s; a%%)gmg&tyﬁe 6- tr:rigﬁéb;ggyeld ri r?glgksyl?arr]bonylammo
t 4ningcagbonyhryene andalisglteid. ri ng systens optionally
contain O, 1 or 2 NNatons. 10. The conpound accordi ng
to claim9, wherein Ar is a radical selected fromthe
group conprising phenyl, pyridyl and thienyl, whereby
one or several of the ring atons is/are optionally

6. Thejcampeped agcriding o Glaigedendent | y

wherein

Rs is selected from the group comprising hydrogen, fluoro, chloro, bromo, cyano, amino,
methylamino, dimethylamino, methoxycarbonyl, aminocarbonyl, methylaminocarbonyl,
dimethylaminocarbonyl, acetylamino, phenyl, benzyl, methyl, ethyl, propyl, fert-butyl,
hydroxy, methoxy, triﬂuoromethyl,vtriﬂuoromethyloxy, difluoromethyloxy, acetyl, and
methylthio.

7. The compound according to any of claim 6,
wherein

Rs is hydrogen, fluoro, chloro, cyano, methylamino, dimethylamino, methylaminocarbonyl,

acetylamino, phenyl, benzyl, methyl, fert-butyl, hydroxy, methoxy, trifluoromethyl.



substituted wth R; whereby R5 is defined as in

clains 5 to 7, preferably claim6 and nore preferably
w@b@i0880#1 11. The conpound accordi ng to cl ai lPQODEP2007/000832

wherein Ar is phenyl, wher&By A and Y are connected to

8. The qﬂﬁxlﬁg)&hae 8€c§§1]lnt§:tﬁ gl?ly(%%ﬁa;rtngfle@lcg BfE egarbg)b cl%yns Q to 7, more preferably
clamﬁ’é'?foe'f &kt dve!nfdrepidte@blylclain¥y &dPy,ef erably claim 11,
wherein Ais a saturated or unsaturated heterocyclic
or honocyclic 3- to 9-nenbered nonaromatic ring of
h formula (VIT1) (VIIl) whereinQand T are each a
whereadi cal and | ndependent |y and i ndividually sel ected
fromthe group conprising C CRa and Ny, M, M, M,
W, Wand WB are each a radical and |ndependently and
Ar  jingitherabsent r presents wherebym t he grooup conpri si ng CRaRb,

and |_-\}g: ngen{\'d‘gfgn egooﬁ < g‘%‘h ar§8%tlcm rcﬁby c?l[ﬂd/eélgéd gi’%_ , 5,6- or

nore préeferab

d@SJrPlgfintngdoﬁlpﬁsﬂlg&mg fUBL rdﬁés‘énﬁd @fyefbﬁinilys @H) eefVined
Inclarm3; p, q,

i ndiA dual I

thg

prd th ] '

rad | that hem cal |l y abl e at r errperat

and I?@ a nonar 2{%&. c systerﬁ and Ais gmect ed to ﬁ),

and Ar via Qand T. 13. The conpound according to
laerggu wherein

individually and independently in any of formulas (III) to (VII), 0, 1, 2, 3 or 4 ring
carbon atoms are hetero atoms which are individually and independently selected

from the group comprising N, O and S;

one or several of the ring atoms is/are optionally individually and independently

substituted with a substituent, whereby if substituted, the substituent is Rs; and

if a or the hetero atom is S, each S is optionally substituted with 0, 1 or 2 oxygen

atoms.
9. The compound according to any of claims 1 to 8, preferably claim 8§,
wherein
Ar is a radical selected from the group comprising furyl, thienyl, pyrrolyl, pyrazolyl,
imidazolyl, 1,2,3-triazolyl, 1,2,4-triazolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl,
phenyl, pyridyl, pyrimidinyl, indolyl, indazolyl, benzotriazolyl, benzooxazolyl,

benzoisoxazolyl, benzothiophenyl, benzothiazolyl, benzoisothiazolyl and naphthyl,

whereby one or several of the ring atoms is/are optionally individually and independently

substituted with a substituent, whereby if substituted, the substituent is Rs. and



A is a saturated or unsaturated heterocyclic 3- to
9- nenbered nonaromatic ring of fornmula (IX) containing
wa@toozesst1l one N-atom (1 X) wherein Qis a radi ceAT/BPZNIO7/000832
i ndependently and individuti4ly sel ected fromthe group
conprising C, CRa and N, and Ais connected to Z via Q
and to Ar at the or aring NNatom 14. The conpound
SYRGEHY Mk EM&GhBEred VRS B.6- Sind §)6hRIMeY& Fing ystefis optionally
7-menbered ring conprising ring atons and IS seFegted
f eamtain Bel gr 3dpatoorssi sting of fornulas (X) - (XIV) in
any of fornmulas (X) to (XIV) individually and
i ndependently 0, 1, 2 or 3 ring carbon atons are
10. Theepmpees S¢ordifetordlgigt 9m or noi ety individually and
i ndependently selected fromthe group conprising N, O
and S, SO, S, CO bonds within fornmulas (X) to (XV)
Ry be either single or double bonds, provided that
eéach conbi nation of bonds results in a radical that is
chemcally stable at roomtenperature and is a
nonargmati ¢ system. any of the_ ring atons is .
Ar jisdiredigalaelegted depm theagsovrieqroprsing panyt, pyadyhandthignyly
or 2 Ra as defined in claiml1, preferably claim2 and
even nore preferably claim3; Ais connected to Ar at
t Wherbbybwor several obtha emigeatbrhoisZrey bptisraily individuallyrie! independently
in formul as 1) to (XV); and A.is connected t .
vivkstituied with, %Xsh%s@gygirs %f#sgmn ichIPg Pnig) %@rﬁf%a%&h glaim 6 and
(&ble préfrablyladrpound according to claim 14, wherein
is(a) a 3- or 4-nenbered nitrogen containing ring

sel ected fromthe group consisting of aziridine,

11. Th%zcgrtnlpglln?d g}:rggr u%ge’ttoI cTaim ?O_, one, whereby

where

wherein

Ar is phenyl,

whereby A and Y are connected to Ar in the positions para to each other.

12. The compound according to any of claims 1 to 11, preferably claim 10 or 11, more

preferably claim 11,

wherein
A is a saturated or unsaturated heterocyclic or homocyclic 3- to 9-membered nonaromatic
ring of formula (VIII)
®§Q1HQZ)U(Q3lvr
(M JptM2¥giM3Ts
(VIID)

wherein



ring atons are individually and i ndependently

substituted with 0, 1 or 2 Ra; and Ais connected to
waeooanssgolme or a N-atom (b) a 5-nmenbered nitr OBENEP2007/000832

containing ring selected ftsmthe group consisting of

e 2 BRAS utic BER o e v

im da b.l t R OLf oxazol i di n-2-o0ne,
oxazoll p‘i‘i glgt??fldg%e %t hi azol i di n- 2- one,
th| azolidi n-2-thione, 3H oxazol 2- one,

-di hydr o-i m dazol - 2- one, 3-di hydr o- c[inH‘O -
i M(D’XMZ’(Mi’ P <3.apd 2 aﬁﬁagbﬁ rp@p@\l agdcm@erpen ntly and md1v1dually selected

i m dazg ol dhn €
m dazo%da%&e“@ ﬁpé rg*n%lﬁg CRAREURFL! LADNNANRRECO, S, SO and SO,
2,3-di hydro-[1I, 3, 4] oxadi azol e, i sothi azol i di n-3-one,

i sot hi azol - 3-one, 4, L, hydr H[ I 3].triazol

4,5-di ¥ FWWPWdé%&e‘ST%&Z{“S?%P N dz B1ore prederably ps defined in
-dIOXI reby ring

at ons égfﬁren % ﬁlgcli %}{ Zlﬂ#nlesi r%?%lﬁﬁed&gﬁg%ﬁﬁlﬁlmggbst i tuted

with O, 1 or 2 Ra; Ais connected to Ar at the or a

00 et v reinde pgpﬁirﬁ@eglhtgﬁ@?idﬁal el Bm'd, 1% or 3;

t et rahydro-pyri m di n- one , 3] oxazi nan- 2- one,
[1,3]thiazinan-2-one, ?Jloxam nane- 2-t hi one,
tlumdah\yuhm ther ring dinag- lz:: e cmemg]& perdogblee bonds, provided that each

di i di
b1 por 1 aae i i SRAES S 3 sttt ¢ sbemicaf stable at room

pi per agmperaturt Bh@ Rk ndiaRAAARL systémPafd One,
pi perazin-2, 6-di one, [1,2]thiazinane-1, 1-di oxi de,

[1 2, 6]th|ad|a2|nane 1 1- di oxi de,

L8 I R A 4 Q0 2 L 11 2 nan-3-one

1H- pyrazi n-2-one, nor phol i ne, thionorpholine,
1,4,5,6-tetrahydro-pyrimdine,
5, 6-di hydro- 3H pyri m di n-4-one, |

13'“%%%?@%’%@ ?gﬁgﬁo%lzﬁ A rione wherebyring atons are

ependently substituted with 0, 1
or 2 Ra;, Ais connected to Ar at the or a NNatom or

wherein

A is a saturated or unsaturated heterocyclic 3- to 9-membered nonaromatic ring of formula
(IX) containing at least one N-atom
gQ1>r<QZ)u<Q3 )
( M1)p-(M2HM3/55N
(IX)
wherein
O is a radical and independently and individually selected from the group comprising C,

CR? and N; and
A is connected to Z via ® and to Ar at the or a ring N-atom.

14. The compound according to claim 13,



(d) a 7-nmenbered nitrogen containing ring sel ected
fromthe group consisting of azepane, azepan-2-on,
W@2@passoRy 7- di on, [I, 4] di azepane- 2, 5-di one, PCT/EP2007/000832
[1,4]di azepane- 2, 3-di one, [36, 4] di azepane- 2, 7-di one,
[1, 3] oxazepan-2-one, [I, 3]thiazepan-2-one,
[1,3]diazepan-2-one and ring atons are individually
whereiand i ndependently substituted with 0, 1 or 2 Ra; Ais
connected to Ar at the or a N-atom and whereby any Ra
in(a) to sd) is defined as in claiml to 3,

A pseafhaterbéye lc|3a|tm7znamuemd rrmgmommwm §ng htoims @d is Gelected from the
The conpo cor im15, wherein Ais
s%f“é‘?:f‘gg# g"rsg%a g)éﬁ%fl sing azeti di ne,
pyrrolidine, pyrrol i di n-2-one, imdazolidin-2-one,
oxagolldln 2-one, isoxazolidin 3- one,

4, 55 ro-1Hint 4-Yi hydt o- pyrazol - 3- one,

4, -l H I [ azoI 3] oxazl nan-32- ong, 3
di(per i di ne, pi pgyi di ne- ne, p| per Adi ne [ one,v
pi pi peNazi ne- 2 one? 2i n- 4, 5- d one,

g i di ne, PNDer azi i one,
nDrp azepane, azgepan-2- on%, mheréby rlﬁg atow&
are |n6|V|duaIIy and |ndependent y substituted with

1 or #XRa whereby Riis definelbs in cl &XKHIL to 3(XIV)

wherebgf erably claim2 and nore preferably claim3.17. The
compound according to claim 16, wherein Ais selected
fromthe group conprising azetidine, pyrrolidine,

R}{faﬁxg'&g Hl}lﬁ Q@ to[(IXI%} Wldﬂé&{ amdP Qe Q’Jd@fgtﬁ)bg u’e% ?Pg ring carbon

pl pe wherein ring ONB are
and i naiemne ratke néplyced Uins ti hatdreatomi dh nidiety iadiviiugHy aad mdependently

selected from the group comprising N, O and S, SO, SO,, CO;
bonds within formulas (X) to (XIV) may be either single or double bonds, provided that
each combination of bonds results in a radical that is chemically stable at room

temperature and is a nonaromatic system,

any of the ring atoms is individually and independently substituted with 0, 1 or 2 R as

defined in claim 1, preferably claim 2 and even more preferably claim 3;
A is connected to Ar at the N-atom;
A is connected to Z via ring atom number 3 in formulas (XII) to (XIV); and
A is connected to Z via ring atom number 3 or number 4 in formulas (X) and (XI).
15. The compound according to claim 14,

wherein



defined in claiml1 to 3, preferably claim2 and nore
preferably claim3; and A is connected to Ar at the
WO R09g/0880at om 18. The conpound accordi ng to cl BCHERZ07/000832
wherein Ais piperidine whereby A is connected to Ar
via the,rin and A.is conne d,to Z via the -
@b g % e eC et onbunife T SHEGRA IRt Bt i egnsisting of
Caziidihd, Zizetidif bRd aze%dﬁxﬁz@nb,ewﬁérswcl ic 5- or 6-menbered
ring of formula (XV) whereinp is a radical selected

fromthe group conprising Nand CRa; Dis a radica

£ A S P S T 2 o

2; and Ar and Z are connected to A via the ring atons
nunber 1 and 2 in for or vice versa. 20. The
conpouﬁdsQEEGF@ﬂH@A¥GP@?QFﬁP&gonhhere|n Ais a
het erocyclic 5- or 6-nenbered ring selected fromthe
group conprising 4, 5-di hydro-oxazol e,
(b) a Sratdmberet] futrdgdnychmpaihinigirimgdaleoted from the group consisting of pyrrolidine,

gp)gﬂgidl%g;ogeam ??r?(l)lgcjlg- & hyd%grrél]uﬂgé,%gl ee,[| imidazolidin-2-one,
ﬂlﬁﬁoﬂaiﬁfﬂthlgne’g 4 &a&(ﬂfdi@b}’dilko PY%dz01if-2 @hlgffet hy kthiazolidin-2-one,

1,4,5, 6-tetrahydro-pyrimdine. 21. The conpound
atdawolidmg?,-tlmorany of cl 3threxdzot-3-0p@, wher ei h,3Adihydro-imidazol-2-one,

efined in an [, ai 8 to 11, nor
ST‘@F}%‘P §y§gl ?l‘?“ﬁ’l aim1l a x%’fg “pﬁf“‘er ably as pyrazolidin-3-one,
dﬁilum@qidirﬁ 24Midde, C| ai M5 ihddaz6lidiR-4-6mY, € Pr ef ahdddAblidme-4,5-dione,
inclaims 15 to 18 and 20, even nore preferably as in
c2.3idilydgo-[1,3,4]oxadiazole, isothiazolidin-3-one, isothiazol-3-one,
4,5-dihydro-1H-[1,2,3]triazole, 4,5-dihydro-1H-imidazole,

[1,2,5]thiadiazolidine-1,1-dioxide, isothiazolidine 1,1-dioxide,

whereby
ring atoms are individually and independently substituted with 0, 1 or 2 R?,
A 1is connected to Ar at the or a N-atom;

(c) a 6-membered nitrogen containing ring selected from the group consisting of
tetrahydro-pyrimidin-2-one, [1,3]Joxazinan-2-one, [1,3]thiazinan-2-one,
[1,3]oxazinane-2-thione, tetrahydro-pyrimidine-2-thione, piperidine, piperidine-2-one,
piperidine-2-thione, piperidine-2,6-dione, piperazine, piperazine-2-one,
piperazine-2-thione, piperazin-2,5-dione, piperazin-2,6-dione,
[1,2]thiazinane-1,1-dioxide, [1,2,6]thiadiazinane-1,1-dioxide, tetrahydro-pyridazin-3-one,
[1,2,4]triazinan-3-one, [1,2,5]oxadiazinan-6-one, 3,4-dihydro-1H-pyrazin-2-one,
morpholine, thiomorpholine, 1,4,5,6-tetrahydro-pyrimidine,
5,6-dihydro-3H-pyrimidin-4-one, [1,3,5]triazinane-2,4,6-trione

whereby



wherein Gis RI9-NH whereby RO is a radical selected
fromthe group conprising (d) 5- or 6-nenbered

W@ e@n0gdodl ri ngs and 5- or 7-nmenber ed nonar omat PCT/EP29§T 000832
conprising ring atons wher 88yany of the rings contains
0, 1, 2, 3 or 4 heteroatons whereby the heteroatons
are individually and i ndependently selected fromthe

gr oup WMo ardinMividdallp dndindepéhdantty Subsaai& with Of 1 bhe R?;
ring atons is/are optionally and individually and

i ndependently substituted with one or several

S”bStiAqg%ﬁlﬁgtﬁlﬁgﬁg&ﬁﬂg%rﬁfl“g%h}'%?m is R; (e) 5,5-,

5,6- or ar o , nhonaromatic or conbi ned

aromati c/ nonaromatic bicyclic ring systens conpri sing
ring_atons whereby any of the ring systens contains, O,

1(d) 3 7-mergpergd pittagen &P@ﬁ%‘l%@i’%wﬂg‘fﬁe%%tth? 8EoUp FRNYSting of azepane,

i ndi vi gyal | ' n : t ont1t hay :
A28 B2 PO oS e O s
aflgHdiazapane-@, bdibhenal | y afitl3]oxdiepani2abdey and  [1,3]thiazepan-2-one,

i endent substituted with one or several
sﬂggﬁﬁaﬁ%ﬂté‘,gnm eby the substituent is R5; and (f)

(C=0) - RorRs arelibdNiuA1INERA B@epéx@émgﬁﬁb?ﬁmtéﬁ@l 0RBor2 R%
(C=S)-R°, NRb-Ra, ORa,"CH2-R, (CO-0OR3,
(C=S)-NRb-Ra, SO2-R3 and SO2- NRb- Ra; whereby any RS5 of

to, (c)i i ned [ [ 5to 7, f bl
(O e RS Bhehry Neafhadt St e b 26
and Rc of (a) to (c) is each and i ndependently a

radi cal as defined in claim1, )
whereby any R* in (a) to (d) is defined as in claim 1 to 3, preferably claim 2 and more

preferably claim 3.

16. The compound according to claim 15,
wherein

A is selected from the group comprising
azetidine, pyrrolidine, pyrrolidin-2-one, imidazolidin-2-one, oxazolidin-2-one,
isoxazolidin-3-one, 4,5-dihydro-1H-imidazole, 2,4-dihydro-pyrazol-3-one,
4,5-dihydro-1H-[1,2,3]triazole, [1,3]oxazinan-2-one, piperidine, piperidine-2-one,
piperidine-2,6-dione, piperazine, piperazine-2-one, piperazin-2,5-dione,

1,4,5,6-tetrahydro-pyrimidine, piperazin-2,6-dione, morpholine, azepane, azepan-2-one,

whereby

ring atoms are individually and independently substituted with 0, 1 or 2 R?

whereby

R?is defined as in claim 1 to 3, preferably claim 2 and more preferably claim 3.



to 3, preferably claim2 and nore preferably claim3.
22. The conpound according to claim?2l, whereinR 9 is

W@ 2®71988%er ed aromati c or nonaromati ¢ het er ocyRCT/EPIDTIGN0832

containing 1, 2 or 3 N-atoh® whereby said ring is

substitufed or unsubstjtuted with one or nore Rs as
7. Thag?'inﬁg‘ém#%cgli Y '%"{noiél, preferably in claim6 and

nore preferably in claim7. 23 . The conpound
according t o claim22 , wherein Ris connected to the

whereiqH group of G adj acent to one of said ring N-atoms. 24

A

The conpound according t o claim2 1 , wherein RO is
a 6-nmenbered aronmatic or nonaronmatic heterocyclic ring
cientelected g frdbm 2ther goul- adoaipisingh ezefidingaipdriolidime] Spyrrolidin-2-one,
substituted or unsubstituted with one or nore
slipYexazinanrone; PPSERIng fd iDiREENEORE] y as defined in
claims 5to 7, preferably in claim6 and nore
preferably in claim7. 25. The conpound according to
cwherain24, wherein R is connected to the NH group of G
adj acent to one of sajd ring.N-atops. 26, The conpound a
accor dlgaPBG Tdividualiyand independently  bsh s Wik Uyl or 2 R® as
25, Whegkdirclfind lf‘@d 9,61%reﬁ?zlb‘f'§; El?‘rgréﬁglﬁg‘xﬁd?@ P&rf&%’lg claim 3; and

conprising thiazol-2-ylamnaog, 4,5,6, 7-tetrahydr
1H benzoi m dazol - 2-yl am no,

3a, 4,5, 6,7, 7a- hexahydr p- |.H benzoi m dazol - 2- yl am no,
3Hi nd%l‘g-%’-"yf’céf‘ffﬁdgyg,tﬁ? B‘Pﬁgg?@%ui nol i n- 2-yl am no,
3H pyrrol o[ 2, 3-b] pyri di n-2-yl am no,

18. The compound according to claim 17,

wherein

A

is piperidine,

whereby

A is connected to Ar via the ring N-atom; and

A is connected to Z via the ring atom in position 4.

