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wherein
A represents a carboxyl group —COOH, or a carboxyl bioisostere;

A, is hydrogen or methyl;

ring Ar' is an optionally substituted phenyl ring or 5- or 6-membered monocyclic
heteroaryl ring, in which AA,CHO- and L2 are linked to adjacent ring atoms;

rings Ar?, Ar® each independently represent a phenyl or 5- or 6-membered
monocyclic heteroaryl ring, or a bicyclic ring system consisting of a 5- or 6-membered
carbocyclic or heterocyclic ring which is benz-fused or fused to a 5- or 6-membered
monocyclic heteroaryl ring, said ring or ring system being optionally substituted,;
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Since it is not yet published, a copy of the description part of the above-mentioned
document PCT/EP2005/005884 is attached as an APPENDIX.
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invention, there is provided conpound of formula (1)
weerood/o6xat t, hydrate or solvagte thereof other PEEREP2006/011216
{4-brono- 2-[ 3-(1- phenyl cycl opropyl ) -
ThFaJprgsefH M@&i&ﬁ@ lcoécéfhémﬁrm Q&hgeeﬁdscreﬁa%dﬂtoqho@e el t,

_Iyrate or sol vate thereof NOOAR N
PGT/ER900550¢388¢hkavinghamaryinethylaxastiazelyh Fadigal tjacheddo pophesy!
rm@QBl‘r@ﬂ%rJd gStHkPﬁb'AruéﬁFle%Mﬁb@@rﬁd&ydf’PO?f/EPmomdSM said radical

Substituted non-aromati c heteroc havi n 4t0
haying @ spesffis substitytionasiesorib QeLRRIGW, ATIE RO ALeTA bleh'éeen the

ar)qghggqaag%hﬁ ghich they are attached form an
optionally %st ituted cycl oal kyl, or optionally
substitut ed non aromatic heterocyclyl ring having 4

Ackérdfhg to e ?ﬁe@@ﬁt |n\Férit|§n hMSlfqu 9Fbv9:fed%n%hh@ Bfformula (1) or a
substi t uen cont aj ni n

sall [brate QEROAte taerBpt PorANes s BGIeLE G- P Yieyclop Py
[ Qpﬂ]é@a@zoﬁslbqﬁﬁefnuﬁy}h&noﬂadosomgélpawawor@a@if‘e fhlekedf:
ring Ar is an optionally substituted phenyl or 5- or
6- menber ed nonocyclic heteroaryl ring. The conpound
{ 4- br omo- 2- [ 3- ( 1-phenyl cycl opr@pyl)OH1, 2, 4] oxadi azol -5
-yl ] phenoxy} - acid (and it|s salts, hydrates and
sol vat es) has f ) above erein Ais W
2007/ 062773 5 P&l Y%61011210° hyAirogen, Ar is
phenyl, Ris bronD d Bl and|R2 taken together with
the carbon atoR{g whilg hey e attached) form a
cycl opropyl ring. Rpat conpo s excluded from al
aspects of the present invenNggbecause it is
specifically disclosed in PCT/EP2005/005884. In
anot her aspect, the invention Rrovides a nethod of
treatnment of a subject suffering froma disease
responsi ve to nodul ati on of CRTH2 receptor activity,
wheeish conprised adninistering to the subject an

R, ASRYitbgéH oPmEMTPAMER, fs!optiBRalf &Lb&RGted P cloalkyl, or optionally

substituted non-aromatic heterocyclyl having 4 to 6 ring atoms; or Ry and R;, taken

together with the carbon atom to which they are attached form an optionally
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acetic acid (and its salts, hydrates and solvates) has formula (l) above wherein A is
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AaSoIBtmhapgmsﬂtueﬁt @riayfbéhrmbéfctﬁé mregouﬁbssut%ut&hugnocps.am d,

nitric acid or phosphoric acid and the |ike, and with
organic acids e.g. with acetic, tartaric, succinic,