19. The compound according to claim 12;

wherein

A

is a heterocyclic 5- or 6-membered ring of formula (XV)
Y

(XV)

wherein



3, 4-di hydro-[| , 8] napht hyri di n-2-yl am no,

3H i m dazol - 4-yl am no, pyridin-2-ylam no,

W@007 889 N- 2- yl ami no, | Him dazol - 2-yl am no, PCT/EP2007/000832

4,5-di hydro-1 Hi m dazol - 2160l ami no,

1,4,5, 6-tetrahydro-pyrimdin-2-ylam no,

4, 5, 6, 7-tetrahydro- IH[1 ,3]diazepin-2-ylam no,

| a,
M AR Rt e N na R
4,5,6, 7- tetrahydro 3H azepi n- 2 ylan1no
A éll;- e 1ﬁaﬂgn1; I ZG%Igg(r)n%Hno 1rg|-9u|1gnCI%!‘ szsf{I am no

H pyrim di n- 4- one 2-yl am no,

5-di hydr o-i m dazol - 4- one- 2-yl am no,
xa'zoindﬁaduaﬂmandmdeblexidlsntljzpnhphlz +andi di n- 4- one- 2- ami no,
4, 5-di hydr o-t hi azol - 2-yl am no,

4, 5-di hydr o- oxazol - 2- yI am no and pyrim di n-4-yl am no,

A and PSR EGEI T AL OIS Suf 20 SRR or i vers

substituted with one or nore R as defined in clainms 5
to 7, preferably in claim6 and nore preferably in
claim7. 27. The conpound according to any of clains 1
20. ThE@o&ﬁBuxYU‘&(:@fd'ﬁl Mo ddmPfef erably as defined in any of
cl 8 to 11, nore preferably as in claimll and A
is preferably as defined in any of clainms 12 to 20,
nore preferably as in clainms 15 to 18 and 20, even
fore preferably as in claim18, wherein Gis a radica
sel ected fromthe group conprising (d) 5- or
6- menbered aromatic rings and 5- or 7-nenbered
A nispdetsmenyclhic b @@@nmrh@redgmgseiacmg froro itlee, grohp cetbprising

het
oL eler ot ety & iy GoalitmyRafg ™" 5 dihydro-thiazole
'?MMQ@HHLW&% eCB%ddlﬁywmlﬁ gJoREHNE O MBI6-8ihPeroMH-P 3 ]thiazine,

and S; or several of the ring atons is/are
Rk PSR R Ay I U R Y R e e
substituted with one or several substituents, whereby
t he
21. The compound according to any of claims 1 to 20, wherein Ar is preferably as defined in any

1
1,
yand @

where

of claims 8 to 11, more preferably as in claim 11 and A is preferably as defined in any of

claims 12 to 20, more preferably as in claims 15 to 18 and 20, even more preferably as in

claim 18
wherein
G is Ro-NH
whereby
Ry is a radical selected from the group comprising

(d) 5- or 6-membered aromatic rings and 5- or 7-membered nonaromatic rings

comprising ring atoms whereby



substituent is R; (e) 5,5-, 5 6- or 6,6-nenbered

aromati c, nonaromatic or conbi ned aromati c/ nonaromatic
Whe@yoss0e1 ri ng systens conprising ring atons, REEERY7/000832

any of the ring systens comlains 0, 1, 2, 3 or 4

het er oat ons, whereby the heteroatons are individually

and i ndependently selected fromthe group conprising

N, O and S;anQnf tid rifRhins, 1t PE3 & mset@ﬂoamg WhEBy

optional Iy and individually and |ndepen ent |

substituted w t theheterrateray erealndsumluytaménmd@pe\mmtbbwlected from

the substituent and

( C=NRc) - NRb- Ra, ‘tl?:%’fﬂﬁg)wﬁ?“ @fa%ﬁ@é‘i @—dS) R3,

NRb- Ra, O Ra, CH2-R3, (C=O - ORB (C—S) NRb- R3, SO2- R3

and SO2- NRb- Ra; whereby any R of (a) to (c) is defined

as in clai ARyt SPV?fal 19 dhe:r 6ng y’lt%lllsalsfﬁ% opHemallyr end individually and

f bl t
E’(r:)e Ie; ae a)é hlﬁhéﬁig lg‘ge %’eido(’vnﬁaon ¢ 0 a?eﬂgs dseﬁlgthté%)tls,n\ghereby the

claiml to s%bstnnaftegahl y cI aim2 and nore preferably
claim3. 28 . The conpound according t o claim 27 ,
whereinis a heterocyclic 1, 2, 3 or 4 N-atons

cont ai @ ngs.r i g or of i '335 -éRHbERS eér%ﬁ-nga_ﬁg,o]; B%%ﬁgtg?;g}ﬂp combined

conprising aromati c and nonaromati c

ri ngs andcrdmatythomaranativetiicyclianmohgrsystame campdsiag ringlatoras whereby
conbi ned aromati c/ nonaromatic 5,5-, 5,6- or

6, 6- nenbered ring systens, whereby said rings or ring

systems ar eaMnstihs tihg 'd&ﬁé’m@l’:orﬁ&i%b 1,8t 8¢ Wieler&MA6m® Whereby

nore R5 as defined in clains preferably In
claim6 and eventhﬁrdte@erpatemeraamiqdl\rlduallyamd independently selected from

the group comprising N, O and S; and
one or several of the ring atoms is/are optionally and individually and
independently substituted with one or several substituents, whereby the

substituent is Rs; and

(f) (C=0)-NR"-R? (C=NR®)-NR®-R? (C=NR?-R’, (C=0)-R? (C=S)-R? NR"-R?
O-R?, CH,-R?, (C=0)-0-R?, (C=S)-NR®-R?, SO,-R? and SO,-NR’-R?;

whereby
any Rs of (a) to (c)is defined as in claims 5 to 7, preferably claim 6 and more preferably

claim 7; and

any of R% R®and R° of (a) to (c) is each and independently a radical as defined in claim 1

to 3, preferably claim 2 and more preferably claim 3.
22. The compound according to claim 21,

wherein



7, and Gis connected to Z at a ring atom adj acent to
one of said ring NNatons. 2 9 . The conpound accordi ng

W 2@7088km 2 8 , wherein Gis a radical fromth@r/nguvooossz
conprising l,2,3,4-tetrahyti2o-[ |, 8]naphthyridin -yl

Ry IF"'aF?)}PF F)et g %g){'%rto |118P%’fn gpe{}tF tP)g{erocycle ic nng containing 1, 2 or 3 N-atoms
| H pyrr ol 0[2 3-b] pyridin-6-yl,

l,3,4,6,7, 8-hexahydro- 2H-pyr|mdo[l 2-a] pyri mdin-2-yl
whereby3' 5. 6, 7 8- hexahydr o-i mi dazo[ | , 2- a] pyri m di n-7-yl,

5s,agi, %1:1%15 e S gtﬂ%grog_qn% . o% \&%{ha{in%zoﬁr:nﬁr 'l{] &’ékmed in claims 5 to 7,

4prefegably trﬁ&lmahﬁdndbnﬁ)&-b prefetablo it claib [Fpyr i d| n- 2y|
5,6,7,8-tetrahydro-i mdazo[l, 2-a] pyrimdin-2-yl,
3H i m dazo[ 4, 5- b] pyri di n-5-yl ,
| H pyrazol o[ 3, 4-b] pyri di n-6-yl,
2, 3-di hydro-| Himdazo[l, 2-a]i m dazol -6-yl,

23. Phé-domyodund| &epyrdbdhg[ Rp3chhpyr Rdi, ne- 6-yl ,
2- met hyl am nopyri di n-6-yl, 4-nethyl am not hi azol - 2-yl,
2- met hyl am no- 1H pyrrol - 5-yl,

wherein- M€t hyl am no-| Hi m dazol - 5-yl and
4- et hyl am no-1 Hi m dazol - 2-yl; wherein each radical
IS unsubstituted or substituted with one or nore

bstitue and dividual |y as def.in i n
i fenaseg to R Pl b B adlactl e o B A b Nraiods.
preferably in claim7.30. The conpound according to
clainms 26 or 29, wherein Gis a radical selected from
24. The ¢PRRPURANPFFSrA§ngyEPdFAaZmyPani no,
| H i m dazol - 2-yl am no,
4, 5-di hydro-| Him dazol - 2-yl am no,
wherein, 4, 5, 6-t et rahydr o- pyri m di n- 2-yl am no,
4, 5-di hydr o- 3H pyrrol - 2-yl am no,
3,4,5,6-tetrahydro-pyridin-2-ylam no,

Ry Lk Reneabiiedatdthatic of dhidthatic heterocyclic ring containing 1, 2 or 3 N-atoms,
whereby
said ring is substituted or unsubstituted with one or more substituents Rs each and
independently as defined in claims 5 to 7, preferably in claim 6 and more preferably in
claim 7.

25. The compound according to claim 24,

wherein

Ry is connected to the NH group of G adjacent to one of said ring N-atoms.

26. The compound according to any of claims 22 to 25, preferably

23 or 25,

wherein



l,2,3,4-tetrahydro-[1, 8] napht hyridi ne-7-yl,
5, 6-di hydro-I H pyri m di n- 4-one- 2-yl am no,
wa2®7dsdoydr o- i m dazol - 4- one- 2-yl am no, 2, 3-di hpciF/BP2007/000832
1H pyrrol o[ 2, 3- b] pyri di ne- 3yl ,
2- et hyl am nopyri di n-6-yl, 4-nethyl pyridin-2-yl am no,
5-met hyl pyridi n- 2-yl am no, 4-nethoxypyridi n-2-yl am no,
4isf | gor gdal di Riedtedl 2HoAP aRE  group comprising thiazol-2-ylamino,
2-met hyl am no- 1H-i m dazol -5-yl. 31. The conpound
afhééﬂdtetrghﬁbOlehbmoamd@zolZFylapnm,er ably the

ai.m 27 (c) , rei .
LT Rl Eortioer dRPRRRS R Conpr i 51 g rdoR2-yiamino,
f D amihydid-gainotiAi2rdamidny| , am di no, 3H-gyrélo[2,3-b]pyridin-2-ylamino,
hydr oxycar bonyl am ng, ami nocar bonyl oxy, sulfgnam no,

oyl 8]17@ahﬁhmdlar%ylgaam di Himigazelebylagieg pyridin-2-ylamino,

a

r adi j vid nd

o@%“%@t -g-@dtnﬁligbﬁ o xln}F’gaaQ&% wa?rg C 3125 g}f,f}a gﬁﬁlhﬁ'&fz& 2-ylamino,
cl,aj506-tetraby dio-pytiafidinabllantihai 156, andraﬂiydﬁ) pHe[ﬂ sr]cabiqpm-z ylamino,
claim3. 32 . The conpound according_t

wherddiseoB&- am%% FAER| ected from e Qg @hyro-pyridin-2-ylamino,

cpg‘;&r-, fétr@%}/cﬂpur elﬁ%&gﬂp2 MmiRbOPY! urei do, g benzoimidazol-2-ylamino,

N--cycl opr opyl urei do,
NlH-bmdtzl-;@l ylamurdx; wm@ﬁl,-Z-yRmtmof ISuedibgdivyl H{pyanddm-4-one-2-ylammo,

N - (3, taf ropyl ) ur ei do, .
N 5%%%9%5§Fﬁé¥ﬂ9‘f' T ‘g‘ > N' - phenyl ur ei do, oxazol-2-ylamino,

ngHI'l Qi Phth§RUH-NBndn @b N0( phenyl et hy|43518)h§'m63@nazol 2-ylamino,
The conpound according to any of claims 1°t

V\héfdehydrﬂmml-ﬁﬂdamnmkﬂnﬁ pysinddin-hglaniino,any of cI al rrs 8
tohl nore preferably as in claim1l; Ais preferably
a¥"dEYY ned in any of claims 12 to 20, nore preferably
as in &lcRirfdical s Attached A atkBle afViRI oGP O OF @hEr abl y as
inclaiml18; Gis preferably as de%l ned in any of
claimse 2 1 to 32, nore preferably as in clains 26, 29
and each radical is unsubstituted or substituted with one or more Rs as defined in

claims 5 to 7, preferably in claim 6 and more preferably in claim 7.

27. The compound according to any of claims 1 to 20, wherein Ar is preferably as defined in any

of claims 8 to 11, more preferably as in claim 11 and A is preferably as defined in any of
claims 12 to 20, more preferably as in claims 15 to 18 and 20, even more preferably as in

claim 18,

wherein

G

is a radical selected from the group comprising

(d) 5- or 6-membered aromatic rings and 5- or 7-membered nonaromatic rings

comprising ring atoms, whereby

any of the rings contains 0, 1, 2, 3 or 4 heteroatoms, whereby



3 1, even nore preferably as in clainms 30 and 32,

whereby Z is a direct bond, CH or CO 34. The conpound
w@ewaengiomg to any of clains 1 to 32, wherein APCT/BP2007/000832

preferably as defined in atg of clains 8 to 11, nore

preferably as in,claim1l; Ais ably s defi ned
in any of clai mehg Seiegpasgsns ﬁfi’r’é‘dg'ﬂ@aib’ gpqn entpy selected from

claims 15 to 18 (Ogrodd ,coﬁl\f)ﬁgmgmq)gﬁ@fser ably as in
claim18; Gis preferably as fined in any of claims

2 1to 32, nore preferably as in clainms 26, 29 and 31,
even nore preferab

R2 is a radi®al" sseé'f"é&t 3&*“? rgﬂg taﬁsén 31956%% °8§f2’r‘bﬂ»lfmf?‘#gp‘}ﬁi“dua“y and

phenyl, sulisddgerd@tllypfigititutedNRithr sty Yedverds Wabitithetitsdwhereby the
het er ocycl yl, aryl, "substituted aryl, heteroaryl,

substi t ut ecﬁuh@twrﬁaﬁ‘r%, cycl oal kyl and substi t ut ed
cycl oal kyl whereby Qis attached to R2 at one of the
ring atonms of R. 35 . The conpound according t o

cl ai m@y5,5-whejeei g2 6B-membeliedal aromatie) NbardmiMid or combined
(XVl), wherein 0 or 1 ring carbon atomin faqornula

(XV1) i sasogsdic/nopaomatio béFYﬁll€ FIBg SYstemy pRMpLisingipg gtogys,

are each radicals and individually and i ndependently

sel ected fromthe group conprising hydrogen, hal ogen,

cyano, amgtebysubstituted al kyl, al koxy, subst i tut ed

al koxy, aryl, u stituted aryl, . het

a
subst i t ut et SEPG Systems cpntains 4, ¢ aghé&’f ﬁohqtfrggtgmé, whereby the
ring atom qete%‘ﬁoxﬁ@%@ %dx@ifduﬁl%ﬂ?ﬂ ?rxec{eééﬂaentl;’@elect-ghefrom the group

COTT'pOUI’]d accord Iingt o claim
comprising N, O and S;

one or several of the ring atoms is/are optionally and individually and
independently substituted with one or several substituents, whereby the

substituent is Rs; and

(f) (C=0)-NRP-R? (C=NR°)-NR’-R? (C=NR%-R®, (C=0)-R?, (C=S)-R?, NR"-R?,
O-R? CH,-R?, (C=0)-0-R?, (C=S)-NR"-R? SO,-R* and SO,-NR’-R?;

whereby
any Rs of (a) to (c) is defined as in claims 5 to 7, preferably claim 6 and more

preferably claim 7; and

any of R?, RP®and R° of (a) to (c) is each and independently a radical as defined in

claim 1 to 3, preferably claim 2 and more preferably claim 3.
28. The compound according to claim 27,

wherein



R2 is a radical of formula (XVIl) (XVIl) wherein O or

1 ring carbon atomin formula (XVIl) is substituted by
wa@2rngsegen atom R, R7 and Rg are each radi ced BER2007/000832

i ndi vidual l'y and independenisly sel ected fromthe group

conpr|3| hy en uor o, chl.aro,. bron, I,
G lpeterapgc&ﬂ 1d g or %M 9 omspcﬁ)énmng Bg’lgz‘ifl nng]%ﬁtq&);plected from the
XbmRisthg afnflic 8@ INonAFnieic §Y‘3)PO6 m*hitefod rings and bicyclic
benzyl oxy, trlfluoronethyl 1- oxoet hyl ,
darnmahgllm n@mm@mm well ragl combioedirasomstic/nonaromatic 5,5-, 5,6- or

noc trlfluoronethoxy
t%cﬁﬁ@? ?@?ﬂ%? Sr1oxycar bonyl, nethyl sufonyl,
trifluoronethyl sufonyl, nethylthlo, am nosul f onyl ,

met hyl am nosul f onyl , dinethylaninosulfonyl,
2vhstebol vyl , 2-imidazolyl, 1-inidazolyl and

4, 5-di ; ne 1]
% PR R Al G Eghd Gmore R o
The duefifipd indlains rt@I fmgreferﬁbly i tlaim &, andh&&f inforR préferably in claim
radi cal selected fromthe group conprising phenyl,
2, 4, 6-b@fet hyl phenyl , 2, 6-di net hyl phenyl ,
4- cyanophenyl, 2,4,6-tribronophenyl,
2- br ono- 6- et hyl phenyl, 4-benzyl oxyphenyl,
2- met h§ lipdomngdted B Ztaby ting atoat adjhqeinetoydne of said ring N-atoms.
2-met hyl -6-trifluoronethyl phenyl,
4-f | uoro- 2- et hyl - 6- et hyl phenyl ,
4-chl or o- 2- et hyl - 6- et hyl phenyl ,
4- cyano- 2- et hyl - 6- net hyl phenyl ,
29. TBhercomponndeabgbrdinghyb- 6ladnhyBphenyl ,
4- (1- oxoet hyl ) - 2- et hyl - 6- met hyl phenyl ,
4- di et hyl car banoyl - 2- et hyl - 6- net hyl - phenyl ,
whereth- et hyl car banoyl - 2- et hyl - 6- net hyl - phenyl ,
4- car banoyl - 2- et hyl - 6- et hyl - phenyl ,
4- trifluoronethoxy 2- et hyl - 6- et hyl - phenyl ,

G ( Hed 4 aé'ggfl h %%’Bﬁte E%x:nbﬁélﬁg t tﬂ,&l,.'{ ,P—Q&%&dro-[ 1,8]naphthyridin-2-yl,

uor o-
41- le@feﬁ‘aﬂycﬁo{ﬂﬁ]ﬁabhihphéfmyw-yl 1H-pyrrolo[2,3-b]pyridin-2-yl,
4- cyano h I hen
]g)ll)yrrolo[2g b?pyrl % p Gi‘ 3y 4,6,7,8-hexahydro-2H-pyrimido[1,2-a]pyrimidin-2-yl,

2,3,5,6,7,8-hexahydro-imidazo[1,2-a]pyrimidin-7-yl,
5,6,7,8-tetrahydro-imidazo[1,2-a]pyrimidin-7-yl,
5,6,7,8-tetrahydro-imidazo[ 1,2-a]pyrimidin-2-yl,
4,5,6,7-tetrahydro-3H-imidazo[4,5-b]pyridin-2yl,

5,6,7,8-tetrahydro-imidazo[ 1,2-a]pyrimidin-2-yl, 3H-imidazo[4,5-b]pyridin-5-yl,
1H-pyrazolo[3,4-b]pyridin-6-yl, 2,3-dihydro-1H-imidazo[1,2-a]imidazol-6-yl,
2,3-dihydro-1H-pyrrolo[2,3-b]pyridine-6-yl, 2-methylaminopyridin-6-yl,
4-methylaminothiazol-2-yl, 2-methylamino-1H-pyrrol-5-yl,

2-methylamino-1H-imidazol-5-yl and 4-methylamino-1H-imidazol-2-yl;

wherein
each radical is unsubstituted or substituted with one or more substituents Rs each
and individually as defined in claims 5 to 7, preferably in claim 6 and even more

preferably in claim 7.



4-trifluoronethyl-2,6-di nethyl phenyl, 4-(
1- oxoet hyl ) -2, 6-di net hyl phenyl ,
wd2doriog8dounr onet hoxy- 2, 6- di met hyl phenyl , PCT/EP2007/000832

4- (1H i m dazo-1-yl) -2, 6-di mst hyl phenyl, pyridi ne-3-yl,
2- et hyl - pyri di ne- 3-yl,
2-nmet hyl -4-trifluoronethyl -pyridine-3-yl,

30. Thé cém?bx!iiﬁi dexbrdiyg todldifrs 26%0r 29,
4-chl or o- 2- met hyl - 6- net hyl t hi o- phenyl ,
4-f| uoro- 2- met hyl - 6- net hyl t hi o- phenyl ,

- met hyl - 6- net hyl t hi o- phenyl

-fl uoro-2-(2-propyl) - 6-net hyl phenyl ,
4- cyano- 2- net hyl - 6- et hyl t hi o- phenyl ,
4-trifluoronethyl-2-nethyl-6-nmethylthio-phenyl, )

G 2ASj s@pr 6@?5116- ﬁ@lgﬁyqi phgﬁw _ the group comprising pyridin-2-ylamino,
Aeeh | ~125 (8- pyl ) - 6- met hyl phenyl ., <_4: At . .
21:1—2 i gc{agﬁl %&%ﬁg{@pyr [ di ne- 3-yl 4,5-dihydro-1H-imidazol-2-ylamino,
4},4,15L6Gfekrah}€d1ﬁ-tp:§rpihﬁ&nﬂ-yllﬁhﬁlﬁo, rrr_‘t hyl phenyl5-dihydro-3H-pyrrol-2-ylamino,
4-ni tro-2-efhyl -6-net hyl phenyl, . .
43t S‘FF%RXA!%WBSWHEZF%‘PH‘}I - 6- et hy| pheny}H-benzoimidazol-2-ylamino,
4 th I - - 6--4181t hyl ke v i dimed e .
TP P SRR R, (o PR pyimidin-4-one 2-ylamino,
41, &qtliyaiserithislaydl-42emd-Ryyllanginoet hy RiBrdihydrodl Hapty gl 23 s pyridine-6-yl,
| fonyl - 2- et hyl -.6- et hy] phenyl , . .. . . .
2 SRS Ron - PTSLmidins2rarmipe o h Sopethylpyridin-2-ylamino,
%-Hﬁiﬁb&kﬁfﬂd]ﬁ-@aﬂ%m& -2-ethyl - 64ﬂﬁbr&bkﬁbﬁxﬂ2’Jylamino and
4- di met hyl am nocar bonyl - 2- et hyl - 6- net hyl phenyl ,
R-gethydarainbdidimiazelkdyl 6- met hyl phenyl ,
2- et hyl - 6- et hyl - 4- ( 2- oxazol yl ) phenyl ,
2-et hyl - 6- et hyl - 4- (2-i m dazol yl ) phenyl ,

31. #heriddmpourd hykbearbBenyl -t eehbylim6- mat hykplrenylpreferably the
4;trich|oronethy|-2,6-dinethylphengl,

embodimgrt - of ot bt AY| pRengnd claim 27 (c),
4- et hyl oxycar bonyl - 2, 6- di et hyl phenyl ,
4- met hyl sul f onyl - 2, 6-di net hyl phenyl ,

whereid- t ri f | uor onet hyl sul f onyl - 2, 6- di et hyl phenyl ,
4- am nosul fonyl - 2, 6- di net hyl phenyl ,
4- et hyl am nosul f onyl - 2, 6- di et hyl phenyl ,

G 4s @ fABIchY (Bt PR HM ﬂh@yézrmé) @Qrﬂbffﬁﬁ%‘%mﬁwm, aminocarbonyl, amidino,
4- et hyl am nocar bonyl -2, 6- di net hyT phenyl ,

areidaehydroxyearhonzslapung| anzingcatbonyidonyl, s ino, aminomethyleneamino

4- gm ?ﬁéar bonyl - 2, 6- di met hyl phenyl ,

P | l"lﬁ’yl - 4- (2-oxazol yl) phenyl

2, 6-di met hyl - 4-(2-i m dazol yl ) phenyl and

wherei

whereby
each radical is individually and independently substituted or unsubstituted with
R?, R® and R°® as defined in claim 1 to 3, preferably claim 2 and more preferably

claim 3.
32. The compound according to claim 31,

wherein



4-trifluornethyl carbonyl -2, 6-di met hyl phenyl. 38 . The

conpound according claim34 , whereby R2 is a radical
w@booossoul a (XVII1) wherein 1, 2 or 3 ring at oPGI/EP2007/000832

formula (XVII11) are heterol@dtons sel ected fromthe

roup ¢c risi N. Oand S; R 3, R4 and R _arge eagch .
G PR aREoH Ol Ve B BB Fomiieitisgn nPradidhe ; Ripropylurcido
foghcldvandaeidd, conpr i si ngNhyghlgEepyluR@lopgen, CyanoN'-benzylureido,

al kyl , substituted al kyl, alkoxy, 'substituted al koxy, )
N2, 2unBuaroetheuraidgl | het er oar y1  Nadeh,baBspantafiussopropylureido,

S P aeRar IRARE, P Baf ™o an
canipo(phenyfediyténelaniing. cl aim 38 , wherein Ris a

radi cal selected fromthe group conprising
3, 5-di net hyl i soxazol - 4-yl,

33. Thg:cI sggérﬁgrp ycbgdlrﬁge@ﬁl:&'@Eth %Q&jl _%g;\%vhéi’ef)ﬁl Ar is preferably as defined in any

yFi soxazol
of blaime¢ 8yd 1 B-mbrenytfembiyazsoin-olaiml 11; A is preferably as defined in any of claims

12%(} 2@? %g;ehé'le%%gw)l(y?azls‘? Jé’t Aigiﬁ{;apo@m&%ﬁy@_ fpore preferably as in claim 18;
G % I_pé%f%ag]z?% %kyélgﬂ;ﬁfe&ﬂi%tl)y lr)f gl%llu}%wy.’:ﬁ_ ttg 352',7'(1}?(1% k)fqe)gelzr?bly as in claims 26, 29 and
31,1¢¥epymaug preferally, as in claims 30 and 32,

1- benzyl - 3, 5- di net hyl - 1H pyrazol - 4-yl ,

2, 4-di net hyl t hi ophen-3-yl and

whereBy €t hyl - 5- met hyl i soxazol -4-yl. 40. The conpound
according to claim34, wherein Ris a cycloal kyl
radi cal selected fromthe group conprising cycl ohexyl,

2 SRRy GlaBED el ppenv et byl oyclchexy!
adamant an- 1-yl, 2, 2,6, 6-tetranethyl cycl ohexyl,
34. The compound according to any of claims 1 to 32, wherein Ar is preferably as defined in any
of claims 8 to 11, more preferably as in claim 11; A is preferably as defined in any of claims
12 to 20, more preferably as in claims 15 to 18 and 20, even more preferably as in claim 18;
G is preferably as defined in any of claims 21 to 32, more preferably as in claims 26, 29 and

31, even more preferably as in claims 30 and 32,
whereby
R, is a radical selected from the group comprising phenyl, substituted phenyl, heterocyclyl,
substituted heterocyclyl, aryl, substituted aryl, heteroaryl, substituted heteroaryl,
cycloalkyl and substituted cycloalkyl
whereby Q is attached to R; at one of the ring atoms of R.

35. The compound according to claim 34,

wherein



2,4,6-trimethyl cycl ohexyl, and 2-nethyl cycl ohexyl. 41.
The conmpound according to any of clains 1 to 32,
wob@ressdiAr i s preferably as defined in any ofPCI/EP2U87/@0832

to 11, nore preferably as 168 claim11l; A is preferably
as e n an clainms 12 to 20, nore preferably

R, d§arﬁiﬁaé$ ‘g éSQbS and 20, even nore preferably as
inclaiml8; Gis prefera&ly as defined in any of
clains 2 1 to 32, nore pre ly as in clainms 26, 29
and 31, even nore preferabdﬁfzghln clainms 30 and 32,
wherein R2 is a radical seR fromthe group
conprising H, alkyl, branched al kyl, substituted
branched al kyl , substitutedXxabnkyl, benzyl, substituted
beF arylalkyl substi tut edaryl al kyl ,

garylalkyl substituted het er oaryl al kyl ,
cycl oal kyl al kyl , substituted cycl oal kyl al kyl
heterocycI%IaIk yl and substituted heterocyclylalkyl
viher bBye Rarben ploat iy fapnyladXVd b issubstiteied bhe nitregep atom;

conprising arylal kyl, substituted aryl al kyl, branched
al kyl, substituted br anched al kyl; and R2 i s attached
tRs, RAEnd R abd kydh micﬁtymM&dxvaMIwaimmdepbrﬂemw gélegted from the
t oclaim4l , wherein Ris a substituted alkg .
r adi ca3T0¥R |CORPEFINE, Bydregen, gl}a&&;nc(gwfq s'ﬂ}lﬁbgl substituted alkyl, alkoxy,

% }ns ?Lﬁ?gt!}weﬁeny(%ng M,’ gqﬂgﬁ 1@%({/ Pté@pﬂétfroaryl and substituted heteroaryl;

2- met and- | - phenyl propyl, 1-nethyl butyl, 1-ethyl-
1- et hyl propyl, 1-ethylpropyl, and
| -i sopropyl - 2-net hyl propyl . 43. The conpound accordi ng

R, RAMaed %6 & VIE 2 din trg%t&a ofma%&aw AfoinfulP (Ve abl y as
defined in any of clfaims 8 to 11, nore preferably as

inclaim1l; Ais preferably as defined in any of

ns_12 tq 20 te prefe ably s inclainms 15 to 18
36. ThE' Senoduad ForerRHERLEEL LAY PR ci i i 16l G 1o
preferably as defined in any of clainms 2 1 to 32, nore
preferably as in clains 26, 29 and 31, even nore
whereby ef erably as in claims 30 and 32; R2 is preferably as
defined in any of clains 34 to 42, nore preferably as
in clainms 37, 39, 40 and 42,
R, is a radical of formula (XVII)

wherein
0 or 1 ring carbon atom in formula (XVII) is substituted by a nitrogen atom;

Rs, R7 and Ry are each radicals and individually and independently selected from the
group comprising hydrogen, fluoro, chloro, bromo, methyl, ethyl, propyl,
tert-butyl, phenyl, benzyl, hydroxyl, methoxy, oxo, amino, acetylamino, cyano,
nitro, benzyloxy, trifluoromethyl, 1-oxoethyl, dimethylaminocarbonyl,

methylaminocarbonyl, aminocarbonyl, trifluoromethoxy, trichloromethyl,



37.

wherein Qis selected fromthe group conprising NHCO,
CONH and NHSC2. 44. The conpound accordi ng to any of

wa@b@7/ss0d1 t 0 33, wherein Qis a direct bond; R PGI/AP2007/000832

| act ame radi cal sel ected ft@®dm t he group conpri si ng

azetidin 2 o pyrro ones,. and )
pi per i @f érf"é]Da L&H?/ﬁof ttfiflupromethylsufpayl,  methylthio,
eit hera.lﬁﬁﬁklﬂﬁln §Ub§détﬁﬂﬁrﬁglo‘£ﬁlﬂhyﬁa fﬂﬂgetﬁ?lamﬂ\&%[fsﬁ}yl R5‘2-oxazolyl

and R are individually and | ndependent[y” sel ect ed;

or t ho- 2-imistazelyl, A -ismdarobyland 6, Mlhmmndt-}yl Bad or

6- nenbered ring or spiro-fused with a nonaromatic 5-

or 6-nenbered ring; whereby ring atons of the ortho-
Spiik attddhee to thetmgastifaniulh (XVS) & £ pbdidbry bANR I R A14Rs.

?(gdependently subst |g?ﬁ‘: ed vvlt(h 0) 1, p2, 3 or 4 R%é Ra,

R and Rc are defined as in claiml to 3, preferably

claim2 and nore preferably in claim3; and said

| actanmes are directly bound at their ring NNatomto

That oompouhar a2condiagnubac(hlij. 345 . The conpound

according t o claim44 , wherein Ris a radical

selected fromthe group conprising fornmulas (XIX) to

wheref™X1 V) (XIX) (XX) (XXI) (XXIT) (XXI11) (XXI'V)

R»

erebyany of the formulas (XIX) to (XXI'V) is directly
bound to Catom nunber 2 in fornmula (I1) at the ring

h t f I Xl
sl orrralld?cfalt selected p§8m| ‘the é)r%lrlrg com nsu>1<g phengf(x2>/l),6-tnmethylp henyl,

2,6-dimethylphenyl, 4-cyanophenyl, 2,4,6-tribromophenyl, 2-bromo-6-methylphenyl,

4-benzyloxyphenyl, 2-methylphenyl, 2-ethyl-6-methylphenyl,
2-methyl-6-trifluoromethylphenyl, 4-fluoro-2-ethyl-6-methylphenyl,
4-chloro-2-ethyl-6-methylphenyl, 4-cyano-2-ethyl-6-methylphenyl,
4-trifluoromethyl-2-ethyl-6-methylphenyl, 4-(1-oxoethyl)-2-ethyl-6-methylphenyl,

4-dimethylcarbamoyl-2-ethyl-6-methyl-phenyl,
4-methylcarbamoyl-2-ethyl-6-methyl-phenyl, 4-carbamoyl-2-ethyl-6-methyl-phenyl,
4-trifluoromethoxy-2-ethyl-6-methyl-phenyl,

4-(1H-imidazo-1-yl)-2-ethyl-6-methyl-phenyl, 4-fluoro-2,6-dimethylphenyl,
4-chloro-2,6-dimethylphenyl, 4-cyano-2,6-dimethylphenyl,
4-trifluoromethyl-2,6-dimethylphenyl, 4-(1-oxoethyl)-2,6-dimethylphenyl,
4-trifluoromethoxy-2,6-dimethylphenyl, 4-(1H-imidazo-1-yl)-2,6-dimethylphenyl,
pyridine-3-yl, 2-methyl-pyridine-3-yl, 2-methyl-4-trifluoromethyl-pyridine-3-yl,
2,4-dimethyl-pyridine-3-yl, 4-chloro-2-methyl-6-methylthio-phenyl,
4-fluoro-2-methyl-6-methylthio-phenyl, 2-methyl-6-methylthio-phenyl,
4-fluoro-2-(2-propyl)-6-methylphenyl, 4-cyano-2-methyl-6-methylthio-phenyl,
4-trifluoromethyl-2-methyl-6-methylthio-phenyl, 2-isopropyl-6-methylphenyl,
4-fluoro-2-(2-propyl)-6-methylphenyl, 2-ethyl-4-methyl-pyridine-3-yl,
4-trichloromethyl-2-ethyl-6-methylphenyl, 4-nitro-2-ethyl-6-methylphenyl,

4-methyloxycarbonyl-2-ethyl-6-methylphenyl, 4-methylsulfonyl-2-ethyl-6-methylphenyl,
4-trifluoromethylsulfonyl-2-ethyl-6-methylphenyl,
4-aminosulfonyl-2-ethyl-6-methylphenyl,



38.

t he cycl oal kyl rings spiro-fused to the heterocycles
in any of the fornmulas (XIX) to (XXIV) are optionally

woedonosdoused with an aromatic 5- or 6-nmenber edP@T/BB2007/000832

and any of the fornulas (XI) to (XXIV) is
[ divi ual | nd. [ ndependent sybstituted with 0, 1
&Ngamﬂﬂﬂé}lg’wl'%fg?ﬁ d‘é‘FﬁhﬁL‘%‘ »in claimi,

m-afn%tﬁ;h!mauﬁisaufmﬁzaaﬂ gLl HyRsIRnpr, ef erably in claim
. The conmpound accord| ng t"o claim44 , wherein

Rl mﬂallamm:)wbowk@h% -rethylplenylyr oup conpri si ng

e FRSYEaAY - SHY AR o) fo (%0 1 s
d4 &ﬁﬂdeﬁrb@ﬂj&l@e&?l G=radtAyiphetiiper 2 'ﬁe&?f-@ﬁéh)&{/) -2- Qf(azolyl)phenyl

the ring N-atom of the respective formulas

(¢xhxd-6-regibly I (2-spidezdyDphentl. as (XXV) to (XXIX) is
| DAGREMIEAN g b Y '62@?%%1@# ﬁ;?gbg@f@m@e&ﬁ)@ s dlmethylphenyl,

| fnitoad m&nemprphe@ylsef erably as de@m&@mxywﬂmnmﬁs d&ﬂéthylphenyl
even nore preferabléyas defined in claim?7. 47.

cbmstudligarlo?.ardigethylphsnylg m‘éﬁréﬂwrmet@lsalfpaﬂr%ﬁ1dlmethylphenyl

2L 8 npr i sign % 6.
BRI GRS SRR pertyiphenyl
%ﬁxnﬁthylmﬁlﬂo@nmﬂédmethﬂw@ﬂym is directly bound to
C. at gm nunber I mu at the ring N-atom
a‘halemamm@arborml% é- gqngetLﬁp benyR O R2i, R22, R23 d R 4

dual A
epeﬁ)ae nt f&%'g }élg%]géﬁ?l k&? E’?Igr ouApX%lg{rar)g?ﬁbgP%l 6-dimethylphenyl,
h&él-rdugethyl ${2-ogazv]lyl)phenyl, 2,6-dimethyl-4-(2-imidazolyl)phenyl and

4-trifluormethylcarbonyl-2,6-dimethylphenyl.

The compound according claim 34,

whereby

R,

is a radical of formula (XVIII)

R13

R15_@>

Ria
(XVIII),

wherein

1, 2 or 3 ring atoms in formula (XVIII) are hetero atoms selected from the group

comprising N, O and S;

Ry3, Ri4 and R;s are each radicals and individually and independently selected from the
group comprising hydrogen, halogen, cyano, alkyl, substituted alkyl, alkoxy,
substituted alkoxy, aryl, substituted aryl, heteroaryl, and substituted heteroaryl;

and



39.

d - Ceal kyl, C3-C6cycl oal kyl, substituted
C3- Co6eycl oal kyl, phenyl, substituted phenyl, benzyl,

wW@rw7e8Hodt i t ut ed benzyl. 48. A conpound, pref ePEDER20a7/000832

conmpound according to any &fl the preceding clains
excluding clains 19 and 20, having fornula (XXXV)
wherein Ar is a radical selected fromthe group

CQNPI i i§ afigchel eite ring)in ifeini8a EXV N inABMRIRN drfhot6 RESARIR 4.
fromthe group conpr%?ﬁsi ng a direct bond, NH CO CO NH 8
and NHSO 2; U is a radical and independently and

LG RPRPunY, SCRPENEls SR 2% aen & rati cal and

i ndependently and individually selected fromthe group
conprising CRaRb, CRa, C, O N, NRa, CO S, SO and SO

whereifher eby any of Ra and Ro is as defined in claimi,

R,

40.

preferably as defined in claim2 and nore preferably
as defined inclaim3; p, g, s, t, uand v are an
i int egeradicalie selededt | fyorandhe ngroupd uadmprising e &, Bdiniethyhisoxazol-4-yl,

0, 1 or..3, whereby the resulting ri is a3 to..

S HE AP ORISR riin t he. N helBPBRpI-8 methylisoxazol-4-yl,
caRasi B0 HeayNoxhtbligaymul a (XXXV) may be ei t hes ggdiRgi®xazol-4-yl,
or doubl e bonds, provided that each conbination of

bdmethyl dsub,7 getrahydrotgdzafatantpl, i s cheni cal | y X34-dbhethylfuran-3-yl,

a3 B RTA RIS ny or cat RO D i pEy-TH yrazol--y1,
rc%tﬁi;&z%l-3§eclliﬁ{éft}ﬁﬂ’- 1iH-pyRabb1e4-gI, OUP  COMMY-HhélBylBibpHAE-gNd and

Is selected fromthe group conprising a direct
bbadryl-Gumethdispxarl4nd- CO and Gis a radical as
defined in any of clains 2 1 to 32.

The compound according to claim 34,

wherein

R

is a cycloalkyl radical selected from the group comprising cyclohexyl, cyclopentyl,
1-phenylcyclopentyl, 1-methylcyclohexyl, 1-phenylcyclohexyl,
bicyclo[3.2.1]octane-6-yl, adamantan-1-yl, 2,2,6,6-tetramethylcyclohexyl,
2,4,6-trimethylcyclohexyl, and 2-methylcyclohexyl.

41. The compound according to any of claims 1 to 32, wherein Ar is preferably as defined in any

of claims 8 to 11, more preferably as in claim 11; A is preferably as defined in any of claims
12 to 20, more preferably as in claims 15 to 18 and 20, even more preferably as in claim 18;
G is preferably as defined in any of claims 21 to 32, more preferably as in claims 26, 29 and

31, even more preferably as in claims 30 and 32,

wherein

R,

is a radical selected from the group comprising H, alkyl, branched alkyl, substituted
branched alkyl, substituted alkyl, benzyl, substituted benzyl, arylalkyl, substituted



49. The conpound according to claim48, having fornmul a
(XXXV1)50. The conpound according to claim49, having

WO 200108841 XXXVI 1) (XXXVI'1), wherein is a radi ceCT/EP2007/000832
sel ected fromthe group cot@rising (a) a 3- or

d nitrogen co t Ini,ng rin | ected, fro e .
g;}rgﬁgglg Oﬁgetegﬁrﬁ%ﬂgtl ﬁatHPeﬁ\e%e&q%%yl%ﬁ?ﬁ,ancgcloaikyﬂlf(ﬂ substituted
a@%tdawlhlraylolfaeroepalylal@i AR ERtdA Hel @SR IASRYRI Ni ng
ring selected fromthe group conprising pyrro i di ne,
pyrrolidin-2-one, pyrrolidin-2-thione,
pxﬁ gt di n- 2, 5-di one, i m dazolidin-2-one,

azol i di n- 2-t hi one, oxazoli din-2-one,
OX azoI Ryliig- ]ﬁefdmlﬂ’yl eseldchddafon dhe- Q‘oﬁﬁ ecomprising arylalkyl, substituted
thlazolldln 2-thione, oxazolidine-2-thione,
31 ox ¥Rkl dranched alkyl, sybstigitedibranchsd akylrand
|, 3-di hydro-pyrrol -2-one, isoxazolidin-3-one,
pyrazol i di n-3-one, imdazolidine-2,4-dione,
I m dazidy is ditachéd on @, atiitsiatlkeyt aloiety.ne- 4, 5- di one,
2,3-di hydro-[I| , 3, 4] oxadi azol e, isothiazolidin-3-one,
i sot hi azol -3-one, 4,5-dihydro-I1H[I,2,3]triazole,
4,5-di hydro-1 Him dazole, [1,2,5]thiadiazolidine-
1, 1-di oxi de, and i sothiazolidine-1,1-dioxide; (c) a
42. Bherpbtepedndi acogedingntai alagmridihg sel ected fromthe
group conprising tetrahydro-pyrim di n-2-one,
[1, 3] oxazi nan-2-one, [I, 3]thiazinan-2-one,
whereinl , 3] oxazi nane- 2-t hi one,
t et rahydr o- pyri m di ne- 2-t ni one,
pi peridine, piperidine 2-one, piperidine-2-thione,

R; p1's PE's | 98121%6 r?aﬁl%al Qelgaec?zf'ron L' s az' mprlsmg F’l -dimethylethyl,
e, 1B

|peraz ne- perazi n-

Fl D-gllitﬁéﬂhﬂ}p&gﬁﬁl dl-(hmhylﬁllpﬂdriyldtl@aj mé}ﬂﬁnyl%rdbyﬁl Dxietigyl- 1-phenylpropyl,
1 t hi adi azi nane-

t krmednienty. bﬁhY&‘dzmﬁthzllﬁ%yl 1[ Pthzimm a3d hdsppoopyira; methylpropyl.
[1,2,5] oxadi azi nan- 6- one,

43. The compound according to any of claims 1 to 42, wherein Ar is preferably as defined in any
of claims 8 to 11, more preferably as in claim 11; A is preferably as defined in any of claims
12 to 20, more preferably as in claims 15 to 18 and 20, even more preferably as in claim 18;
G is preferably as defined in any of claims 21 to 32, more preferably as in claims 26, 29 and
31, even more preferably as in claims 30 and 32; R; is preferably as defined in any of claims

34 to 42, more preferably as in claims 37, 39, 40 and 42,
wherein
Q is selected from the group comprising NHCO, CONH and NHSO,.
44. The compound according to any of claims 1 to 33,
wherein

Q is a direct bond;



3, 4-di hydro-| H pyrazi n- 2- one, norpholine,
t hi onor pholine, 1,4,5,6-tetrahydro-pyrim dine,
WG 2@76sdoydr o- 3H pyri m di n- 4-one, and PCT/EP2007/000832
[1,3,5]triazinane-2,4,6-tri®ne; and (d) a 7-nenbered
ni trogen containing ring selected fromthe group
conpri sing azepane, azepan-2-on, azepan-2,7-dion,

R, [k 4 dla@&ﬁﬁanﬁdféaﬁ sdledted [fonft] dieazg@aﬁe c%n?pndingneazendme-z -ones,
[I,4]diazepane-2, 7-dione, [I|, 3] oxazepan-2-one,
[pyrm]ludmea%ep%snamdm@érldlaﬁ@ qnes3] di azepan- 2- one, wher eby
for any of (a) to (d) ring atons are individually and
i ndependent|ly substituted with 0, 1 or 2 substituents
Rehesbley eby Ra is defined as in claim1, preferably
claim?2 and even nore preferably claim3; and Ais
o od dhegadicalsineithefieny| ring at the or a ring NNatom 1

The ecl aim 50 , wherein is
sel ect%eg{l?ﬁ%gstﬁ%gg&g{&;wc%ﬁgl sing a direct bond,
NH- CO and Nb-lﬁm)y R¥arsiR bare ﬁﬂﬂl‘hdmhytahﬂ indepepdannypelesiedgor

tidi di |i di
|afnedla g{%l g {qrrglpharlglrt]lgﬂggnor 6-membered ring or

i soxa hrb%gbd:)wm? noﬁarémgh@ ¥.96:06- Héhib@l‘éﬁ

4,5-di hydro-I1H[I,2,3]triazole, [I 3]oxa2|nan 2-one,
pi peri di ne, plperldlne 2- one, plperldlne 2, 6-di one,
piﬁ§r§2|ne pi per azi ne- 2-one, pi perazin-2,5-dione,

1IVFT80Y5- t et rahydr o- pyri ni di ne, pi perazi n- 2, 6-di one,

nor phaidg SonBZEPie Coreyd (ﬁzs%ﬂ%ffugedoﬁomfﬁm’ rifigd ire individually and
connected to the phenyl ring at the or a ring N-atom

and riindependentlyssubstitwgd withuhilk 3, hontt Riidependent | y

substituted with 0, 1 or 2 substituents Ra; Zis

selected fromthe group conprising a direct bond, CH

and C®? R® and R° are defined as in claim 1 to 3, preferably claim 2 and more

preferably in claim 3; and

said lactames are directly bound at their ring N-atom to C-atom number 2 in
formula (II).