Ak weBd hereirntle@éren “gzRt ineludés?lbasé/éddmonC béitl laadmon and quaternary
t ol esul hon|c

nesul
S CaneLRPu s the inyBrtimvhich B aS San torfesnte) MEludiBads
phdréhdcaatidally accéﬁwmé) GRS wnhtbbsws@dh dshemminBriant hyeioside; alkali
erned whi ch exist in one o
metal FUEoXIgRE: 5.6 YA 2Bt PYgsEuRYYcHRxidRsLalkaling egrth metal
h?d‘rﬁm‘]@é Yo cé’lblﬂﬁ‘ﬁ bafi ur’ﬁ thtnhéy?r%blunf Wﬂi’di)tldésl Wﬂﬁ orgemit bases e.g.
S . a nu Ol SO

e S Tauthelting chofme @y apydaming Tahate, T-arginine, L-

|yaméoptamnprpéﬁdmet Hib&hzyl anSné tAd afe:ltkemrﬁésreycompo@aeb (|) Whlch
iral 2007 062 F PCT/ EP200 /0112}33
aje 8Hor &AL ing Rharmaggutically,acaee F?usa SW'th '"°rga“'°

addasé & "aitn lsyamac aﬁds BUSH H§ ﬁﬁdrot:HﬂGrr cof hydt&b?omfc acids, sulphurlc

aB oAt heit SehhosBhorEL i e ESarmiiproadic Scia o.6. with

ateticetirtaflo. suEahlcUﬁ.ﬁhdrm Mak, d@me&saw:ylia titre, meManesulphonic, p-
:inépectso t.he nventlontIP 10 ngstrug ur%l, .
toluenesulphonic, benzmc benzenesunfonic, qutamlc ctic, and mandelic acids

and the like.

Compounds with which the invention is concerned which may exist in one or more
stereoisomeric form, because of the presence of asymmetric atoms or rotational
restrictions, can exist as a number of sterecisomers with R or S stereochemistry at
each chiral centre or as atropisomeres with R or S stereochemistry at each chiral



characteristics may be present, in any conpatible

conbi nation, in the conpounds (1): 1In the case where
WR2007863793Ir ogen or nethyl, ang R2 i s optional | pCT/EP2006/011216

substituted cycloalkyl, R2 may be, for exanple,

aﬁ@tTﬁH‘lﬁlléMloﬁLihé&désUélles%cﬁBéﬁhﬁ’cﬂfnﬁé?h’ land dfia‘éféjr@&lé@rﬁérs and mixtures
cycl opentyl, or cyclohexyl; In the case where R

ogen or nethyl, and R is optionally substltut ed
non-aromati c heterocyclyl having 4 to 6 ring atomns,
the R2 ring radical may be, for exanp of forrruIaX
Use 9h Brosygs; flech amster@nwaﬁq%ooam%('lswrth we CQtthveam %

cbﬁce‘f’ﬁéae@ta% ﬁdrpé\“th@i?@entlon' CH(C, - Cal kyl ) -
-C(C, -C3al kyl )2-, -CH(cycl oal kyl), -CH NH2)
_C{CH3) (NH2) -, - CH(NH(C, - C3al kyl )) -

Fo%éﬂ&%&%@hl‘é’ Witk the abov@'d@ t§?éﬁﬂh@ﬁ'r||\}é)‘\héd the following structural

Ch@ﬂé’ﬁpﬂ@?("ﬂﬂ Q%HT%?P‘; )’lany ‘@Q'(HHQ%%’C 4 'ng'blﬂﬁ compounds (1):
- CH(G—i) -CH(C, - C3a| koxy) - CH( cycl oal kyl oxy) -

. N( cy’bﬂ'@aqa‘r-?? |v§h%_re Rb@\qu_drog_ r?@%]@ i optlonally substituted
CO\'Q: 6(1}6%!3%,: Ig%’lln%(a)y/ I,be fot Skdrile; o ﬁbllyyéda)shtgt(%j clyl_cl’opropyl

- SOZIQY ‘{%'aFWBe“ , Q’;G'Zﬂé'g'%fl oal kyI ) -

- N( SOZ(CI C3al kyl)) - - N(S02( cycl oal kyI )) -,

-N(CO( C, - C3al kyl oaIkI, -.. O the |

for eéfbm?gcaéﬁt“f"@ﬁ%kﬁ b?hyﬂm%ﬁféﬁy'l‘!&v@'}ﬁ’g‘ééaﬁépﬁ?'&'éﬁHP?ﬁ'tUted

pr ef @bhefomatid KeterocydH 'havmg(ZQo 6 rirfdr atoms, the R; ring radical may

- N( SOZ(CI C3al ky lgt)grmul_ N( SO2( cycl oal kyl ))