45. The compound according to claim 44,
wherein

R, is a radical selected from the group comprising formulas (XIX) to (XXIV)

£§=0 £>j=o <£o <£
N N o) [£ [£
H ” H u N 0 ” 0

(XIX) (XX) (XXI) (XXI)  (XXIII) (XXIV) |

whereby



52. The conpound according to claimb51, having formula
(XXXVITT) (XXXVIT1). 53. The conpound according to

W@ L@7/8®H21 having forrmula (XXX X) (XXX X). wheP&I/RPHRR7/000832

is a radical selected fromhe groups defined in any

of cl.ai 37, 3 42,. preferable claim 37; and, .

e Torites G dp 8V Bttt g5 (5 Rr AimBe2 i formula
i€l tHe-rérg) 266 Of tHetted gt Gz RkmahaY (RIX)6.(XXIV);

E?HB)-adi hyrdrg\g{JI Him dazolp-%-yl am no, Ik 4,{31,@6(??((% r)ahydro- p

yrimdin-2-ylam no, 4,5-dihydro-3H pyrrol-2-ylan no,

%l_)él bcg/ﬁg)gllkﬁ @?é%%gowéé%d{ﬁgﬂ% Hét@r'&?c%s in any of the formulas (XIX) to

506x100)Hhiyél optichiat p wrthoifdsed-witlDareardmatia 5+ 666-membered ring; and

1, 5-di hydro-i m dazol - 4- one- 2-yl am no,

4- met hyl pyri di n-2-yl am no, 5-nethyl pyridi n-2-yl am no,

4- i di i . . . . .
ITAARE XU (20 Y0 RIKEY is FAvigually and independently substitued with
t0,d @2RM 52 , having fornmula (XL) wherein R2 is a

radi cal selected fromthe groups defined in any of the

claims 37, 39, 40 and 42, preferable claim37; and G

| ¥héebydi cal sel ected fromthe group conprising
l,2,3,4-tetrahydro-[1|, 8] napht hyri di n-2-yl,

|, 2, 3, Risalefindd/aly in-glain8] rapferably cldim@-ahdydven more preferably in claim
| H pyr_;f ol o[ 2, 3-b] pyri di n-2-yl,
| H pyrt

H ol o[ 2, 3-b] pyri di n-6-yl,
46. The compound according to claim 44,
wherein
R, is a radical selected from the group comprising formulas (XXV)~(XXIX)
?&o = C £ % L,
N™ 7O N™ 7O
” H H ” © H
XXV) (XXVI) XXVII) (XXVII) (XXIX)

whereby

any of the formulas (XXV) to (XXIX) is directly bound to C-atom number 2 in formula

(II) at the ring N-atom of the respective formulas (XXV) to (XXIX); and

any of the formulas (XXV) to (XXIX) is independently and individually substituted with

0, 1 or 2 Rs as defined in claims 4, preferably as defined in claim S5, more preferably as

defined in claim 6, and even more preferably as defined in claim 7.
47. The compound according claim 44,



l,3,4,6,7, 8-hexahydro-2H pyrimdo[l, 2-a] pyri m di n-2-yl
, 2,3,5,6,7, 8-hexahydro-i m dazo[l, 2-a] pyri mdin-7-yl,
W®2@7/8884t et r ahydr o-i m dazo[ |, 2-a] pyri m di n- 7-BCT/EP2007/000832

5,6,7,8-tetrahydro-im dazol?s, 2-a] pyrim di n-2-yl,
4,5,6,7-tetrahydro- 3H—|mdazo[4 5- b] pyi di n- 2yl ,

whereig ' 7' g_ tetrahydro-im dazo[ |, 2-a] pyri ni di n- 2- yI
3H i mi dazo[ 4, 5-b] pyri di n- 5- yI
| H pyrazol o 3, 4- b] pyri di n- 6-y| ,

R;  2s3raiealdeloctedifiom thezodup ongrismgifermitlas (¥KX) to (XXXIV)
2, 3-di hydro-I H pyrrol o] 2, 3-b] pyri di ne-6-yl,
2-met hyl am nopyri di n-6-yl, 4-nethyl am not hi azol - 2-yl,

2- metRyy| Ry no- 1H yfrol 5 y 20 Ry Ro3 Ras

2- rreth m o I

4- meth azoI 3\/% £ onppun
accordlhlgto clam 2v\,here n @l Prect bun OR s
a radical selected fromth roups ef| ned i nfany of

the clX¥XM 44 t&EX¥) pr ef( De cK¥XadIs t (XAXIVipor e
preferable 45 and 47; and Gis a radical as defined in
claim 30. 56 . The conpound according t o clai m51,
wherebjaving formula (XLI) (XLI), wherein R2 is a radical as
defined in any of clains 37, 39, 40, 42 and 45 to 47;
and Gis a radical selected fromthe groups defined in

aemy affthé fernmllas (EXRBL(XXXIVIGs directBZboypdead €I-afone nebér? in formula
57. The conpound according to claimb51, having

f@r)r?mh& ring Nyajorp;ygnd

Rys, Ris, Ri7, Ris, Rig, Rag , Ra1, R22, Ry3 and Ry4 are each radicals and are individually
and independently selected from the group comprising hydrogen, halogen,
C1-Cé6alkyl, C3-Cécycloalkyl, substituted C3-Cécycloalkyl, phenyl, substituted
phenyl, benzyl, and substituted benzyl.

48. A compound, preferably a compound according to any of the preceding claims excluding
claims 19 and 20,

having formula (XXXV)
R
Q/ i
/CQFH Q¥ Q)
G—Z—U N—Ar. R3
AN A
(M1)pM2)gtM3)s
o
XXXV)
wherein

Ar is a radical selected from the group comprising phenyl, pyridine and thiophene;

Q is selected from the group comprising a direct bond, NH-CO, CO-NH and
NHSOz;



wherein R2 is a radical as defined in any of clains

37, 39, 40, 42 and 45 to 47; andGis a radical
w@edogossedl from t he groups defined in any of thRCTERI00E000832

26, 29, 30 and 32, preferablée claim30. 58. The

conpound according to claim51, having formula (XLIII)

(XLIll), wherein Ris a radical as defined in any of

clrai meis 34, radftal 4hd 4rdepBidehfiyt 9nd47ihthHJaﬂ5{i Selécté drér@! the group
(0]

sel ected fromthe groups defined in any the cl ains
26, 2%onyuisHgdC. IR gndd¥erabl e clai m 30. 59 . The
conpound according t o claim51 , having fornul a
(XLI'V) (XLIV), wherein Ris a radical selected from

t NI, MI5, MP 2 J €1, ian@ D;iafe €dchiaTadiddl andIndependehdlyaind iddividQally selected
47; and 1s a radical selected fromthe groups defined

in anyfron thherewmicamppising 26R 'R0 GRid 320, ph; ¥R}, #B0e S, SO and SO,
cl ai m 30, 66) The conpound according to claimb51,

havi ng Tormul a (XLV) (XLV), wherein R2 is a radical as
defined in any of clains 37, 39, 40, 42 and 45 to 47;

and Gis a radicgl selected fromthe groups defined in .
any of the aWwaf&s and R°4s as defingddn shaimp preferablye as defined in claim 2

30. 61. A cQaRs, %Hg&%ﬁfﬁﬁgghxa?hﬁﬁﬁgpﬁnd according to

any of the prece exclu

P, g, S, t, u and v are an integer independently and individually selected from 0, 1, 2 or 3,

whereby the resulting ring is a 3- to 7-membered ring;

bonds within the N-heterocycle connected to Ar in formula (XXXV) may be either
single or double bonds, provided that each combination of bonds results in a
radical that is chemically stable at room temperature and is an nonaromatic
system;

R, is aradical as defined in any of claims 34 to 47,

R; is a radical selected from the group comprising OH, OMe and OEt;

4 is selected from the group comprising a direct bond, CH,, CH,-CH; and CO; and

G is a radical as defined in any of claims 21 to 32.

49. The compound according to claim 48,

having formula (XXXVI)



clainms 13 to 18 and 48 to 60, having formula (XLVI)

wherein Qis selected fromthe group conprising a
walreezossoond, NH CO, CO NH and NHSO2; R is a redi/Eri00ze00832

defined in any of clains 3¥/7 39, 40, 42 and 45 to 47;

Is a radical fr t he group conpri sing

4, 5- di hydr o- gjﬂz‘g‘_&?g | - 4, 5-di hydr o-

1H igrdazotle 4 5-di hydr o-t hiNazol e

34d|hydro rr di hyg#0- 4 I Q
, 3] oxazi ne, 5, Hﬂ\ﬁﬁaﬁ@; 3]t hi azi
2 3,4, 5- tetrahydro pyridi ne, and
1-methyl -1, 4,5, 6-tetrahydro-pyrimd ;
connected to the phenyl ring via the i mine Gato
position 2 of the heterocycles represented by A
each and any of the ring mgre i ndi vi dual | 'y and
i ndependent |y substituted wt 1 or 2 Ra, whereby
S def i in.clainms 1 to 3, preferably as
SO’ThagPrlnﬁg'é"d?‘lC% T(Pn% l%{W nore preferably as defined in
claim3; Zis selected fromthe group conprising a
direct bond, CO CH and CH -CH2; and Gis a radical
havingsformulad>XPF %M t he groups defined in clains 2 1 to 32.
62. The conpognd accrding {o claim6l, glaving fornul a
(XLVI 1) (XLVI [ )\Nzwher eNgB : dire@t/bd(%nd, NHCO or

NHSQOZ;
Ra
(XXXVID),
wherein
A is a radical selected from the group comprising

(a) a 3- or 4-membered nitrogen containing ring selected from the group

consisting of aziridine, azetidin and azetidin-2-one;

(b) a 5-membered nitrogen containing ring selected from the group comprising

pyrrolidine, pyrrolidin-2-one, pyrrolidin-2-thione, pyrrolidin-2,5-dione,

imidazolidin-2-one, imidazolidin-2-thione, oxazolidin-2-one,
oxazolidin-2-thione, thiazolidin-2-one, thiazolidin-2-thione,
oxazolidine-2-thione, 3H-oxazol-2-one, 1,3-dihydro-imidazol-2-one,
1,3-dihydro-pyrrol-2-one, isoxazolidin-3-one, pyrazolidin-3-one,
imidazolidine-2,4-dione, imidazolidin-4-one, imidazolidine-4,5-dione,
2,3-dihydro-[1,3,4]oxadiazole, isothiazolidin-3-one, isothiazol-3-one,
4,5-dihydro-1H-[1,2,3]triazole, 4,5-dihydro-1H-imidazole,

[1,2,5]thiadiazolidine-1,1-dioxide, and isothiazolidine-1,1-dioxide;

(c) a 6-membered nitrogen containing ring selected from the group comprising
tetrahydro-pyrimidin-2-one,  [1,3]Joxazinan-2-one,  [1,3]thiazinan-2-one,

[1,3]oxazinane-2-thione, tetrahydro-pyrimidine-2-thione, piperidine,



Zis selected fromthe group conprising a direct bond,
COand CH; and Gis a radical selected fromthe

w@e@apssodef i ned in any of the clains 26, 29, 3BCHREP2082(00832
preferabl e claim30.63. The78conpound according to
claim6l,.having, fornul a VII XLVIII rein Q . .
is a di r SHIEHISEO Fl(lﬁﬂ% is PARS é‘femg%fcﬁ?ﬂﬁ piperazine,
t he groumqfeﬁ{mw-%ﬁg, a di re? eﬁ@nﬁ,z fdmnd CH ;| mpstagin-2,5-dione,
is a radical selected fromthe groups defined in any
of the clpiierayipd,6-digne,30 and 32, preferabl d12]thiagingge-1,1-dioxide,
64. A co I onpound accor,d] to_an
of the pmc%agpag Igalgérrg}bleélg lﬁ%i ng cl ai ns 9 't {r firg pyyidazin-3-one,
48 to 63]1 ng\]unagmﬁmrﬂﬂea (XLVl X) (XLVI X), V\Ihﬁr};ﬁ]’(bx@dlhﬁnan 6-one,
any integer of 0, 1, ; leadlrect bond, NHCO
or  NHSQR; @lhvérOaIera@mQﬁedef. nednpmphghige,of c| ajthmorpholine,
37, 39, Ri
fromt hqu’r’%’égem dﬁg#rﬁafdéj, (]V[:S grqg@%)tcglkapﬁ?gﬁ ?gn gone’ and
radi cal $bBSitriaginhieaRyidigiopepands defi ned in any of the
clains 26, 29, 30 and 32, preferable claim30. 65 .
The conpound accordingt o any o f clains 1t o 64 ,

sel eCt(@Sj ffﬁﬁm Fedgxru% et Qﬁhﬁidﬁnﬁ?% sel@&g@cﬂlﬂﬁj thekroup comprising

3-(4-(4-((pyr! m no) met I peridin-
1-yl) phenydpand,- ( 2 azf;;ﬁm -2-on,ret hyé¢paer adialy) pr fpdldoizepane-2,5-dione,
acid co

3- (4- (4W{ff§f‘ﬁ¥§’ﬂ%ﬂ%? 14in5: 2L 14ddinrrpparse Ay ioRs: peklh Hpxagepan-2-one,

- yI') pheny{ }jtRrazepan-2-one, and [1,3]diazepan-2-one,
whereby for any of (a) to (d)

ring atoms are individually and independently substituted with 0, 1 or 2
substituents R* whereby R* is defined as in claim 1, preferably claim 2
and even more preferably claim 3; and
A is connected to the phenyl ring at the or a ring N-atom

51. The compound according to claim 50,

wherein

Q is selected from the group comprising a direct bond, NH-CO and NHSO,;

A is selected from the group comprising azetidine, pyrrolidin, pyrrolidin-2-one,
imidazolidin-2-one, oxazolidin-2-one, isoxazolidin-3-one,
4,5-dihydro-1H-imidazole, 4,5-dihydro-1H-[1,2,3]triazole, [1,3]oxazinan-2-one,
piperidine, piperidine-2-one, piperidine-2,6-dione, piperazine, piperazine-2-one,

piperazin-2,5-dione, 1,4,5,6-tetrahydro-pyrimidine, piperazin-2,6-dione,

morpholine, azepane and azepan-2-on,



(2,4, 6-trinmethyl benzam do) propanoi ¢ aci d conpound (
11):

W@2{04208841 ( pyri di n- 2-yl am no) net hyl ) azet i di n- 1PgI/EP10eTI§00832
1)-2-(2,4,6- trinmethyl benz&®i do) pr opanoi ¢ acid
conpound (16):
3-(4-{4-[(4-nethyl - pyridin-2-ylam no) net hyl ] - 2- oxo- pyr
roli di\phéryg)}

phenyl)-2-(2, 4, 6-trimethyl -benzoyl am no) propi oni c acid
conpound ( 1@)8 connected to the phenyl ring at the or a ring N-atom and

3-{4-[4-(4,5-D hydro-1H i m dazol - 2-yl car banoyl ) pi peri d
i n-1-yl ] phenyl }-
2- (2- et hyl - Ang htoaisoard -individnh P and eydepondupiiprsapititaied with 0, 1 or 2
acid conpound (20):
3-(4-(4- ((I?ﬂﬁ@@&%@@ﬁiﬁ]dazol 2-yl am no) net hyl ) pi peri d
in-1-yl)phenyl)- 2-(2,4,6-trinethyl benzam do) propanoi c
aci d compound (23):
3Z (4- (i4sélbcted Frofir the graipysdhiprising-adifeet byrd, diHy-aad\3Q;pi pe
ridin-I-yl)phenyl)-
2-(2,4,6-trinmethyl benzam do) propanoi ¢ aci d conpound
(27):
2-[ (1 -nmethyl -cycl ohexanecar bonyl )-am no]-3-[1-(2-5,6,7
52. The 8empourahacdomling to claim 51,
[ 1, 8] napht hyri di n-2-yl -acetyl ) pi peridi n-4-yl]propionic
acid conpound (29):
hagmglfomlpp(mlgbwexanecar boxam do)-3-(1-(3-(5,6,7,8-te
t rahydr o-
napht hyri di n- 2- yI)propanoyI)plperldln 4-yl ) propanoi c
acid conpound (31):
2-(1- nethylcycloheﬁan car oxam do) - 3- (4-(3-((pyridin-2
- ylam no) net hyl ) azeti - phqyyk)propan0|c acid
compound (32):
2-(2, 2- dinethylbutananido) > ridin-2-
ylan1no)nethyl)p|per|d|n 5 )Phenyl)propan0|c acid
conpound (33):
2- (pi colinam do)-3-(4-(4- ((pyr|d|n 2-yl am no) net hyl ) pi
peridin-1yl) phenyl)propanoic acid conpound (34): 2-(lI
53. The cgmpouralzacspiding 1® clading®, an- 2-yl ) - 3- (4- (4- ((pyri di n- 2-
yl am no) net hyl ) pi peri di n-1-yl ) phenyl ) propanoi c
aci dconmpound (35):
hadidgl forRiuly OEXX X exanecar boxan do) - 3
- éf (4- ((pyrldlnﬁZ-
yl am no) net hyl ) - 4, 5- di hydr ooxazol - 2-yl ) phenyl ) pr opano
c acid conmpound (38): R

2
2- (1 -met hyl cycl ohexanegar gﬁffijﬁ%[%§64-(3-((pyridin-2
CORj3

COKXIX).

wherein

R, is a radical selected from the groups defined in any of claims 37, 39, 40 and 42,

preferable claim 37; and

G is a radical selected from the group comprising pyridin-2-ylamino,

1H-imidazol-2-ylamino, 4,5-dihydro-1H-imidazol-2-ylamino,



yl am no) net hyl ) pyrrolidi n- 1-yl)phenyl)propanoic acid
conpound (37):

WQ@2{020880ly | - 2- met hyl but anam do) - 3- (4- (4- (( pyr i BCTER2007/000832
yl am no) net hyl ) pi peri di n- 180yl ) phenyl ) pr opanoi c acid
compou (38): ey . . .
2-(1- oﬂgsﬁs‘;g‘fe}f&%?(‘?rﬂ?l-“m"-“32-‘(/&?!"(‘%2’( ( pyr i Shpdroripypls-ylamino,
?g 23" )ph%%-te@bﬂydééﬁqyﬁh)xpmwlhih&r opanoi ¢ aphefSTRIAHZE]-2-ylamino,

. 2-(2-oxoi ndolin-

1- yl ) - 36{dihydaol Hogyrirdidin-2-ope2nylamjneet hyl ) pi peri di n- 1-

1) phepyl ' i d d (40): o :
2. (5 nt R R o5 SR ol . 2. iy slamine
yl) pi phiethylpyridin2-ylaigidy | ) pr opangiethox§ppridiaPeldino, and

(41): - .
2- ( 2- et-fiypropyrginR3rylsaia@ni do) - 3- (4- (3- ((pyri di n- 2-
yl am no) net hyl ) azeti di n- 1-yl) phenyl) propanoic acid
conpound (42):

54. Phé2compbyhdi aotondimhdore3deldifmndSe(pyridi n-2-yl am no) m
et hyl ) pi peridinl- yl)phenyl) propanoic acid conpound
(43):

: - 4- et hyl pyri di n- 2-yl am no) net hyl ) pi peri di n-|
hav‘"%ﬁf’%‘%éﬁ%) -2-(l oxo- 2-azaspiro[3

. 4] oct an- 2-yl ) pr opaPej cid corrpoqxgd (44):
2- (1- oxo-2-azaspiro [ N{/&
_5] nonan- 2-yl ) - 3- (4- (21 i PHIgZ Y0

yl am no) net hyl ) pi peri di n- Qy“%propanoic acid
conpound (45): 2-(I OR;
;oxo-2-azaspiro[4.4]nonan-23§99-3-(4-(4-((pyridin-2-
whereii| ani no) net hyl ) pi peri di n- 1-yl ) phenyl ) propanoi ¢ acid
conmpound (46):
2- (3, 5-di net hyl i soxazol e- 4-carboxam do) - 3- (4- (4-((pyri
R N- 2-is vl radicaloseteetedyfromi the gtotdips defined Inpdigofl the cixi@n 3i7¢39, 40 and
aci d compound (47):
2- ( 1- rft? Ripterphie slenatTeasd boxani do) - 3
-(4-(4-((pyridin-2- ylam no)nethyl) pi peri di n-
1-yl ) phenyl) propanoi ¢ acid conpound (48):
A3 (3, 3sdi etahyl - fadicadpyr rselecetdn- | - from- 3- (the( 4- (gowpi di ncomprising

2 yl.agn o) et iyl }pLper) € mgi 53] ) pheny! ) pr opanoi ¢
1,2,3,4-tetrahydro-[1,8]naphthyridine-7-yl, 1H-pyrrolo[2,3-b]pyridin-2-yl,
1H-pyrrolo[2,3-b]pyridin-6-yl,
1,3,4,6,7,8-hexahydro-2H-pyrimido[1,2-a]pyrimidin-2-yl,
2,3,5,6,7,8-hexahydro-imidazo[1,2-a]pyrimidin-7-yl,
5,6,7,8-tetrahydro-imidazo[1,2-a]pyrimidin-7-yl,
5,6,7,8-tetrahydro-imidazo[1,2-a]pyrimidin-2-yl,
4,5,6,7-tetrahydro-3H-imidazo[4,5-b]pyidin-2yl,
5,6,7,8-tetrahydro-imidazo[1,2-a]pyrimidin-2-yl, 3H-imidazo[4,5-b]pyridin-5-yl,
1H-pyrazolo[3,4-b]pyridin-6-yl, 2,3-dihydro-1H-imidazo[1,2-a]imidazol-6-yl,
2,3-dihydro-1H-pyrrolo[2,3-b]pyridine-6-yl, 2-methylaminopyridin-6-yl,
4-methylaminothiazol-2-yl, 2-methylamino-1H-pyrrol-5-yl,
2-methylamino-1H-imidazol-5-yl and 4-methylamino-1H-imidazol-2-yl.

55. The compound according to claim 52,



compound (49):

2- (1-net hyl cycl ohexanecar boxam do) - 3- (4- (5-((pyridin-2
WO 2007/088041 PCT/EP2007/000832

yl am no) net hyl ) - 5, 6- di hydr 8814H- 1, 3- oxazi n- 2-yl ) phenyl)

propanoi ¢ acid conmpound (50): 2-(I

- met hyl cycl ohexanecar boxam do) - 3- (4- (2- oxo0-4-((pyridin

wherein2- Yl am no) met hyl ) pyrrolidin- 1-yl)phenyl)propanoic

acid compound (5 1):

2 (4-cyanobenzani do) - 3- (4- (4- ((pyridin- 2-yl am no) et hy
plp yl) phenyl ) propanoi ¢ aci dconpound (52):
{4 ﬁ%kgiggbéngydro-lFLinidazol-z-ylcarbannyl)piperid

iRy | - \i$ b pdekicny bélect@d fro the groups defined in any of the claims 44 to 47,

- met hyl - cycl ohexanecar bonyl ) - api no] propi oni ¢ aci d
Corrpomﬁ%fe(ab?) claims 45 to 47, moré preferable 45 and 47; and

4- I t hyl di n-
0.1 (fafidedrst Buh dfiduyt am no) et by ) of per i e
conmpound (54):

3-(4- (4 4-net h ridin o) net hyl ) pi peri di n-
56. The | SR énﬁ %F? rg%&%lﬁﬁoF} l‘i“m#)propanoic aci d
compound (55): 2-(1-oxo-3 ,4-di hydroi soqui nolin-2( :
-yI)-3-(4-(4-((pyridin-2- yl am no) net hyl ) pi peri di n-
havingifosrhylp (¥R ) pr opanoi ¢ aci d conmpound (56):
2- ( 3- oxo- 3, 4- di hydr oi soqui nol i n-2(
IH) -yl )-3-(4-(4-((pyridin-2- ylam no)nethyl)piperidin-
1-y|)pheny|)propan iZ. _aci d conmpound (57):
2- (2- oxo- 3, 4-di hydr oqyi nol i n- R
1(2H)-yl) - 3- (4- (4- ((pyN @ Q2 -
yl am no) net hyl ) pi peri di 1 phelnyl ) pr opanoi ¢ aci d
conpound (58): COR;
2-(2, 6-di net hyl benzam do) - 3-(4-(4-((pyridin-2-yl am no)
nmet hyl ) pi peri di nl - yI)phenxkiBropanoic aci d conpound
(59): ’
whereid- (4- (4- ((pyri di n-2-yl ani no) net hyl ) - 4, 5- di hydr ooxazol -
2-yl)phenyl)-2- (2,4, 6-trinmethyl benzam do) pr opanoi c
aci d conpound (60):
(2 kRs 47.y].gm
ooy mat Rl 2 TR %ﬂ*fﬂoo'xbﬁé’%"w RN ERORI
aC|d conpound (6 1):

By1') phampyatseiesied o Thd S ANHBYR ) B alries 26, 29, 30 and

aci d 32, preferable claim 30.

57. The compound according to claim 51,

having formula (XLII)

(XLID),

wherein

R, is a radical as defined in any of claims 37, 39, 40, 42 and 45 to 47; and



conpound (62):
2-(2-et hyl - 6-net hyl benzam do) - 3- (4-(3-((pyridi n-2-
W@ k@mossoyhet hyl ) pyrrol i di n- 1-yl) phenyl) pr opaneC YERZ90 000832
conmpound (63): 182
2- (2, 4-di met hyl ni coti nam do) - 3- (4- (4- ((pyridin-2-
yl am no) net hyl ) pi peridi n- 1-yl)phenyl) propanoic acid
qgrrpoqg]q radidal: selected from the groups defined in any of the claims 26, 29, 30 and
3-(4-(4-((4-neth pyr| % Fanlno)nethyl)plperldln-
-yl ) pheapreferable claias-30.
2-azaspi ro[ 3. 5] nonan- 2-yl ) propanoi ¢ aci d conpound
(65):
58. Thacérhpbund doderdixighylabaimi 3li, n- 2- yl ami no) net hyl ) pi peri di n-
1-yl)phenyl)-2-( 1-
0XO0- 2- azaspi r o[ 4. 4] nonan- 2-yl ) pr opanoi ¢ aci d conpound

}mvu@g%?%uh§XI£ azaspiro[ 4.5] decan-2-yl)-3-(4-(4-((pyridin-
2- yl am no) net hyl ) pi peridin- 1-yl)phenyl) propanoic
aci d conpound (67) g
2- (6-o0xo- 7- azasplro&AHéigfcan 7-y1)=3-(4-(4-((pyridin-
2- yl am no) net hyl ) pi pert ‘ji;flilﬁfﬁényl)propan0|c
acid conpound (68):

2- (2-ethyl -4-fl uoro-6-net hyl Benzam 86Rs3- (4- (3-((pyrid
i n-2- yIanino)nethyl)azetiégﬂhnlfyl)phenyl)propanoic
aci dconpound (69): ’

wherei®- ( 5- et hyl - 3- net hyl i soxazol e- 4- car boxam do) - 3- (4- (4- ((
pyridi n-2- yl am no) net hyl) pi peri di n-
1-yl ) phenyl) propanoi ¢ acid conpound (70):

R4 2, 4s diraRédrvb Ub¥iRRNE ARy 3f SRR3RV, 43-dnd 4640 4 Patd
din-2- yl am no) met hyl ) pi p eridin. 1- yl ) phenyl) pr opanoi c
aci d conpound (71)

2(FVI( él rret hl‘XdlC %c&:)éaﬂ] g 8%‘0%% (Ao%me% 1(n 94of(ti1e c[glartng )é%ng 30 and

yI am myipﬁfé}yﬂ)&c&immpypd i di n-1-yl)phenyl) propanoic
acid conpound (72):
3-{1-[2-(6-Ethyl am no-pyridin-2-yl)-acetyl]piperidin-4

59. “Yhele &&ﬁ%u%hé(écgrdﬂﬁgh% Benzpykam no) propi onic acid

conpoun
3-[1-(2-5,6,7,8-Tetrahydro-[|, 8] napht hyri di n- 2-yl - acet

4-yl
h““’mg)zltl %‘E“I&?gﬁl??mst %y? benzoyl am no) pr opi oni ¢ aci d

compound (74):

2-(3, 3-di ethyl -2-0x0 yrrolldln [ -yl)-3-(4-(4-((4-nmethy
| pyridin-2- ylam ng) |per|d|n-
1-yl) phenyl ) propanoi c am

COR3
(XLIV),

wherein

R, is a radical selected from the groups defined in claims 37, 39, 40, 42 and 45 to 47;

and

G is a radical selected from the groups defined in any of the claims 26, 29, 30 and
32, preferable claim 30.



compound (75):
2- (I -nmet hyl cycl ohexanecar boxam do) - 3- (4-(4-((4-nmethylp
W@ edodiosso2t yl ami no) net hyl ) pi peri di n- PCT/EP2007/000832
1-yl) phenyl ) propanoi ¢ aci di®8onpound (76):
2-(4-fluoro-2, 6-di net hyl - benzoyl am no)-3-[1-(2-5,6,7,8
-tetrahydro-
60. Thééoxﬁb&ﬁﬁfﬁcm{dﬁ%@ -cfaitl 512cet yl ) pi peri din-4-yl] propionic
aci d compound
2- (4-cyano- 2- et hyl - 6- et hyl benzam do) - 3- (4- (3- ((pyri di
. N 2- vl amno)net hyl)azetidin- 1-yl)phenyl) propanoic
having fofrguig (RN 4" 767
2- (I - met hyl cycl ohexanecar boxam do) - 3- (4- (4- ((4-oxo-1,4

, 5, 6- tetrahydropyriZq dq- 20 yl am no) net hyl ) pi peri di n-
1-yl) phenyl) propanoi c |aci d conmpound (79):

2-1 (1 -met hyl - cycl ohexaneeh I)(?ﬁbno] 3-{4-[4-(I,
5, 6-tetrahydropyri m din-
2-yl car banoyl ) pi peridin-1-yl I pi onic acid

conpound (80):
3- (4- (4- ((4- met hyl pyri di n- Y hni no) met hyl ) pi peri di n-
whereih- Y! ) phenyl ) -2-( 1- oxo-3, 4-di hydr oi soqui nol i n-2(

1H) -yl ) propanoi ¢ acid conmpound (81) :
3-(4-(4-((4-methyl pyridin-2- ylanino)nethyl)piperidin-
1) p [ o
1%/ _ yllgg?od%a% % fhine¥iR a?i%éfa afhi %,3@ £6/149%hi 4526 47; and
3-(4-(4-((4-methyl pyridin-2-yl am no) net hyl ) pi peri di n-
1-yl) phenyl) 0xo0- 3, 4- dlhydrqu|noI|n-
1¢2H) -1y p)rﬁlgﬁaqqfﬂc@daféqng the) B0H ef('uge\gi) in any of the claims 26, 29, 30 and
2-(

r4p0l i di n-
1-yl )@?F%ﬁ%gﬁ? pa%ﬁl:;rgl n-2- yl am no) met hyl ) pi peri di n-
1- yI)phenyI)propan0|c aci d conpound (84):

et t hyl benzam do) -.3- (4- (4- ridin
61. A ypéﬁv s Yot SEMPGHRL aﬁwylh% %r‘é}y )03 E‘E%QFF&F@“&&I%‘“S excluding
claﬁﬁmwﬁi 4RP4S to 60,
2-(2-nmet hyl - 2- phenylpropanan1do) 3-(4-(4-((pyridin-2-
hayihg formaa@tlhyD) pi peri di n- 1-yl ) phenyl ) propanoi ¢
aci dconmpound (86):
3-(4-(5-((pyridin 2- ylanino)nethyl)-5,6-dihydro-4H4
, 3- oxazi n- 2- R
yI)phenyI) 2- (E\Z’/’tr|-=
compound (87):
2-(2-ethy|-6-nethy|benzag\
i no) net hyl ) -5, 6- di hydro- 2%
, 3-oxazi n- 2-yl ) phenyl ) propanoi c acid

m-nzanid6fbropanoic acid

3 ( (pyJR,di n- 2-yl am

(XLVD),
wherein

Q is selected from the group comprising a direct bond, NH-CO, CO-NH and
NHSOz;

R, is a radical as defined in any of claims 37, 39, 40, 42 and 45 to 47,
A is a radical selected from the group comprising  4,5-dihydro-oxazole,

1-methyl-4,5-dihydro-1H-imidazole, 4,5-dihydro-thiazole,
3,4-dihydro-2H-pyrrole, 5,6-dihydro-4H-[1,3]oxazine,



conmpound (88):
2-(2-et hyl - 6- net hyl benzam do) - 3- (4- (2- oxo-4- ((pyri di n-
wQ@200yl0880ino) net hyl ) pyrrolidin- 1-yl)phenyl) pr operBaprmo7/000832

aci d conpound (89): 2-(2-et¥yl-4-nethyln
cotlna d ridin-2-
S am noPHODIGe F B el iR, 1 )1 pnddvt S reaterriding. and
conpo Uﬂ%eﬁl%@-)l 4,5,6-tetrahydro-pyrimidine;
2- (4-fluorc- 2, 6-di met hyl benzam do) - 3- (4- (4- ((pyridin-2
- yl am no) rret hyI ) pi peridin- 1-yl)phenyl)propanoic acid
conpounﬁ F
2-(2- ey’ %-f1 uor o- 6- met hyl benzam do) - 3

- (4-(4-( ( PYA iigltdimécted to the phenyl ring v1a the imine C-atom in position 2 of the
yl am no) net hyl ) - 4, 5- di hydr ooxazol - 2-yl ) phenyl ) pr opanoi
c aci d conpstasec !PZ)represemed by A; and
2- (2-ethyl -4-fluoro-6-nethyl benzam do)-3 -(4-(3
-((pyridin-2- ylamno)nethyl)pyrrolidin-
1-yl) phenyle)aplli ondnanyg Ttk emgp@tumé 223)rdividually and independently
3-(4-(4-((4- methe/lpyndln %};amno)rnethyl)plperldln-
1- yl ) pheny|spbstitpted with 0, T or 2
0X0- 2- azaspi ro[ 4. 5] decan- 2-yl ) propanoi ¢ aci d conpound
(94):
3-(4-(4- ( (4whaebyy| pyri di n-2-yl am no) net hyl ) pi peri di n-
1y|)pheny|) 2- (67 . . 3 b d in claim 2
oxo- 7- azaspi r o K 5 A dehined {n §iaimphie e PHlrrably Anflsiingd in claim
(95): and more é)referab 8' as deﬁned in claim 3;
2- (1 -oxo-2-azaspiro[ 5. 5] unde 2-yl)-3- (4(4((pyr|d|
n-2- yl am no) net hyl ) pi peridin-1 -yl)phenyl) propanoic

21 i SRR by b armup somBKisine dslicest bands £, £H and CHCHy; and

trahydro I , 8- naphthyridin-2- yI)plperldln-
1- yI)phenyI)propan0|c aci d conmpound (97):
F{ 4- [isacaplienl gelagtad from-hie gretps sefiped incdaims 2310 BRi per i d
in-1-yl]phenyl}-
2-(2,4,6-trinmethyl -benzoyl am no) propi onic acid

62. The eompounill 4c38dding to claim 61,
2- (3, 5-di ethylisoxazol e-4-car boxam do)-3-(4-(4-((pyrid
i n-2- ylam no)nethyl)pi peridin- 1-yl)phenyl) propanoic

d (99): 3-{4-[4-(4,5-D hydro-
havmgil’étrﬂul% fg;g};i 2-yl car banoyl ) pi peridin- 1-yljphenyl} -

2-(2-et hyl - 6-net hyg-« ! am no) propi oni ¢ acid
conpound (100): l
2- (2- et hyl - 6- met hyl benzZafm - ( |Q’83- (5,6,7,8-tetrahy
dro-1, 8-
COR3
(XLVID),
wherein

Q is a direct bond, NHCO or NHSO,;

Z is selected from the group comprising a direct bond, CO and CH;; and

G is a radical selected from the groups defined in any of the claims 26, 29, 30 and
32, preferable claim 30.



napht hyri di n- 2-yl ) pr opanoyl ) pi peri di n-4-yl ) propanoi c
acid conpound (101): 3-(1-(3 -(5 ,6,7,8-tetrahydro-

wa 2®@7nsgolt hyri di n- 2-yl ) propanoyl ) pi peri di n- 4- PCT/EP2007/000832
yl)-2-(2,4,6-trimethyl benz#&#% do) propanoi c aci d

conpound, (102) : .
63. Thgg%p?%d(agcﬁ%%%qﬁ -SRI i 110) et hy! ) pi peri di n-1 -yl ) phen
yl)-2-(2,4,6-
trimet hyl cycl ohexanecar boxam do) propanoi ¢ aci dconpound
having(fmm;yl_a (%/(L\)ill)
2- (4-chl oro- 2- et hyl -p- net hyl benzam do) - 3- (4-(3-((pyrid
i n-2- yl ani no) met h§1) di n- 1-yl)phenyl) propanoic

aci d conpound (104): .Ry
3-(4-(4-((4-methoxypyri 8i n- @ arri91o) met hyl ) pi peri di n-
1-yl) phenyl) - 2- . COR-. .
(1-nethy|cyclohexanecarboxan1do)propan8|c acid
conpound (105): 2-(2-oxo- (XLVHD),
wmmi‘n-dihydrospiro[azetidine-s ,2'-indene]- 1-yl)-3
-(4-(4-((pyridin- 2-ylam no)net hyl) pi peri di n-
1-yl ) phenyl) propanoi ¢ acid conpound (106):
2-(4-fluoro-2, 6-di_nmet hyl benzam do)-3-(1-(3-(5,6,7,8-te
tQahydf a diregt_.bond, NHCO or NHSO,;
napht hyri di n- 2-yl ) propanoyl ) pi peri di n-4-yl) propanoi c
acid conpound (107):
2Z ( 2- B baléctéd fromahe gfoupaomprrisingrazdisdcabomi) C(Barld CHZ-and6
, 7, 8-tetrahydro- [
1, 8] napht hyri di n- 2-yl -acetyl ) pi peri di n-4-yl ] propionic

id : : ;
391 a- Sy Ananl sRERY fomyie gmupadstiogd ip ey of b s 29,29, 30 and
yl ami @) peefdrgble plapmriOdi n- 1-yl ) phenyl ) propanoic acid
conmpound ( 109):
2- (4-cyano- 2- et hyl - 6- met hyl benzam do) - 3- (4-(4-((pyrid
64. A @oﬁﬁo&’ﬂc@'ﬁré’f@x)aﬁl%x B¥bdpfusd according to any of the preceding claims excluding
- di hydr ooxazol -2-yl ) phenyl ) propanoi ¢ aci d conpound
claimg9 to bl god 48 trfd, 2- et hyl - 6- net hyl benzani do)-3 - (4-(3
-((pyridin-2- ylamno)nethyl)pyrrolidin-
1-yl) phenyl) propanoi c acid conmpound ( 111):
having3fdruldI(v¥BaEet hyl pyri di n- 2-yl ani no) et hyl ) pi peri di n-
1-yl) phenyl)-2-(2- oxo-SOphenyIpyrroIidin-
1-yl) propanoic acid conpgund ( 112):
2-(4-chl or o- 2, 6- di yl agi¥o) - 3-[1-(2-5,6,7, 8
-tetrahydro- |
1, 8] napht hyri di n- 2-yl - acet yI™) pi
acid conpound ( 113):
2-(4-acety|-2-ethy|-6-netﬁ§¥ggﬁ§anido)-3-(4-(3-((pyrid
i whezein

er il@Rs- 4- yl ] propi oni c

e is any integer of 0, 1, 2 or 3;

Q is a direct bond, NHCO or NHSO?2;

R, is a radical as defined in any of claims 37, 39, 40, 42 and 45 to 47,

R3 is a radical selected from the group comprising OH, OMe and OEt; and



yl am no) net hyl ) azeti di n- 1-yl) phenyl ) propanoic acid
conpound ( 114):

WB2(04488041 ( 4- met hyl pyri di n- 2- yl am no) et hyl ) - 2PGRBRIOOT/00832
[idin- 1- 186

y ) phﬁgé %dliilés)zelecte% ttromr{ﬁe g}/oupse a necf:i ﬁ)\) A o&atﬂe cfaidis I2g 29, 30 and

2 (2 ejzhp}ef&ag[gtcmlhka@nzam do) - 3- (4- (4- ((4-net hyl pyri di
n-2- yl am no) net hyl ) - 2- oxopyr tolidin-
1-yl) phenyl) propanoi ¢ acid conpound ( 116):

2= I
oo RUTOR o IR PR Faine ot o
1-yl) phenyl ) propanoi c acid conpound 117):
thylb d 4- (4-((4- et hyl i di
Sele"teﬁ éﬂngh%%?%f?%%i/)gy PFZJZH d|021 1Syl §ph(e$1yl ;rgro)r;a%i“c |

acid conpound ( 118):
2- (4-cyano- 2- et hyl - 6- net hyl - benzoyl am no) - 3-[ | - (2-5, 6,
componin@{J)et r ah y311(©{4—[(pyr1din-2-ylamino)methyl)piperidin- 1-yD)phenyl)-2-(2,4,6-

Himeté&‘?%ﬁ%g%%ﬁh%ﬁ]ﬁ%g -acetyl) pi peri d? n-4-yl ] pr op? oni c
compoi’ﬁrhl@ i@ff)( |45 ’(3 (h g?]'li(/flb-j?m[-rquhmﬁﬁama%laﬂiﬁ@)nmmiﬁéﬂd)iﬁu1 RAJphdny1)-2-
(2,4,6-grirpathyibe g ge)puiparein@cer boxani do) pr opanoi ¢

compa3fa 01 " Py pin ety g i LA bepy e ef 6
mmethymbezmmid@mrepm &) pi peridin- 1-yl)phenyl)propanoic

aci d conpound

compozng Qlﬁét hyl M(%E%Hﬂzmahnbpmdlm@mzlarmme@yk]& -05>-pymolidia-1-

| h
yiip hefpg% %szenwug%’pﬂ%& %’%m ijo Oéllrgé gcclféd compound (122):
compodnd 21-83t hyl - 3{#[4.q4 S-BihyetonVH imidaaol-2lg)catbatfbyl Jpipexidind 1 {yl]phenyl} -
; 2- ylam no)net hyl) pyrrolidin-
2-(2-¢t yﬁﬂﬂﬁ&w%n}%hﬂﬁvsﬁémémamoapremwﬁ #l (123):

compekyh BT L R RO e kA0 S
2-2,4 éﬁnmeﬂxyibmzmﬂldp]ﬁdpanmc amd

compo%ﬁcé,?% 4-((4 @EAP ngg %ré tetrghydrx laiznnap(pthyr}c;j IY )ﬁﬂpp eerr{d?n 1-y1)phenyl)-

henyl

2(249)&9:11%&@%%9&1{1 fpé& dtidftesdd - 2- yl ) propanoi ¢ acid
conmpound (125):73-(4-(4-((4-oxo-I
compound &73- t et r dngtbykcynl@ena@cytbanyla@mm]@[g (3-p &7, 8titetrahydro-

[0 RS ket st s BB REREE Tyt b am do) - 3
compoufid (A% ( ( 4-2XPmethylcyrldhexanecarboxamido)-3-(1-(3-(5,6,7,8-tetrahydro-1,8-
naphthyridin-2-yl)propanoyl)piperidin-4-yl)propanoic acid

compound (31): 2-(1-methylcyclohexanecarboxamido)-3-(4-(3-((pyridin-2-
ylamino)methyl)azetidin-1-yl)phenyl)propanoic acid

compound (32): 2-(2,2-dimethylbutanamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (33): 2-(picolinamido)-3-(4-(4-((pyridin-2-ylamino)methyl)piperidin-1-
yl)phenyl)propanoic acid

compound (34): 2-(1-ox0-2-azaspiro[3.4]octan-2-yl)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid



tetrahydropyri m di n-2-yl am no) nmet hyl ) pi peri di n-
1-yl) phenyl ) propanoi c acid conpound (127):

WQ2@02/0880l1y | - 6- net hyl - benzoyl am no) - 3-{4- [ 4- (| , BCBEB200&000832
rahydropyri m di n- 2-yl car b#foyl ) pi peri di n-

I
R SR R K R LR T

ylmnlm)ﬂibﬂxphﬁﬂy-a}hyaidoﬁafol@ -yIpHERLplopRRSiE il am no) pr opi onl c

aci d conpound

compognd 36)4- ( ( p3(1-eethylcyolehexanscatbongmide)-de@t(pyiridin-Lphen
ylamu%éé%met%xé%%rg?lgdygll hen %p P%%’)?écn?cd%) propanoi ¢ acid

compoudpIynd ( 13-@2 ethyl 2-methylbutanam1do) 3-(4-(4- ((pyrldm-2-
2-(4-chl org-2-ethyl - 6-met hyl benzam do)-3-(4-(4-((pyrid
ylm1qoamgmypp1@ﬁq1¢]1§) lnglt)pll};qny Jpropanoic acid

compol.\%%yﬁf 00X a7 9| 5%5bihABRINS Y5 QRN pSriffH-5ly ARG My piperidin-1-
yl)pheaympreﬁmowm& G- d| et hyl benzam do) - 3- (4 (4- ((pyri din-2 |
compoélg ﬂgo% ns—é oxomd l?rE-I Ej)JI)n3 -(4- (IY (epr))'plgm -y armolgo r;r?eltﬁylja})?}l)gndxn-l-

ethyl 6- met hyl benzam do) - 3- (4- (3- ((pyrid
yl)pheﬁ%l-éf)ﬁﬁioggm&n%) met hyl ) pyi tolidin-

compobng (4(phen y | 3462-opaindbenzamidb ) Sef@p@uiipyridit-2) ylamino)methyl)piperidin-1-
2-eth 4f|uor06 met hyl benzam do) - 3- (1 -(3-(5, 6, 7,
SDPhegiyEDp cad

compo‘%ﬁ_@glilﬁy ridip gé’-'eﬁigl-ﬁfrﬁ&ﬂm)éﬁiaﬁh@@ﬁ H-B-fpyHidiRrapanoi

acl conmpoun

y1Mir®91(ldIhyk)az{e(ldm‘rh‘b’ﬁthly’ﬂ)PmanLCdem no) net hyl ) pi peri di n-

L

1- yl)pl-?en@gprdpl&ﬂgc&cla di hydrospiro [indene-
rrolidin

compoupB e n- 2A-rldopRey oy %ymnq»methyl)plpendm- 1-ylphenyl)-2-(1-

0x0-2- %h&g@m%&é&em%ﬁm%% ggggumngo§ 126% 4- (5-((pyridi
compound {44): 2-(1- oxo-2-azasp1ro[3 5]nonan-2 -yl) -3-(4-(4-((pyridin-2-
ylamir%&xgg%gﬁgxggr;%pd% g Mbp%)?gl%lgf;tll - oxazi n- 2-yl ) phenyl)
compo?m& ‘@455)’ ano- (PBQbﬂz &aﬁ}ﬁfd?l hﬁ%ﬂmgqu @4 ‘t(ﬂy?ndﬁfﬁ@- 4- ((
din-2- ylam no) met'hyl") pyrrol i

ylmnm;)rh#thbnlpbmql;ndpﬁh)ﬂahwybpliogmﬁmdnqd( 138): , o

- (4-cyano-2- - B- nzam do).53-{4: (4 ri i
compoﬂné@@yam n%')@ét%lst?‘ﬁrgoé‘# a?b%%ﬂéﬁé'%&-gégﬁéﬁzq
ylamnﬂ?rhé'th?l)?i?@ﬂcﬂ‘iﬂ 1 ﬂlz‘&ir%ltylgproganmc acid