- N( cogdor ex3nrig| 9 aN(OO(cycl oal kyl ))-, - CONH,
-CON(C, - C3al kyl)-, and (cycl oal kyl) - Where, in
t he foregoi ng optl ons a¢ C, - C3al kyI group is
present, nethyl is n plj\éf rred, and where a
cycl oal kyl group is pre§en{/, cycl opropyl is often
preferred. WO 2007/062773 9 PCT/ EP2006/ 011216 In

conp n He r?ﬁbecdd?é(ﬁé‘ﬁl't&é nnpﬁa, fdnRanbiX .axé@reewfr&ﬁ -CH-,

nmet hyl , specl exanmples o roups R2 include those

pres eﬁH(GﬁCiaﬂwl)e;or@J(@jf%slkwoz-,t F@*(CWQ%Y‘)&S%NE&M In

e T

opt | oBH(NN(cyolbaky)t @H(MHGQJ@1+Qéb|_kvlb)ﬂg-CH(Ih&tC@(OMqoalhyl))-,

e SRS RS LNl S ehRBRRP o,
Caalkoxy)-, -CH(cycloalkyloxy)-, -CO-, -SO,-, -O-, -NH-, -N(C;-Csalkyl)-,
-N(cycloalkyl)-, -CONH-, -CON(C,-Cjalkyl)-, -CON(cycloalkyl)-, -N(CO(OC4-
Csalkyl))-, -N(CO(O-cycloalkyl))-, -N(CO(CH,OH))-, -SO,NH-,
-SO,N(C;-Csalkyl)-, -SO,N(cycloalkyi)-, -N(SO,(C4-Csalkyl))-,
-N(SO,(cycloalkyl))-, -N(CO(C4-Csalkyl))-, or -N(CO(cycloalkyl))-. Of the
foregoing options for X, the following are presently preferred: ~CHa-, -SO2-,
-CO-, -O-, -N(SOy(C-Csalkyl))-, -N(SO,(cycloalkyl))-, -N(CO(C;-Czalkyl))-,
-N(CO(cycloalkyl))-, -CONH-, -CON(C-Csalkyl)-, and -CON(cycloalkyl)-.
Where, in the foregoing options for X, a C4-Csalkyl group is present, methyl is
often preferred, and where a cycloalkyl group is present, cyclopropyl is often

preferred.



In the case where R, and R2, taken together with the

carbon atomto which they are attached form an
wopdo7osEld y substituted non- agomatl c het er ocycbgt/EPZ0061011216

having 4 to 6 ring atons, ring may be, for

exany gom 8$urfd9roﬂfi§ﬁnvéﬁﬁioﬁhﬁﬁé% R fsh@dfdg% of RIHI$pedifiE O

6 ring atons and I's sel ected f

- CH( @xarcglss lof ghoups R@er@luc@stapwqr)ezent in M@yzﬂ%aﬁm the
- CH( @I;%)np NH2) - -CH(NH( C, - C3al kyl)) -

o NCEEPBS IO 2) - T - OHONH( eyl oal kyl )) -
-CH(NHCO( C, - C3al kyl )) -, -CH(NHCO( cycl oal kyl)) -

) ﬁg W%%H\Jﬁ%?é g@ni Rz,'tak%bﬁﬁgp\ﬁlwme%rﬂfdﬂ AQJm, to which

CH(cycl oal k
- Smihey.a[re attagped forrN@(; ég’ggllu)spystl utemeggjeqﬂé&ngw t}@t ring may

i sosz’cf’ %‘ﬁﬁyl @%n&té) Qu&sgty%ﬁbfgkgw Jeybidbutyl: SfRdentyl, or

- N( Se¥glenexgBal kyi ))-, - N(S02(cycl oal kyl)) -
-N(cqoc1 C3a| kyI )) -N(CO( O cycl oal kyl )) -

- N( c:dm wcqa@amtwq R4 an C%Rz-ttﬁben 'Ps%gbwrﬁ@ “t?p?%fmat%}mmhwh
t he ftﬁggdﬁ)é"aﬂgcﬁéoefoﬁﬁ %‘ﬁ%ﬁlbﬂalﬂrs%ﬁftﬁtéd non@r&natlc t)%@rocyclyl
: N( soipg havieg 41 Ry r)r)g atomsmsbgm%'yev B8 fseg?ﬁmple of

formula

-N(CO( Cl- C3al kyl ))-, and -N(CQ cycl oal kyl))-. Were,

in the foregoing optlo X, acC- C3a|ky| group
Is present, nmethyl is giten referred, and where a
cycl oal kyl group is present clopropyl is often
preferred I n conpounds o he invention, when R, and
R2, taken together with the carbon atomto which they

are &WHe@éiPﬂge hﬂ] 8oriaihé 430 6&@@4{&1@ afd Al setectat-fiom -CH,-,

ri ngs _incl ude ose present in e C ou t
exa?rppé'é h@vaé'fw Y&ﬁéz)'(g\@?}%ﬁ?z fMC'P@ITIﬁEP%%@B'%)I'l%(NHZ)"
ér g?ént r é(?%wg) ”%hm(c @ﬁmw )n‘C'Q(‘NH(gwmmyJ