él4 ch enzam do) - 3- (I - ( 3- 7,8-te
compoupd kA o- | @-(l-methylcyclohexanecarboxamldo)- -(4 (4-( yr1d1n-2-

ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (48): 2-(3,3-diethyl-2-oxopyrrolidin-1-yl)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (49): 2-(1-methylcyclohexanecarboxamido)-3-(4-(5-((pyridin-2-
ylamino)methyl)-5,6-dihydro-4H-1,3-oxazin-2-yl)phenyl)propanoic acid

compound (50): 2-(1-methylcyclohexanecarboxamido)-3-(4-(2-0x0-4-((pyridin-2-
ylamino)methyl)pyrrolidin-1-yl)phenyl)propanoic acid

compound (51): 2-(4-cyanobenzamido)-3-(4-(4-((pyridin-2-ylamino)methyl)piperidin-1-
yl)phenyl)propanoic acid



napht hyri di n- 2-yl ) pr opanoyl ) pi peri di n-4-yl ) propanoi c
acid conpound (140):
WQ2{04/0840kbr 0- 2- et hyl - 6- net hyl - benzoyl ani no) - 3- PCHER2087/@0832
, 7, 8-tetrahydro- 188
compoglgfi gbngﬁ,ggn gﬂﬂﬁ &ﬂ\yc?rgeltl-ylrhﬁagoeiri-dllc I)Bﬁ)e iy yl]phenyl}-
2-[(1-rdeth kanzc@bbiryl)-amies] piopliezadid do 3
K e(: ﬂi?%?i(hgyrl di n- W) yl am Ew)pmst h{iadiﬂ )

compougd (é?dr ooxaét (%(@rmpqhanﬁpr%rwlﬂlmn@)nmhxd)mm@ni oyDphenyl)-2-(1-

°x°15°gildé§)’ %lt)g/rf)pafoécacflrret hyl benzani do) - 3- (4- (4- ((pyridin-2

compoun&' (343 30)( qﬁg%t - @-ethiythyridinl2-ylaniihe)nydthylypipetidin-¢ -ydyphenyl)-2-(2-
npoun

oxomd@h(lzll-}élélaff)pfim%%&l%yl 6- met hyl benzami do) - 3- (4- (3-((pyrid

I I
comp&ggg §553.(3; ngg‘u%g 55%%/4 -3y o olgHinBTin 5t Min)-PH AL B PRAIR2E
ylamixﬁ)xﬁéthgaplbanmwl—ﬂ)ﬂaenyhptdpydlexbandoyI am no) - 3-{4-[ 4- (pyr

compoblp%g?ém c agn (g-oggf}p%gﬁlgd%%%)q{nglm E(YH 31'393 (¥I (}4 ((pyridin-2-

I 3-
s SYEBESGr L  TRpthaEasae on 10)-

compoRng (¥Ar bano3H(3-pkpeid- dnhmdroquyio}lpﬂéﬁﬁ) Y 3¢ @pideltpyridin-2el
. d (146); 2-(2- thyl b do) - 3
ylamind %Et?‘giﬁf"é)% )]hlﬂlig}fﬁ‘??r) Oﬁaﬁolcg& myno;eﬂé?g]yl ?|)0| peri di n-
compolim‘i' 59 heny| 3 o7 gREMEILG1RELENIAETBALL( 3%—2-ylammo)methyl)plperldln-

4-((4- methoxypyrldln 2-yl am no) et hyl ) pi peri din
-yl)plllenyl)))mawp)mg (2,4, 6-trimethyl benzan do) pr opanoi ¢

ci onpou .
compol S0P S0s - 0BY e YA Sy erpaspel Eybpgenyy >
(2,4, 6-tﬁrﬁéthﬂlfb¥ﬂiamnﬁo)§ropan01c acid

napht hyri di n- 2 propanoyl ) pi_peri di n-4 )propano
compoyp¢ 66Q2on‘pou2r&2 Fﬁw -methylbenzamido)-3-(4-(4- ((pyndln- -ylamino)methyl)-4,5-
nzam do) - 3- (4- (4- ((pyri di n- 2-

dlhydrg?)ga%o ?’r?gﬁﬁ'w"“fpﬁg?‘fc Pﬁie 1-yl) phenyl) propanoi c acid
compoamdr(xﬂl)nd ( 1%03-(3-((pyridin-2-ylamino)methyl)pyrrolidin-1-yl)phenyl)-2-(2,4,6-

é et h bp4f|uoro6nethylbenzamdo) 3-(4-(4-((4-net
trimethylpenzam Eﬂy ropanpicatidi o) et hyl ) - 2- oxopyr tol i di n-

h | K 2-
Co D ot s b e e o By 3 4- (4- ((p

ylammpbmdthml)mzrrqlictml ﬂsd)nlmﬁ)nrpmrpm acid n-
compounX (839 henyl % rff g%angtlhylmcotglamldo) 3-(4-(4-((pyridin-2-

ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (64): 3-(4-(4-((4-methylpyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)-2-(1-
ox0-2-azaspiro[3.5]nonan-2-yl)propanoic acid

compound (65): 3-(4-(4-((4-methylpyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)-2-(1-
0Xx0-2-azaspiro[4.4]nonan-2-yl)propanoic acid

compound (66): 2-(1-0x0-2-azaspiro[4.5]decan-2-yl)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (67): 2-(6-0x0-7-azaspiro[4.5]decan-7-yl)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (68): 2-(2-ethyl-4-fluoro-6-methylbenzamido)-3-(4-(3-((pyridin-2-

ylamino)methyl)azetidin-1-yl)phenyl)propanoic acid



conpound ( 152):
2-(2-ethyl-4-fluoro-6-nethyl benzam do) - 3-(4-(4-((4- et
whgioppsdodi n- 2- yl am no) net hyl ) pi peri di n- PCT/EP2007/000832
1-yl) phenyl) propanoi ¢ aci di®onpound (153):
compo%;%g 36%;)1 gte : glhgl i?’ g{hl}%/l_’»:rgétﬂeﬁs%&laioqg IES %Yllo?(%nmrllc?g)i’? (J &4_-&}%§r?dig-2-

ylamm%)xﬁl:ﬂﬂ?])ﬁfbbx\wlhdll gl')?'le&‘llyt)ﬂfb%hﬂd& péiger i di n-4-yl ] propionic

aci dconpou

compozn(l £1%h| or 02'2 ;Atduprthglthiophsnentrarhaxamido B3 {(4-(44myidin-2d

ylammop] Xlgljj lll?e’il?]lnfl)'ylgp léenarl)ﬁroganm&'gﬁlfi 3- oxazi n- 2-yl ) phenyl )
compoﬁmd’ PEN0I ¢ aZi(t-nestiioysich eé(éa’féé)mboxarmdo) 3-(4-(4-((4-methylpyridin-2-

(4-chl oro-2-et.hyl - Ibenzamdo) 3-(4-(2-o0x0-4-(
ylamu\o@lymihml)r% onpyrrahfims Nﬁpmyy)pgqnawp aFid

compelf 31T 5903006 B SRR I 2 <o
methy] ber&oylyihﬁm)pm))mdﬁgdld pi peridin- 1-yl)phenyl) propanoic
compopng §151 oy 0331 Fraiy? Seletabedgild Slopbisidin s} acstyDpiperidin-d-y1)-
2-(2, 46(tf]ir1§e %Q d Hirfine) gréc(ﬂ aC| ei)dnEt hyl ) pi peri di n-

eny ro an conpound (158):
compodnd 2741 hyl - 2~3, BtdwthylGZ-meO}mrfdiﬂitz-ii-ryil)db-x4-ﬁ4-((4-methylpyridin-2-

- (4-(4-((4-0x0- 1,4.5 6- .
ylamiroype ) PR oy B RRSDSToRARYIG Fd hy1 ) pi per i di n-
compo%i?b(l ijghenyl 2 RT-ARANAE ] GHelk S FFRRAMA R of -31(53))4 (g4-methylp)zr|1dm-2-

_ t hyl - 4-fl uoro-6- nmet hyl - benzoyl am n
ylammoam5tml)p1@pnélhyldyl<)pi}qnb’lipmpnno1Qagdldc ar banoyl ) pi peri di n-

compelii (=Y A PLFRURDS S Al P SIRAVRAN PR 35 bt
[1, 8]na}JhYHy)rﬂhﬁB-)ﬁl Jacetyl) pen&hﬁﬂt yl]proplomc acid
|hydrosp|ro I ndene- l{)rrolldl nej

compoynd (T Dpr opa%ﬁ@yw&eewhéduﬁhy ¢RZEMidg): 3{94 €3-(pyriding2-
yiaminp oty AR | xhphenybprapanoie acidy (L i o
compoyhd (78)0) met 2yl -neealetl ¢yl shelkanechgbpkanido) - (@@ A(04-oxed 1405,6-
. conpo.ungwgzwg) . e L
etrahyslrqpyrigyidineZ-ylaming)meghyhpipsridinsd yhipherylpsopapoicacid 4. et h

d 2 I oM glisn-Ta. - -
compafh19 1 5 LAERGFL A SRORRUE k141
pyrimidi#-Delcacbapnbiyl )pipgeidio- 1 -zl]phmyilmgomemhydd) pi peri di n-
compoilé%f '&3032?}%{%&4 ?ﬁé(% etttﬂwp_ygam- R AR ﬁ‘e’&ﬁf’&ﬁ’éﬁ’d" h -ylj:phenyl) 2-(1-

0x0-3 &d‘iﬁ’yd%i@dtﬁm?clﬁtmm-@i)ﬁﬁiﬂ%b@%ﬁam do) -3
yridi n-2-_ ylam no)net hyl ) pi peridin

comp011§1§ 8§ bhenyl ;-glt}-(,%é&dpgthal:nyadm-2-ylammo)methyl)plperldm- -yl)phenyl) 2-(3-
0x0-3,4-dihydroisoquinolin-2(1H)-yl)propanoic acid

compound (82): 3-(4-(4-((4-methylpyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)-2-(2-
0x0-3,4-dihydroquinolin-1(2H)-yl)propanoic acid

compound (83): 2-(2-0x0-3-phenylpyrrolidin-1-yl)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (84): 2-(2-ethyl-6-methylbenzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (85): 2-(2-methyl-2-phenylpropanamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid



conpound (165):
2- (4-chl or o- 2- et hyl - 6- net hyl - benzoyl am no) - 3-

W@ 2007485041 5- di hydro- 1H m dazol - PCT/EP2007/000832
2-yl car bam)yl ) pi peridin- 119l ] phenyl }propionic acid

compo3iq Bt hyi S-G-{(-(PHTI BTGP SN tipedso-4H-1 3-oxazin -
yl)pheny(lffa((é# (d- exﬁéﬁyme&ma@m Sietabigl ) pi peri di n-

enyl ) propanoi ¢ aci d conpound (167):
componms 287et hyl - wfetmyﬁ metbylbcmzauod®n39(4w§d {(pyridiard-lemite)methyl)-5,6-

. - (3: idin-2- t h tidi
ainyarg 4E1-§ et By pndr D Ra e s tobuna ( 168)
compo&n& {sghl or %@@ﬂﬂ%%-rﬁetﬂﬂbbﬁﬂaﬂﬁﬂmﬂ@ oXo-4l((pyridin-2-
w&S 6,7,8-tetrahydro- 1, 8-
ylammémp MDPY@IWQJWI)WWM@mel di n- 4-yl ) propanoi c
compoRfd B850 PO 252 e PHimes s HpRpIoL B miding
ylammomﬂcthﬂf})}slbeﬁdmdn ?Il)éhenyl)pmpﬁﬁk)léfehbw ) pi peri di n-
‘é(ghen I propan0| C acid conpou 3170): .
compoing (et y1 3-54-Gungp 2.6-heihy I SEHIBAP Y44 (pyridin2-
)-5, 6-di hyd 4H
)dmnnflgakggéﬁnghqugﬁl %b?ﬂ%ggéﬁg%gyaéldconpguﬁdr?l7l)
compodnd 9lacet yl 2-22-ethyl-d- fﬁmmﬁhyéthgibzmmdd@)—:&@ (4-((pyridin-2-
- (4-(2- - I I lidi
yiamingle gy tirp R Horhebmostne tadz) O

= tyl -2-
oy O TSR . it

ylaminb)meéthphpyrydlidom-d gd)phﬂnylamopbrmummm nd ( 173):
compoglbéf?figar ban?ﬂl (4? -((4- thhyl?)ypl'gmh%l yla?nequg)n}/ethyrﬂplpgrld3 1n- -yl;phenyl) 2-(1-

1n-2

0X0-2 Xiﬁﬁirm"ﬂaé&h)zpylﬂﬁbbﬁioibémd” ] phenyl } propi oni ¢ acid

compound " (

compopnd £43y ano- 3}(4ré4 Kyt methy pyridipr2-ilan)inedmethnlpiperlin-1-yl)phenyl)-2-(6-

t hyl di
oxo- T R AP orpount (175) -
compoand @ﬁ— di nezinybxétzémﬂaw[s alundeinit-pprzanidd@pyradind- (4-

S ridin-2- Iamno)mathyl)plperldln
ylaming ryptjlzsh@ﬁyll@larloﬂWM JROPIUSAPBUNd (176) :

compo??& €9d) met h OXYf- %%ﬁd&%ﬁ%sgmkmggﬁ 348 rfh ‘I? )6'738 Qe"traﬁf;‘ldro 1,8-

rrdin-2-"y pi peri
naphthyrigtin} piybpipkdiginobzhphenyBpiopan@opadnd (- 177)

compoiméé%?C yano- ; {it[lémlll 5- leEcIro%lelml azol%ogllcarbSmo§'l)pli)grldmxl yl]phenyl}-
2- (246%&@’(&9% iamiflbypropioniaatigo) et hyl ) pi peri di n-

1-yl enI%propanmc aCId__ o
compound (98): (3,5-diethylisoxazole-4-carboxamido)-3-(4-(4-((pyridin-2
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid
compound (99): 3-{4-[4-(4,5-Dihydro-1H-imidazol-2-ylcarbamoyl)piperidin-1-yl]phenyl}-
2-(2-ethyl-6-methyl-benzoylamino)propionic acid
compound (100): 2-(2-ethyl-6-methylbenzamido)-3-(1-(3-(5,6,7,8-tetrahydro-1,8-
naphthyridin-2-yl)propanoyl)piperidin-4-yl)propanoic acid
compound (101): 3-(1-(3-(5,6,7,8-tetrahydro-1,8-naphthyridin-2-yl)propanoyl)piperidin-4-
yl)-2-(2,4,6-trimethylbenzamido)propanoic acid
compound (102): 3-(4-(4-((pyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)-2-(2,4,6-

trimethylcyclohexanecarboxamido)propanoic acid



conpound (178):
2- (4-cyano- 2- et hyl - 6- net hyl - benzoyl am no) - 3-
\VQdeMwm114,5,6-tetrahydropyrinidin- PCT/EP2007/000832
ylcarbanDyI)plperidin-I-yh]phenyI}propionic acid

compcHRABRETE, (ot Xdichlpra-Prethlf et sneamidob & (yridin?-

azZetidin®1 RPNy d
ylamm%')lﬁfl@ym tﬁy“ ??BZ yq)’pa%pé‘?;‘}aﬁ peridi n-4-yl] propionic
1

compozp ﬁlelQ,n-pouM4-(4-§_@a)1ethoxypyr1 in-2-ylamino)methyl)piperidin-1-yl)phenyl)-2-

t h | 3-{4-[4- (4,
e o S e SR P

compolm&U(]ﬂ?re nyl 2-[02-@90-(1?13'Cdlﬁﬁdrds;ﬁﬂi[fﬂw&ﬂeelmﬂdene] 1-y1)-3-(4-(4-((pyridin-
2-(2-ethyl-4-fluoro-6-nethyl benzam do) -
-ylanm(nq)n(emy(l iperginby)phendinsoanoig agif no) met hyl ) pi peri di n-

compo%_ {&?%&?:Pg: ig& ?D?lﬁﬁfﬁg cﬁﬁlt ﬂx ggé}g@]g %?& <(5 ,0,7,8-tetrahydro-1,8-
naphthl}zri(liibi{-51)ﬁro¥>aﬁe)tl);ﬁpseﬁhlyxdn€yl)plolﬁrr101c acid

napht h r|d|n ano eridi n-4-yl anoi
compogeg &l rrpou -@Xl@g Hgoro é/ meBmyEJ benzoylammg)- -[1 (fS 6,7, 8 tetrahydro-

- 3-(4-(4- 4- et
[lﬁlnﬁ»}a‘hﬁ;@.ﬂ*&?—&%@ ptafniEpbbRgrAmC) -5 (4 (4-((4-re
compo;.mgtgb(m)tlenyl 244-oparval, g chmstrl]hylﬂxgnmmdd)dﬁ )I&-gé} ((pyridin-2-

. LT - oro me en am do) -
ylammoe&etmﬁrel@an%flhy%ﬁwapwp 0ig, na%e no) met hyl ) pi peri di n-

- | I
ol S| LSRR g ETREEAIPRLL t (pyign

ylamiryoblanﬁhmk)Eﬂﬁ?ﬂﬁyﬁyqﬂ;pmh%ylbpﬁenyg)pmpmaglf:br opanoi ¢ aci d
2 (2. -4 (o 1H
compaf PR et Ay suftnsrre o) e PR G- pyridin:2-

ylamuﬁbbrﬁ%?[)ﬁf[%lmﬂl e 2)44)ﬁenyl)pro anoic acid

¥ drooxazol - henyl ) propanoi c aci d conmpound (
compoygd’j 11): 3-(4-(4-( 4-methy1pyr1d1n 2-ylam1no)methyl)plperldln- -yl)phenyl)-2-(2-

0x0-3- 5{1{ éfi@ﬁﬂ%ﬂ%@%}o anch)ac 6- di met hyl benzani do) - 3- (4- (4

yl ) pi peridin-|
compouyﬂlmgnyl l)b-(@-pllalbm-ﬁ 6&ghﬂdfyrlﬂbeh I mb b@la&ﬂ:ﬁﬁ)—? [g-r(%é (%7 8(tcztrahydro-
1H-i mi dazol - 2-yl) [ yl benzam do 4-(4 pyr
[1.8Ingrihyndin-giykaestRieeidinydoy esppignis.acid

VBReny! 2 oL apano euRfbdn&h F@H]é OR(4-(3-((pyridin-2-
comp%?%g- e?hyl - 4-1-?( 1I—?l| m tEslgzol - 1?]%‘/3 - 6%@?%% E)e%(%rrlrﬁhgo
ylaminoqmetbSL)@z(epgim-U-wbpﬁenyj/)lpmpanm):rmtdhyI )ypyrrolidin-I

-yl enyl) I C
compotd 4TS LEUERER A e @ e Ry ro ROy DB Gayopyrrolidin-1-
yl)phen)(lﬂd((é (d- ﬁﬁﬁétﬂyme&mh@m &etabidl ) pi peri di n-

g f heny %pro panoi ¢ aci

compound (115): -(2-ethyl-6-methylbenzamido)-3-(4-(4-((4-methylpyridin-2-
ylamino)methyl)-2-oxopyrrolidin-1-yl)phenyl)propanoic acid
compound (116): 2-(2-isopropyl-6-methylbenzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid
compound (117): 2-(2-ethyl-6-methylbenzamido)-3-(4-(4-((4-methylpyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid
compound (118): ©  2-(4-cyano-2-ethyl-6-methyl-benzoylamino)-3-[1-(2-5,6,7,8-tetrahydro-
[1,8]naphthyridin-2-yl-acetyl)piperidin-4-yl]propionic acid
compound (119): 3-(4-(4-((1H-benzo[d]imidazol-2-ylamino)methyl)piperidin-1-yl)phenyl)-

2-(1-methylcyclohexanecarboxamido)propanoic acid



conpound (191):
2-(2, 6-di net hyl - 4- (oxazol - 2-yl ) benzam do) - 3

w0 ¢eb70880¢1( pyri di n- 2- yl am no) met hyl ) pi peri di n-PCT/EP2007/000832
1-yl) phenyl) propan0| c aci di®2onpound (192):

compou{xg?l( | or O%i% etthir)( % fgucgg o e RS IbE A28y 3 (4-(4-((pyridin-2-

ylmdo%éﬁwsﬂb@ﬁmhtmrjpﬁen&r)w@mme)a&at hyl) pi peri di n-
propanoi ¢ ‘acid co o nd é193

compopng 4123 o7 6305 o0y fbmeﬁhyﬁﬂl o IS (aripin24
ylaminpie Ry B RPEC  olngrmhenmpasicocid o

compdhﬁﬂ’pmﬂ}d ( 1242-ethyl-4- ﬂuoro-6-methylbenzam1do) 3-(4- éZ-oxo-4 ((pyridin-2-
(2,6-dinethyl-4-(trifluoronethyl)benzam

Ylammo@me‘a’bll)PXWFq%lrﬂl epyRpropanoiatd | ) pi peri di n-

compolid IAETY| AREMREN S AEbHTORREANIIO IR (pridinyy

ylaminojethyDyipeddin- 2yl)phenyl ) propandib ytid- 4, 5
- di. hyd | - 2-yl I d
compoclg}[gé{Z ! ooxa %4 -(4- ((Xt-r)ngthsl p%'rl)dpnrgr;' ar;r%hg)n?e%lllyl)pegen;?dm- 1-yl)phenyl)-2-(1-

0X0-2- gi%ﬁlﬁ%'fﬁﬁhn&cg;g&@x pr‘?ﬁa%; afd or omet hyl ) benzami do) - 3- (4

rdin yl) pyrrolidin-
compoing ()3Hxenyl )M-ﬂ}é(ﬁmm- héiSh- tmmbyﬂm;iyr(xﬂlﬁl?r)-Q-ylamino)methyl)piperidin-

e T e e L
compo%iflb(f gfmenyl )ﬁf-@ﬂ@ﬂ@hﬁetﬁﬂb@nﬁaﬁﬁ@@u‘ﬁ@ (éll?(a)oxo 1,4,5,6-

net hyl trifl uoronet hoxy)benzam do)

tetrahyd(q;y@’mal(l(npgﬁylaajuno)metly)rlhm)qmi}métyﬂ}plh;ml}mopzmom acid

compo%lh{f '&?2&32%: 23 {}P{g? tﬁ%ltﬁ Ry gbfz? B4-{1,4,5,6-tetrahydro-

pyrimid{rd2 -y ftatHatr fﬁéhﬂﬁf-l-@l]ﬁhé}ryl}&roplomc acid
yl am no) net hyl ) -2 oxog%_rrol [ ) phenyl ) pr opanoi c

I
compoyad Ql?@@npouh-d4([2f§@,)4 5,6-Tetrahydro- pyr1m1<¥m-2 ylcarbamoyl)piperidin-1-

yl]phe@ z?!'sXJnQ%thg Bt aﬂﬁ{.{;g/é g&g@g@l, o) -3- (4- (4-((4- et

compoim&(])Me nyl 3-|Q4-()¢>€(Ip§>rldlnaz}ylﬂinﬁﬁdﬂ)ﬁmﬂi}d)pﬁﬁﬂﬁﬂ)n-l yl)phenyl) 2- (2 2,6,6-
yl - 6- mst hyl. - 4- (mat hyl car banmoyl ) benzam do) - 3- (4

tetrametbnlcmla daprarn xagnl dPTpRRRIE AGH ) pi per i d n
compoﬁn{ kll)menyl 4 em%ggt Cet}ﬁfllédm‘e‘ﬂ’l o n(ié 4-(4- r1d1n 2-

di met y car met enzam

ylammonet(l;tL){%ﬁaghhydmmxz;olﬂ )albphq:oylmabpgno)cpacpérl di n-

compogﬂ{ Q,l)ﬁge?{: %—L%&ﬁ]g’ g%]% %ﬁ?ﬂy@?r{g {aﬁh’&'ﬁg)(ﬁépr)“b?perl d

ylamirofméthyl)pipBigdinl I)-yl)phenyl)propanmc acid
compound (132): 2-(4-chloro-2-ethyl-6-methylbenzamido)-3-(4-(3-((pyridin-2-

ylamino)methyl)pyrrolidin-1-yl)phenyl)propanoic acid

compound (133): 2-(2-ethyl-4-fluoro-6-methylbenzamido)-3-(1-(3-(5,6,7,8-tetrahydro-1,8-
naphthyridin-2-yl)propanoyl)piperidin-4-yl)propanoic acid

compound (134): 3-(4-(4-((4-methylpyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)-2-(2-
oxo-1',3'-dihydrospiro[azetidine-3,2'-indene]-1-yl)propanoic acid

compound (135): 2-(2'-0x0-1,3-dihydrospiro[indene-2,3'-pyrrolidine]-1'-yl)-3-(4-(4-
((pyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (136): 2-(4-cyano-2-ethyl-6-methylbenzamido)-3-(4-(5-((pyridin-2-
ylamino)methyl)-5,6-dihydro-4H-1,3-oxazin-2-yl)phenyl)propanoic acid



2-(2-ethyl -4-fl uoro-6-nethyl benzam do) propanoi ¢ acid
conpound (204): N- (I -carboxy-2- {4-[4-(pyridin-2-y
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yarmlﬁg nw thyrid |nY)£ y%ﬁ:e ylo)lc?cpl)erldl n- 43/‘1pro pi oni c
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compound (150): 2-(2-ethyl-4-fluoro-6-methylbenzamido)-3-(4-(4-((4-methylpyridin-2-
ylamino)methyl)-2-oxopyrrolidin-1-yl)phenyl)propanoic acid

compound (151): 2-(4-fluoro-2-isopropy!-6-methylbenzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (152): 2-(2-ethyl-4-fluoro-6-methylbenzamido)-3-(4-(4-((4-methylpyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (153): 2-(4-acetyl-2-ethyl-6-methyl-benzoylamino)-3-[1-(2-5,6,7,8-tetrahydro-
[1,8]naphthyridin-2-yl-acetyl)piperidin-4-yl]propionic acid



yl am no) net hyl ) pi peri di n- 1-yl)phenyl) propanoi c acid
conpound (217): 2-[2-ethyl-4-(
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ytamigsyiehy i ES -3 SR Shropansls 45 P
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ylamm(oorpythyapmelzdmyll #hphesy hpropgnoipaeidr i di n-
| . -
compale (1757 7Y LRETRERRD iyt SR ARINIB I RO g pyridin-2-
ylammoOxﬂetGlﬂ!})fnﬁ)Bﬁdmdll-yll-)ﬂxenyl)pmpﬁﬁx)lﬁahby| ) pl perl di n-
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compognd $1 oy | - &R - Hcre-6r P DBIOSHREIR) bihrfchitcrp: 466
R kﬁr@“%%eﬂaf‘m%ﬁﬂdﬂa PP RIS A deny

compopnd PEYSRi C aZ-I(Zi-ethylediuuﬂo-@aﬁ&hyl benzoylamino)-3-{4-[4-(1,4,5,6-tetrahydro-
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6-net hy| - 4-
pynmlﬁ{nzgafca%mqy mmepé}%li W[‘%‘WJ%?W@?IHW yrrolidin:
compolmbf ?6;)2:?5: 3 zg;lyhyl XA Zam l%plpe(rldl l-yl)phenyl) 2-(2"-
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1- I h I i i d : . 1
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y1mn1no§xﬁe&§r)£z(eﬁufﬂ-ﬂwnph&wwp?dpaﬁ&):raeidhyl ) pi per i din-

henyl %rpr opanoi ¢ aci d corﬁound 226)
compogng S1Q0% (4 Byt elbolb A RTbPRAMi O Hx byt metbripytdin-2-

h
ylammfr}rfliﬂlébhy?)?o f‘%) inA-¥hphsnybp §ﬂp)m%‘c ﬁ%lfihyl benzoyl ani no]
compolilhd) pl 63ni C @K@(Qmpbmﬁo[cﬂ&? Hazol- 2-ylam1no)methyl)plperldm-1 yl)phenyl)
acetyl - 2- et hyl - 6- met hyl benzam do) - 3- (4- (4- ((4-
2- (2'etHMkWh)d¥WZ2ml‘§ﬂ)arﬁPﬁ‘§)‘%?léyI ) pi peri din-

compo%n% El)@i?enyl i@% 92@%02 gﬂgf-F%&ﬁ%@%ﬁﬁ%ﬁg &4 g xg%t;‘lylgylzidin-}
ylamlrio)r@&hQBplﬁgr'idl_ﬂ- 1-ylgplreafih)piropanoic acid

compo; %‘Eg ygq%ght h?%lgg h@lbzézél\gglpyrlo met?Xll ?)gnz% almqulorﬁ 3- {X [A QE g%ahydro-lH
umdaz%t {z%m{a&lbaﬁﬁoy'i)ps’;bé%dﬂ{ Py fhbAy1 A8 ploni-atic ar banoyl ) pi perid
compound (13:5) 2 (2-methy1 -6-(trifluoromethyl)benzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (167): 2-(2-ethyl-6-methyl-4-(trifluoromethyl)benzamido)-3-(4-(3-((pyridin-2-
ylamino)methyl)azetidin-1-yl)phenyl)propanoic acid

compound (168): 2-(4-chloro-2-ethyl-6-methylbenzamido)-3-(1-(3-(5,6,7,8-tetrahydro-1,8-
naphthyridin-2-yl)propanoyl)piperidin-4-yl)propanoic acid

compound (169): 2-(2-methyl-4-(trifluoromethyl)nicotinamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (170): 2-(4-acetyl-2-ethyl-6-methylbenzamido)-3-(4-(5-((pyridin-2-
ylamino)methyl)-5,6-dihydro-4H-1,3-oxazin-2-yl)phenyl)propanoic acid
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compopnd $17%9: hyI Ieﬂidff)(tttrlﬂﬁmmeﬁwétbhworyr@mm}rgdb-xg $,6,7,8-

tetrahyfgcgl s,g?ééépyrbé‘g?; 10{’%{%9 éh% ﬁgp(%%§ hé/ ly) pi peridin-
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((pyridin: ylamno msthyl)plcgerldln

imidazp Qrﬁww»l}ﬁw%w LpberylepreponihciD _
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ylamm&r%%h%-‘%’j{)&)_pyrr%ﬁm-yyf)ghe?')yl)pro(parrltl)lz: lacl:'ﬁar onmet hyl ) benzam d
compound (184): 2-(4-chloro-2-ethyl-6-methylbenzamido)-3-(4-(4-((4-methylpyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (185): 2-(2-bromo-6-methylbenzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (186): 2-(2-ethyl-4-(1H-imidazol-1-yl)-6-methylbenzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)-4,5-dihydrooxazol-2-yl)phenyl)propanoic acid

compound (187): 2-(4-(1H-imidazol-1-yl)-2,6-dimethylbenzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid
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compophg ({9251 vy 21cRlioss- 51 Sy ety fhengamido)s Ay r Bipshdr 6~
R %ﬁﬁ%wzpeﬂdm PR ez oy o
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compo‘ﬂmé frdaf-4- neidh Gwmﬂlbfﬂnlltrﬁmdr@lﬂbtﬂ?l))lﬁ@fzﬂmldom3P@E04d0(1|5\yndm-2
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ylamlr@)rpzﬂiﬂ)mym@nmeylh;)henal)pmamme:eeldrret hyI ) benzam do)-3-(4
compoilgé |( §45ﬁ' enyl % E M&%%:rgétg Jggmofb%egﬁ);l%n%%nﬁg I3%4 rt4 -((pyridin-2-
ylamuﬁam&hﬁr)om mtﬂwfoo&atdm-ymbmgmpbbm@@wa am do) - 3- (4- (4-

pr|d|n2 no)rret I peri
compoyh§ 9oyt 366 BTRCRE: @vsmhxmm;am@oz A (pyridin-2-
yiaminbSREOROVEI T S AABhe Sy SR I3 T ) Py pert i
compobng ()97¢- net 2y4-bpna2rethy)-proghylbenzaanda)- - 6hb (Adnétho)pyridin-2-
.32 (4-(4-.((... . .
ylammfﬁélﬁ@%%@éﬂlﬁhm lagDRhensDpiopangie #48: hy1 ) pi peri di n-

olin?i' Jggpeny! 2 12-methyl-4- trifluoromethoxy)benzamido)-3-(4-(4- idin-2-
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compound (200): 2-(4-acetyl-2-ethyl-6-methylbenzamido)-3-(4-(4-((4-methylpyridin-2-

ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (201): 2-(2-ethyl-6-methyl-4-(methylcarbamoyl)benzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (202): 2-(4-(dimethylcarbamoyl)-2,6-dimethylbenzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (203): 3-(4-(4-((1H-benzo[d]imidazol-2-ylamino)methyl)piperidin-1-yl)phenyl)-
2-(2-ethyl-4-fluoro-6-methylbenzamido)propanoic acid

compound (204): N-(1-carboxy-2-{4-[4-(pyridin-2-ylaminomethyl)piperidin-1-
yllphenyl}ethyl)-3-ethyl-5-methyl-terephthalamic acid methyl ester
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compofurd [Zy:net h?—l(4'p9ﬁt}’]d2-ﬁt-h2/1 -ptmethplbenzoignjnm) e {4-H-01,4,5:6ytetrahydro-
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compo%n@@m | anzm(ﬁa&ﬁro{( )bbﬁﬂmﬂabmi(u@mp%anﬁz-yl ami no)
pi peridinl-"yl}iphenyl)propionic acid conmpound
ylamu(o)mgtjly )piperidin-1-yl)phenyl)propanoic acid

compong f%l); |u8|r ?12 %2 g qd Iggﬁxx g‘ ﬁ'l)yﬁl%tloggip g?zzﬂmcﬂ)fl 3{(ﬂ (ng(%pyrldtm—}

ylammb)mbﬂlgbpnwlhc)lar lopll)ﬂ{ldngl)pﬁipdndi@ agidund ( 2 64)
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compopné (318):ret h§r|(4ﬁn( mﬁa&%%qu)l]nsthpfamparlﬁm- -yDphenyl)-
d (265) :

2-(t-esjinf 2 BAFEE i B0BLARk o) B ndipgRA|NT (265)

compodd [Z14h:met h3-(4-phlora retli-6ymathy thepzanidy)-B (4 (é+({4dimethoxypyridin-2-

d d (266):
Ylm‘@)ﬁy‘g&ﬁg %‘I‘A‘ro ; gﬁggy‘f‘%clg g? 3((4-%4-[(4-rrethyl-

compd¥d (Fish- 2- 2 (2,6- d1methyl-4 sulfarno l- benzo amino)-3-{4-[4-(pyridin—2-
yl am no) met hy['] pi peri di n- Fd, eny propioni ¢ aci

ylaminooreghol)pipetidaiz) ‘yllthIB’lB)rdpmtcm benzoyl ani no) - 3- (4-
compai i 163) ot Ry TV A B R BRI Y BEFARISO 2 (4 (Pyridin2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (217): 2-[2-ethyl-4-(1H-imidazol-2-yl)-6-methyl-benzoylamino]-3-{4-[4-
(pyridin-2-ylaminomethyl)piperidin-1-yl]phenyl} propionic acid

compound (218): 2-(2-ethyl-4-(1H-imidazol-1-yl)-6-methylbenzamido)-3-(4-(5-((pyridin-2-
ylamino)methyl)-5,6-dihydro-4H-1,3-oxazin-2-yl)phenyl)propanoic acid

compound (219): 2-(2-ethyl-4-(1H-imidazol-1-yl)-6-methylbenzamido)-3-(4-(2-o0x0-4-
((pyridin-2-ylamino)methyl)pyrrolidin-1-yl)phenyl)propanoic acid

compound (220): 2-(2-ethyl-6-methyl-4-(oxazol-2-yl)benzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (221): 2-(2-ethyl-6-methyl-4-(trifluoromethyl)benzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid



conpound (268):

2-(4-fluoro-2, 6-dinethyl -benzoyl am no) - 3- (4-{4-[ (4- net
Who00y088p81 di n- 2- PCT/EP2007/000832

yl am no) net hyl ] pi peri di n-1198l } phenyl ) propi onic acid

compoySRSAAN. [ ¢ 320 SPY-ScPeas i ForRy B rmde) By S gayridin-2-
ylamu)o)x%et(hi}l)% &dlﬂgamehvk oREARDYIFHeAP) PropicihGd aci d

onpound

compown{l £233)- (3 & Hetyl-6ppethit-firiflnororashgdbepynisior-Belitr(2-oxo-4-

(@yriqhs SR et Tpviseicing) D AneRy PSR 2ci d compound

compduﬁa @24)3 (42-(4- acetyl 2-ethyl-6- methylbenzam1do) -3-(4-(4-(5,6,7,8-tetrahydro-1,8-
(3-cycl obut ur ei do) nmet hyl ] pi peri di n-

naphthyn&i}r} %-p{@ﬁ&gepd@ {-yl)phrelyl)propanmc acid

compdyhl [P | 2 A BB i T e ORI F S Cpyricin

2- ylamlﬂe)lrneylh}}l)ﬁ]mm)dhﬂ lgd)phenyl)propanoxc acid
t t I d
comp()(u2¢§’7’26) " m; q (4- (Qené g%'/dr%[n 1m1 agcr)JlI 20-9 cgrb%ﬁlloyl)plperlgln- 1-yl]phenyl}-

2- [2-e§1|y “Aekih ?{ﬁ% Byt GrietRARs SRR RN BpShicUcRi domet hy! ]
compthé @/27)) 2- (2—(4-a6etylr-2-rcﬂtyﬂvﬁl-mbthmlbeyiamiﬂm)e3Mm(dﬂhethax)"pyridin-z-
.66. Th cC d|n t.0 of clains 1 to 65,
ylamuwﬁrgpégﬁp ﬂﬁla yL) %‘Bgc’gyfurt her noiety,
compd%hsf(ﬁsafbl y Q-(Qﬂé’tlﬁf‘l M- (M- ﬁﬂildhfolae}bl%trﬁ&hﬁbeﬁﬁaiﬁlso)gs @u@a (5 6,7,8-
onprising a targeted noiety, & delivery noie

tetrah)db@-é;ﬁ-nmhthmdm - ylb?QPaﬁhﬂ)wpmuﬁewlmmmr@m@ld 0 cI al m
66
compqUid P51 ot o el ar ABrOEia Y igatel Y SRR o Dpipstifia-1-vilphenyl-

2-(2-e G L6 ik thyl-4-8ifRidYorRéthol- Bérfis%l Afio)pfopidifs acide compound
according to claim66 or wherein the detection

compays §230)i s a31(éd§fé1((1%@ﬂ@fg]uphdéx@r%ﬂaylmqi@eﬂw@menéln 1-yl)phenyl)-
2-(4- c@gte?teﬁg,l f6r8g@hg%§?‘mﬁ§{pg“ a{)f radi onucl i de

par ana ray attenuating
compdiiﬂtl €2313l , | PagRHechyl-Bhatthyl- ¢-Qirﬁhracbrhabﬁbbﬁnzhmfd’oa\-r3e(d -(3-(5,6,7,8-

e W o G
compduﬂa?ﬁ% )CONDh Xiefify] Q%%ﬁﬁ&hﬁoﬁﬂfiﬁme&?'l béﬂ%ymﬂﬂ@un% [4-(pyridin-

according to any of clalns 66 wher el n
2-ylarmmxnelyyl)1slpandlaflgE'ﬂldltnyﬁpmpqumdeby t he target ed

compqR LR + neophiar el PPt by bl Ser LB e
methyprﬁHlntMlﬂlﬁé’ﬁm&lﬂ’ﬁpmﬁbg%&ﬁlﬁil091 dﬂhgnyl)propanoxc acid

not her apeuti cs, anti bodi es nucl i d and
compaypd (23hi ¢ p2-(§2-@my§,-4 (1H-imidazol-1-yl)-6-methylbenzamido)-3-(4-(4-((4-

methylpyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (235): 3-(4-(4-((1H-benzo[d]imidazol-2-ylamino)methyl)piperidin-1-yl)phenyl)-
2-(4-acetyl-2-ethyl-6-methylbenzamido)propanoic acid

compound (236): 2-(2,6-dimethyl-4-(2,2,2-trifluoroacetyl)benzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (237): 2-(2-ethyl-6-methyl-4-(trifluoromethyl)benzamido)-3-(4-(4-((4-
methylpyridin-2-ylamino)methyl)-2-oxopyrrolidin-1-yl)phenyl)propanoic acid

compound (238): 2-(2-ethyl-6-methyl-4-(trifluoromethyl)benzamido)-3-(4-(4-((4-
methylpyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid



70. The conpound according to any of clains 66 to 69,
wherein the targeted noiety is selected fromthe group
weomwpssikng anti bodies, |inker nolecul es and | PEUERIMEE000832

Use of a conpound accot¥ing to any of clains 1 to

71.
compefTZIA" horuasuulitaPey R bPS a4 (prridin-

ylamu@meﬂ:lzgpip@ﬁ@ihdl-Slgpli@nyl»)k];ﬂjpmﬂﬁacl‘d’ﬂer ein the int egrl nis

betal integrin conpound accor di

compaugd 43Pt cPAL VL4 HrignidgroL1ln)-femeth Hlberzaenide)-x (4-(4-((4-oxo-

145 SRS RSP 1t - TR GOIERY [k Mo S R0

compcﬁmd @24liyng t D—[@Je&lyltn47(4H indidazil2- yme ma&hylcboneoylamind] - {4x[4-
sease nedi at ed b or involvin ha5betal |ntegr|n
(1,4,5 ﬁéetr@yér%ewuﬁlwa %ﬁrm‘wﬁpmeraﬁ ]Rkﬁ@f ePTRPIoREs acid

compcﬁl'gg S%?zin | ; at§ 2hs %?Jtﬁﬁ(f( e g?l‘i}ﬁoﬂ& ?Hﬂl&ﬁd&?&th?%ﬁ&z&hﬁﬁ?%e@ (4-

hol ogica ogehesis a I seases
((pyridia2eydamimo))methy Bpipendinef-yBphengt)pgppamoiniatid a | i gand,

compalpf S [t 31l mehal- SR iposare R enggidaka- 3 -((horo-

1,4,5 %ﬁaﬂﬁﬁ@ﬁﬂhﬂﬂhﬂ 9-y3dhin8§mé&th erY&kn—tlole;ﬁ)enﬁﬂﬁ"oEérfbﬁ h&d

disease 1s relatéd to an ocdul ar tissue
compquod 124): syn2(2-sthyl-6smethyl- 411tmﬂuqrom|edlybi»¢n2!0umlnh)e&-|{ﬂ [4-(1,4,5,6-

adder opl a int.esti. .S bl ood
a8 2P e ey B diRA -yiare i beobietiagid i
comp(ﬁlﬁa Q45)Ng t 9. (2RthyRb- bl PB-ndh 180l fam oML8ER10Y1dnkiBo0)-3- {4 [4-(pyridin-
di sease is a disease of an ocular tissue, preferably
2-ylamjnemethybpipetidindpeliphenyerapipeati¢ of pr errat ur ity or

compongﬁ E#Z?qr) ggggRE r(ﬁ:lxll §9metggfs81{§mg)égg§? é gg' d%§i 3-(4-(4-((pyridin-

-ylanﬁh@)lnf&hy]ﬁmp@ﬂi‘fn- &hﬁ)ﬁrb]ﬁndicﬁ@&ﬁe is adi sease of
rabl henangi oma and psori asis.

th Ki
compossl@S (fisénac c%K%weﬁ\ylﬁdnathy -t(triflugrapaethv) hegzamidolddAep(5.6,7.8-
t
tetrab 8 L SR i 2 DR P Bherd R B o LS et o
compaant] {248 s, Nmeﬂtylﬁanahym-la R 2-tridmbmeadretyijtiehzoylaraimd )-3- {4-[4-

ridB SR b o BESSAL IR 2 o0 O
compdiml §249)ef er alph wt1R1-48¢ HORABAZzJN9 OR)-83H_thylbenzamido)-3-(4-(4-((4-
methoxypyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid
compound (250): 2-(2-ethyl-6-methyl-4-(trifluoromethyl)benzamido)-3-(4-(4-((4-
methoxypyridin-2-ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid
compound (251): 2-(2,6-dimethyl-4-(trichloromethyl)benzamido)-3-(4-(4-((pyridin-2-
ylamino)methyl)piperidin-1-yl)phenyl)propanoic acid

compound (252): 3-(4-(4-((1H-benzo[d]imidazol-2-ylamino)methyl)piperidin-1-yl)phenyl)-
2-(2-ethyl-4-(1H-imidazol-1-yl)-6-methylbenzamido)propanoic acid

compound (253): 3-(4-(4-((1H-benzo[d]imidazol-2-ylamino)methyl)piperidin-1-yl)phenyl)-
2-(2-ethyl-6-methyl-4-(trifluoromethyl)benzamido)propanoic acid

compound (254): 2-(4-dimethylsulfamoyl-2-ethyl-6-methyl-benzoylamino)-3-{4-[4-
(pyridin-2-ylaminomethyl)piperidin-1-yl]phenyl } propionic acid

compound (255): 2-(2-ethyl-6-methyl-4-trichloromethyl-benzoylamino)-3-{4-[4-(pyridin-2-
ylaminomethyl)piperidin-1-yl]phenyl} propionic acid