P R ch Ry e SHRAETeallR .8l Bou(c. caatny
subst 'JdFﬂNI g@zkc@@iogntyf)):ommomt o,C|-¢(raj1maau<oky)orm (C, -
C3)al'kyl,” cycloal kyl . trifluoroneth RI(a lﬁ )ﬁx

(C - Miiﬂ vtoxul SOzt r1CH U’Sﬁbﬂ@{(ﬁogﬁélky')' -N(cycloalkyl)-,
trifl é@”miitetbwﬁfé OE@gaWC;anocoN@ycﬁaﬁg%yl -58RH,, NH2SC2-,

(C, - C3alk )2
(cycl-50MGHy cale) - BASONGH Frpler):
) -ﬁ(@og?apb?ww NHIGTOcyBioalyy-

ggrrespon%/fs to the'rin r(r)p ?S

APPENMNGOICHNH)- -N(CO(Cs- Caalkyl))-, or -N(CO(cycloalkyl))-. Of the
foregoing options for X', the following are presently preferred: -CHy-, -SO»-,
-O-, -CONH-, -CON(C;-Csalkyl)-, -CON(cycloalkyl)-, -N(SO(C+-Csalkyl))-,
-N(SO.(cycloalkyl))-, -N(CO(C,-Csalkyl))-, and -N(CO(cycloalkyl))-. Where, in
the foregoing options for X', a C4-Csalkyl group is present, methyl is often
preferred, and where a cycloalkyl group is present, cyclopropyl is often

preferred

In compounds of the invention, when R, and R,, taken together with the
carbon atom to which they are attached form a ring, specific examples such
rings include those present in the compounds of the examples herein.



may be, for exanple, any of the Ar2 groups nentioned
therein or present in the exenplified conpounds of

WERREREI7T 1. Thus, the present Ar group nmay beCT/EP2006/011216
exanpl e, optionally substit ued phenyl, pyridyl,

T ] : | copreny . .
o v O gy e P FEeN men i GG, K or isd pREYLF rescl BRI are
substbimpeatds whersin Arisyhydeageh@r metayipl e, any of the

optional Ar2 substituents nentioned in, or present in
the exenplified conmpounds of, APPENDI X 1. Thus,

opt i may HePrr ekamplesa substinenpseieetad fronmtuofe, chiyo,domo, (C,-

| ect f f hl o) -
15! £ b Rphl KRl R ) o g Sitbrcamo
tclr3 13 }‘ |t|tifflfo%fﬁ§thwl(\)li, Itrlifm;o_roinetaylfmd.:ytm? ,(CC-WI_&MI)S;GB,-,-NHzSOz-, (Cs-
(ca- oS R & ot STy o g RS PR REG0y (o
t he [@,akehtIHCOP@4+Tlalkg,NHEOR,bad (dykloatkghNEELENds t o
the ring Ar' of the conpounds of APPENDI X 1, so any of

the optional Ar' substituents nentioned in, or
pr es Rihg AN coinespexndstd théiried Artafithe compowids APPRENDIX11, and

ot MR RtmEER. oW oL 1R, 2 S e ndt Biin of bfident n

opt | anekxemplificdtcompbandsagf ARRENBDE (R theprésenbAogroup may
hl , <D : if .. [ . - .