82. Use according to claim81l, wherein the nmalignant
neoplasmis selected fromthe group conprising

W@ 200C088841 car ci noma, o0steosarcomm, adenocar ci NRCEEP2007/000832
bl ast oma, nyel oma, |eukaent®, |ynphoma, including but
not

comp B 136k | ¢ 2amoab AR AR AL OB N Pasgo) > -(o-(pyridin-

—ylarﬂlﬁé)ﬁéﬂ%ﬂ)ﬁpdﬂma ﬁ%&@ﬁ)ﬁr@ﬁ@md@h@nom angi ona and

astoma, renal cancer, rostate cancer, brain

compQaAda: | ung (Gt mAGK-4H ueremiethansrokiony pbangeylgmino)-3- (4-[4-

r astrointestinal
(pyndlgl% E‘mm&nﬁﬁlgpﬁl Hgg@saiﬁlc&]{) ﬁeﬁ&%%&%{?@amgancer s, adrenal
compatad ¢238): eye3q&m¢-Q(pynhﬁpaIy¢mmhb)ihahymﬁﬁ&ﬁﬁn-lsﬁ)phenyl) 2 -(2,4,6-
cancer,  thynus cancer, and testicular cancer. 83.
mbroraw@nwg)nrepww claims 74 to 76, wherein t he

comp P PG SR e Ph A PR Ll OB PR

ylamim)methyH piperidinel-g}iphienyi)propismia aeidi s an i nfl ammat ory
74 .t 76

compQBRUY: | hel (- uRbereoRaRINg AN N ARty
ylami%dzﬁlé&gl]gg,%asur ?,g(l?g@,{ﬂ l}*ﬂ?l“ﬁ@ aggtracel lular matrix or

ef'erably the disease is an
compqunfl €26l)ous b(%é‘h-s&(é-meﬂiyl -pipridiaeylantingmethyHpipedtline] -l ipbenyl)-2-
246& to 77 a)a 83, .wherein t(ge i nflammatory di sease is a
( iramozbenzp IAmEPIRTOBIONGASIY oup conpri si ng r heumat oi d

compctnli(PéR)i s, 13- Héﬁﬁﬂyiaﬁllﬁd-gtml{w-%4 R pFtid - @Iyldfﬁlh& Smethyl]piperidin-
osteoarthrltls gl onerul onephritis, "gingivitis
1-yl}phertyl)pronienie aeidonel  di sease, ul cerative colitis,

e BN L ———

ylamntai)memm]pipea&mhnm}pmﬂyﬂ)pm;ﬁoﬁe leidosi s, penphi gus,
oi d,_scl eroderna, nyasthenja raV| s, \Wegener'

compp AU s (S brogH ey rBgo TR, gfeltrmestidcsridine2-

. me, Goopasture's
ylmxrﬁ)@%ﬁ@ﬁ){gﬂ?@ﬁ%?xﬁ?@%ﬁ%IE‘g&gnd t hr onbocyt openi ¢
composind (265): pulh(?ﬂaie;hyhbmmolleQBQ) -3-44-¢ 4 [(4-msthyGpotidine? -

.di seas der 0Si ti s, kyIOS|ng spondylitis,
ylam“‘é’b‘?‘ﬁ@?'ﬁp’@ﬁ{j ﬁa LCW%XPE%F%‘PSPC‘ nfarction, coronary
compdulld PFEHYSi S.2- (eaﬁletﬂyw aﬁﬁ&lumtmlmﬂﬁé)tsw{m[@ﬁhwm oYtidin-2-

reoccl usi on, 1 gA nephropat hy, “sarcol dosi's
ylammamcM]dmplendmglr aij phenydipsopienidh¢ide gr anul oma, arteri tis

compffIERT. ' 2 banapucrdbiinminelr & FLlF iRl Rt

ylarmrﬁ)yxﬁéﬁm]piibbﬂdmrl 25 9‘?&1’91)&‘)@&&(1& afldsease and

compolu?u(i: (2e6r§1)ar epze(r4f fl‘Jth’chgPZ 6-dimethyl-benzoylamino)-3-(4- {4-[(4-methoxy-pyridin-2-
ylamino)methyl]piperidin-1-yl} phenyl)propionic acid

compound (269): 3-(4-{4-[(3-propyl-ureido)methyl]piperidin-1-yl } phenyl)-2-(2,4,6-
trimethyl-benzoylamino)propionic acid

compound (270): 3-{4-[4-(3-cyclopropylmethyl-ureidomethyl)piperidin-1-yl]phenyl } -2-
(2,4,6-trimethyl-benzoylamino)propionic acid

compound (271): 3-(4-{4-[(3-cyclobutyl-ureido)methyl]piperidin-1-yl} phenyl)-2-(2,4,6-
trimethyl-benzoylamino)propionic acid

compound (272): 3-(4-{4-[3-(2,2,2-trifluoro-ethyl)ureidomethyl]piperidin-1-yl} phenyl)-2-

(2,4,6-trimethyl-benzoylamino)propionic acid.



injury, acute respiratory distress syndrone, systemc
i nfl ammat ory response syndrone, nultiple organ

wa@ly®ssosi on syndrone, tissue graft rejection BEEP2007/000832
hyperacute rejection of tr2splanted organs, uveitis,

compdiBd GEDor i PTG 20 HPsr AL o e ERpTa g g pdin-1-
1) phetfyBL 224 AR BE Ao Rariojpéibhib AL i sease, - ror e

preéferably the disease is an infection caused by or
i nvol ving fungi, bacteria and/or viruses. 87. Use

6. R EnPo PR o o8 st b 2 By o haphinupg somprises 2

furthef @Adietp] pleférablgt 4 mlecpdmfchtls Sselectel G etht | 4gasup 88mpkiSifg a targeted
according to any of clainms 74 to77, 83, 84 and 87,

moietyygedediveryirneictyi archa deteetion meltheopl astic cel |
proliferative and/or tissue renodelling disorder,
preferably this disorder isselected fromthe group
67. CTORPrdogipognd i ecording do saaifieres, wimréinpthel aireiet ymbilaﬁ_y is attached or
fibrotic disorder is fibrosis. 89. Use according
incorpgrajedy Prefergblyeconipgetsd 10 thgzromppung accerding o anéfrcé?lﬁlStlﬁé 65.
di sease is a hepatic disorder, preferably, liver
fibrosis, liver cirrhosis, reperfusion injury after
68. h’Ehmtbmpommhacmoachngud) ahaimr 66 @c r6df whiersin hispdetettion niddety is a label,

Use agccqrdi of clains 74 to 77, 83, .84, 87
wherely, (prgter. rabjp She lﬁg‘fl slegtsd Jom the, group Qeapyigiag  radionuclide labels,
paramQ%rﬁafu% rlﬁat?érYal 93t aﬂ‘térﬁﬁﬁﬁ% fhateial I"ﬁrn% Lﬁ’i@ q’zﬁﬁ[é tbBred 19&1s infrared labels,

phroopat hy,” reperfusion I njury dney
chemitunzinegskmtnlabels,o hymioéncont kabcle,nﬂhoxabdeug ﬂaﬂets cusyme ctibstrates, enzymes,

I0|d Si s, t.i c_nephropat hy, nesangi o
amimﬁ&%F@PB 6%gﬁfgﬁ?ﬂP%nephrltls nephroscl erosis 91
Use accordl ng to any of clains 74 to 77, 83, 84, 87

and 88, wherein the disease is a fibrotic disorder,
69. pTI@ef epmpound anegrding e ghy of sigims sﬁ6n@ 681t whereint thg|moiety is a targeted

mmetf L{’B %'rt?{e arge(r:tgcllS g)iseI fjs' pgg#}? b Ssg 8bveo elﬂicaﬂﬁé‘%lve mgler, whereby the

pharmdd:eixﬁasley petlveo ﬂﬁbiﬁt)hyﬁe rdefsetsdonfrorhrthei @raupst gomprisie  cytotoxins,
pul nonary di.sease, respiratory distress syndrome; skin
chemathesaRssics, antPPIS sionustidgsand CYISIQNiEPraKiBe t r ophi c
scar, dermatofibrom, chronic wounds, psoriasis,
dupuytren's contracture, penphegoid, burn; stomach and
70. i Thesbompaind adoooding tocanprbﬁbla'gnsabﬁaor@, windreint thaahrgeted moiety is

selectqd friupthe oy Cempri SR st i ifhed iralfousd and ligpsames:

71. Use of a compound according to any of claims 1 to 70 as an inhibitor.

72. Use according to claim 71, wherein the compound is an inhibitor to an integrin.

73. Use according to claim 72, wherein the integrin is alphaSbetal integrin.

74. Use of a compound according to any of claims 1 to 70 for the manufacture of a medicament,

preferably a medicament for the treatment and/or prevention of a disease.



I di opat hi ¢ obstruction, collagenous colitis, villious
atrophy and crypt hyperplasia, polyp formation,
w0 pro8d0¢1 of Crohn's di sease, gastric ul cer; eR&I/EP2007/000832

fibrosis conprising acute 21d fibrotic synpathetic

ophthalma, G ave's di.sease, fibrosis after gl aucomn .
75. USS 3t gapyPopi-bsorant s RS 2 ay BEIEIngG Bemipamep ' it docase mediated
by or PRI HIepHadbéth Aeftegri! N€al scarring, penphi goid,

di abeti ¢ m croaneuri sm capsul e opacification; or any

other fibrosis conprising system c sclerosis,

art her.oscl er osi rest enosi hr oni.c .
76. Uskysr i et T4 8 Broiigndhe fseg i sqlprd, iguy b guaypcomprising
diseas®y B4AEE D81 patholdpi&l AdyivpLisistandAstd@AsMak&d on interaction of an integrin

el of i brosi s, osteosclerosis, rheumatoid pannus

with afligandt Whasebynprefrsalrin tls kigandtis presens ongbe ex@asgHnlar matrix and/or on any
cell suHﬁQ osis, myocardial fibrosis, pancreatic fibrosis,
chronic pancreatitis, glial scar tissue formation in
H V associ ated cognitive notor disease and spongiform
encephal opat hy, gingival_hypertrophy secondary to .
77. Usgragepsdingdo pnyphelgums ¢4 (i Ko wbgregpthe diseasecis s¢latiedl do aw oglr tissue, the
. .0f.c . Oq: , . .
skin ot o Gt ey, g, BbarBbindils ARG Mol gl st blood,
connedtivieltispuet dmdlarghe boneptisstie.f er at i on and/ or
transdifferentiation of RPE cells, nore preferably
proliferative diabetic retinopathy, retina
78. USRI a4 g T o T Sitin JRARNREE LS #listlse of an goular tssue,
preferahdy odighetig tetinapathyf ratinapatby loft prentatarity aod insagnlast degeneration, more

tool or for th nuf acture of a di agnostic tool,
prefer?z!ﬁ%F%%Vlaé?dg‘f"‘é?‘gﬁqn%gg%ﬁtl?ﬂ'agnosti c tool is useful for
in vivo and/or for ex vivo application. 94. Use

according to claim93, whereby the conpound conprises
79. Usg ageording toranyoefeclgimswifetod By whireindthe elisdasmisndiseaseiof the skin, more

lLabel . whereby .preferably the |abel is selected from
prefer?lﬁ%ﬁgp%o%gn%lldipgﬁrﬁ%swradi onucl i de | abel s, paramagnetic
material, X-ray attenuating material, imune |abels,

col ored | abel s chem [Lum nescent | abel s, | um nescent .
80. Useseprdingstp 3ay of claips 745 (74, whemeingthe diseasseis @, digsass peor affecting the

. . S r. , .| i g . t . ..
joints, 5% ' fefErpl” WRTEY  peBlils, ARRdng 3RO 0 AL i arthrii,
osteoarthritisliaad secohidarytapthtitis.s used in an in vivo inmagi ng
nmet hod and/ or an ex vivo inmagi ng nethod, nore
particul arly radi onuclide inmagi ng, positron em ssion
81. Us‘é%@@(ﬂ’ﬁﬁ)%mf an§ OFRIAARE 74 €817 Rdreih QRO AERB Vs a ABEPISInh, Gnore preferably
resonance inaging, Xray, infrared spectroscopy,
a malignant neapdasmce, fl uorenscence, and chemi | um nescence.

82. Use according to claim 81, wherein the malignant neoplasm is selected from the group
comprising sarcoma, carcinoma, osteosarcoma, adenocarcinoma, blastoma, myeloma, leukaemia,
lymphoma, including but not limited to breast cancer, gynaecological cancers, pancreatic cancer,
bladder cancer, mesothelioma, teratocarcinoma, astrocytoma, melanoma, angioma and
glioblastoma, renal cancer, prostate cancer, brain cancer, lung cancer, head and neck cancer,
parotid cancer, thyroid cancer, fibrosarcoma, gastrointestinal cancer, endocrine cancer, AIDS-
related cancers, adrenal cancer, eye cancer, hepatocellular cancer, skin cancer, thymus cancer,

and testicular cancer.



96. A pharmaceutical conposition conprising a conmpound
according to any of clains 1 to 70 and a

w@barossoeut i cal |y acceptable carrier, diluent PCT/EP2007/000832
exci pient. 97. The pharnmac2iti cal conposition
according to claim96 conprising an additional
phar maceutical ly active conpound. 98. The

83. UsehREsrampUb iaflof RIMOF4 td 96, vilsE€lh dhenaﬁséa@e ¢J BdsBd 8 afifinteraction of an
97, wherein the conpound is present as

integriphwithra digard imtheyexgraealipasatrix gronghe gelp n‘erfammﬁqr@ldyltbe disease is
%E! S fe. 99. The pharmaceutical conposition
anmﬂacco# d%e 0 any of clainms 96 to 98, wherein the
conpound is either alone or in conbination with any of

ingredients of the conposition present in_a
84. Usmcwrfiw@o ahy ohalaimydhte Ledvhesein dhesdisease oy based on an interaction of an
I
mtegri‘ﬂcw?t%gﬁ : onhgglgoe‘ri neéluti'%Qg%tEQ%{ %@ﬁggﬁ@?g%r‘f{cg, Bng%r%l?ly the disease is
anmfctdueui disadseent of a di sease, whereby the disease is
sel ected from di seases nedi ated by or involving
al pha5Sbetal integrin.101. The pharnaceuti cal
85. U@Q&%?dlﬁ% W aft§ Cd?rc‘iélﬂﬁ 1PaNY £4 ﬁ %ﬁ'@elﬁGthE InfAmbRy disease is a
he treal ment” of di sease, whereby t di sease 1s anhy
dlseasofseteheddfrmnaﬂlesgrdelb |qoeq)rlsmgaﬂ3eumhtomdl allrtimh? ,5juvenig arthrms psonatlc

i e RS e ST b BB GPhh B G, e

colitis! 5yednhie 'lﬁpﬁsoéryﬁleﬁia&%ﬁ§ %so@fa@d%l@ﬂeﬁﬂ&éﬁhﬁﬁ@Slerlt‘HBlfe' Bkl syndrome,
in any of clains 76 . The pharmaceuti cal

bronclu@lnvdym,u mnltmlﬁcml@pﬁg pmpillaixnpmnhlgmde isellesodetma, may#sthenia gravis,
treatmen ti.onqt.hera
Wege{irio 6 ERUOTPlost A PESH ERbcalerdlt R TbHS oA Chmgrome, Sicea
syndrdthe " dopastig;s aditdasq)r aliolim@hé VBaendlytic haiddfifombocytopenic  states,
t herapy, radiation therapy, phot odynami c t herapy,

pulmogiyg eremorehage.- f yasewlitise pFR,lF’ai)y lsa%ﬁ - Kk | @ﬁﬁmt%nxpsms ankylosmg

pon 51 80, PSSO OSSP KBy O S oot

post-sargiat i vas@dars tewceusiona IgAl bljl&phtopathyp rsasdioidpss( reosinspletic rganulomata,

to said subject. an effec anpunt of, L a co cr
mldl“‘gcéréf‘lﬂlioﬁ&t eHH?/ tsmpewilﬁ aEaXaé“ $ oArtsatis, tpﬁ%’ngléal wasaki’s disease,

atherobdlEr@8is! BadRARCERAH nehvBLE sisterh rlﬁﬁﬁ}e dschbfire hite diRhdeOshd ischemia-
according to claim104, wherein thé integrin is

reperfadup)h aBpey.alacutat e@pnrmom QHstreas nsyndong, o systenpigt nrrﬂ:pnanatory response

syndr%egea 1pi§norgan functnon Sy rofc’r{en %ss%‘%rgr% ‘?’etjggt{on gandchyperacute rejection

of transplanted organs, uveitis, psoriasis, rosacea, transplantation and asthma.

86. Use according to any of claims 74 to 77 and 83 to 84, wherein the disease is an infectious
disease, more preferably the disease is an infection caused by or involving fungi, bacteria and/or

viruses.

87. Use according to any of claims 74 to 77, and 83 to 84 wherein the disease is connected with a

non-neoplastic cell proliferation and/or tissue remodelling.

88. Use according to any of claims 74 to77, 83, 84 and 87, wherein the disease is a non-

neoplastic cell proliferative and/or tissue remodelling disorder, preferably this disorder is



effective amount of a conmpound according to any of

claims 1 to 70 such that the disease is treated. 107.
wab@7mgsolmod according to claim 106, wherein t hECHER®aZ@0832

is any of the diseases def?ded in any of clainms 76 to

selectegdzfrom the group comprising fibrotic disorders, more preferably the fibrotic disorder is

fibrosis.

89. Use according to any of claims 74 to77, 83, 84, 87 and 88, wherein the disease is a hepatic
disorder, preferably, liver fibrosis, liver cirrhosis, reperfusion injury after hepatic transplantation

or necrotizing hepatitis.

90. Use according to any of claims 74 to 77, 83, 84, 87 and 88, wherein the disease is a renal
disorder, preferably renal fibrosis, glomrulonephritis, IgA nephropathy, reperfusion injury after
kidney transplantation, chronic renal allograft dysfunction, amyloidosis, diabetic nephropathy,

mesangio proliferative glomrulonephritis, nephrosclerosis

91. Use according to any of claims 74 to 77, 83, 84, 87 and 88, wherein the disease is a fibrotic
disorder, preferably lung fibrosis comprising interstitial pulmonary fibrosis, idiophatic fibrosis,
drug-induced fibrosis, sarcoidosis, diffuse alveolar damage disease, pulmonary hypertension,
chronic obstructive pulmonary disease, respiratory distress syndrome; skin fibrosis such as
scleroderma, keloid, hypertrophic scar, dermatofibroma, chronic wounds, psoriasis, dupuytren’s
contracture, pemphegoid, burn; stomach and intestinal fibrosis éomprising abnormal intestinal
motility, hypertrophic pyloric stenosis, Hirschsprung’s disease, megacolon of piebaldism,
idiopathic obstruction, collagenous colitis, villious atrophy and crypt hyperplasia, polyp
formation, fibrosis of Crohn’s disease, gastric ulcer; eye fibrosis comprising acute and fibrotic
sympathetic ophthalmia, Grave’s disease, fibrosis after glaucoma surgery, fibrosis after cataract
surgery, anterior capsular cataract, corneal scarring, pemphigoid, diabetic microaneurism,
capsule opacification; or any other fibrosis comprising systemic sclerosis, artherosclerosis,
restenosis, chronic myeloproliferative disorders, fibrodysplsia ossificans progressive,
myelodysplasia, osteoporosis, myelofibrosis, osteosclerosis, rheumatoid pannus formation in
rheumatoid arthritis, peritoneal fibrosis, myocardial fibrosis, pancreatic fibrosis, chronic
pancreatitis, glial scar tissue formation in HIV associated cognitive motor disease and

spongiform encephalopathy, gingival hypertrophy secondary to drugs and fibrocystic disease

92. Use according to any of claims 74 to 77, 83, 84, 87 and 88, wherein the disease is an ocular
disorder, preferably connected with pathological proliferation and/or transdifferentiation of RPE
cells, more preferably proliferative diabetic retinopathy, retinal detachment, age related macular

degeneration or proliferative vitreoretinopathy.
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93. Use of a compound according to any of claims 1 to 70 as a diagnostic tool or for the
manufacture of a diagnostic tool, whereby preferably such diagnostic tool is useful for in vivo

and/or for ex vivo application.

94. Use according to claim 93, whereby the compound comprises a detection moiety, whereby
the detection moiety is a label, whereby preferably the label is selected from the group
comprising radionuclide labels, paramagnetic material, X-ray attenuating material, immune
labels, colored labels. chemiluminescent labels, luminescent labels, fluorescent labels, infrared

labels, enzyme substrates, enzymes, and labels complexing detectable ions.

95.  Use according to claim 93 and 94, whereby the diagnostic tool is used in an in vivo
imaging method and/or an ex vivo imaging method, more particularly radionuclide imaging,
positron emission tomography, computerized axial tomography, magnetic resonance imaging, X-

ray, infrared spectroscopy, luminescence, fluorenscence, and chemiluminescence.

96. A pharmaceutical composition comprising a compound according to any of claims 1 to 70

and a pharmaceutically acceptable carrier, diluent or excipient.

97. The pharmaceutical composition according to claim 96 comprising an additional

pharmaceutically active compound.

98. The pharmaceutical composition according to claim 96 or 97, wherein the compound is

present as a pharmaceutically acceptable salt or a pharmaceutically active solvate.

99. The pharmaceutical composition according to any of claims 96 to 98, wherein the compound
is either alone or in combination with any of the ingredients of the composition present in a

multitude of individualised dosages and/or administration forms.

100. The pharmaceutical composition according to any of claims 96 to 99 for the treatment of a
disease, whereby the disease is selected from diseases mediated by or involving alphaSbetal

integrin.
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101. The pharmaceutical composition according to any of claims 96 to 100 for the treatment of a

disease, whereby the disease is any of the diseases defined in any of claims 75 to 92.

102. The pharmaceutical composition according to any of claims 96 to 101, for use together with

a method of treatment for a disease, preferably a disease defined in any of claims 76 to 92.

103. The pharmaceutical composition according to claim 102, whereby the method of treatment
is a sequential or combination therapy with the treatment selected from the group comprising
chemotherapy, anti-proliferative, anti-hormone therapy, radiation therapy, photodynamic
therapy, surgery, anti-fibrotic therapy, anti-inflammatory therapy, immunosuppressive therapy

and anti-angiogenic therapy.

104. A method for treating an integrin associated state in a subject comprising administering to
said subject an effective amount of a compound according to any of claims 1 to 70 such that said

integrin associated state is treated.

105. The method according to claim 104, wherein the integrin is alphaSbetal integrin.

106. A method for treating a disease in a subject comprising administering to said subject an
effective amount of a compound according to any of claims 1 to 70 such that the disease is

treated.

107. The method according to claim 106, wherein the disease is any of the diseases defined in

any of claims 76 to 92.