o O 1 9o YA B BB byric. yrimiay, dazot,

(C, - Gxakdlyl yridcyl, qNRBIBGE -pyrroly],-fuedal, Ry thjaeiste- |

(C, - C3al kyl ) 2NS02-, NH2CO-, (C, -C3al kyl ) NHCO-, (G, -

C3al kyl )2_NHCO., (cycl oal kyl ) NHCO-, C,-C6 al kyl, C, -C6

g:r l;lo?;cl:ke_vm;mloltpﬁblkglls?bstrtgént? |na4tryhi@y<9¢, fanga(rmltie,@% of the optional

o SRR YRy RSP 5 St e Lo of

bel ongPPENDIX 1l HEhushoptondbsubstitoentsdo theoprasent sing As may ke

1) t h it h [ -

Ca ¢ 1ot Pt st BIBHEAELESIsld) BFEERASR, o
V\Cz.rrpasjt)alka;_rys trifsoropmethaxye tiiflabrowethyithis, domioylaminoneyano, (Cs-

ic e ve i $~C r
modul G SBRTR:88e: Io rERFEGY. SndepeaRyiphisO-
treatment of di seases which benefit from such

dul ati an. j
boveT ey R B Reinfh et PHeSEAcimti fat 61 RIMER (b0
wi || dmrespoedsstodbelringiAt’ af e eqrapatinds of BBEENEIX(1, s@any of the

t . D) : ’

F ot CFRIONRHA G RERIGHE mhicnedIR R brostP R fe ¥ REMBiiea®

conpocompamas of, ARPENDIX higay alsodye presentin thedrepataining phenyl
heal trri]ng 5fthe cglln%t’mc}s' SF&hi€ SnvBARB A TRLS, HukR BptidrHi sGbstituents may

be selected from fluoro, chloro, bromo, cyano, trifluoromethyl,
trifluoromethoxy, trifluoromethylthio, (C1-Caalkyl)SO2-, NH,SO2-, (C4-
Csalky)NHSO,-, (C-Csalkyl)o2NSO,-, NH,CO-, (C4-Csalky)NHCO-, (Cy-
Csalkyl),NHCO-, (cycloalky)NHCO-, C,-Cs alkyl, C1-Cg alkoxy, cycloalkyll, aryl,
aryloxy, aryl(C4+-Ce). or aryl(C;-Cg alkoxy)-.

The invention also includes pharmaceutical compositions comprising a compound
belonging to the above described compounds of formula (1) together with a

pharmaceutically acceptable carrier.



adm ni stration, rate of excretion, drug comnbi nation

and the severity of the partl cul ar di sease under goi ng
wo b@3afoeens . Optimum dose | evel.s and frequency ptT/demioegi1216

will be determned by cli melé trial, as is required

domégfﬁopgar maceutical art. The conpounds wi th which
€

invention i s concerned may be prepared for

Agdnentiosed abeysn the comroungs with v the diventipn i§ qonesrped are
caaa?dléramksumsmgtcnrﬂa %f.r.@sana’ 2173 use.-ru"rlir{ memrﬁémtdr a#sbsses

mposi t1 ons form of abl ets, capsul es

\A@Wﬁt freyp gHgn @gdulpm ,Eg(@g'lplqsni @pgh gllse@gqs are referred to
aB6RP ANB NI asththS didrd) 4Hd rhinftRi cal , or sterile
parenteral solutions or suspensions. Tablets and
capsules for oral admnistration my be in unit dose

ItRLiff BE rﬂlhaér‘s%dftﬁétrfhe gputifitRose JeVefdn aﬁ? BMRlB&IbPBéﬁent will depend
exci pi ents such bi ndi ng agent s or. exanpl e syrup,

upen ajvarietyaf facteys wg&dmg the acgl\fltgg%gmﬁqemﬂ@,compound employed,
tROAYS ibBYY waight, @ehgr%ﬂﬁealfh' k&g rd?etftﬁﬁe Sf(éﬁmih%trhﬁ’&{ ‘P&ﬁe of

sugar, nal ze- St arch, cal cium ph hat e, sorbi tO or
aQVW$tF?é'°“t raks ehexcrRiion.d5kg cambination a@(mﬁeéer\%@ﬁ&ﬁ Raicular

dfste§§é @ﬁ@ergorhgltr%atniéﬂt YohtirlirR @8s8 leveRr!an@rfrequbh&Asf dosing will be
di sintegrants for exanple potato starch, or

dgtesmined yecl'm@'ttr'ﬂgawe'ﬁwr%qre therhareaceyticakart-y |
sul phate. The tabl ets may be coated accordl ng to
met hods wel | _ known i n_norpmal pharnmaceuti rac #oge.

Toe sompoupds W'“bWBﬁBr“?ﬁ in¥eRtIgRS cwqrrﬁq Ray SP Raye
aﬁmr&onwl&?\?lﬁ@ut@ rcoﬁelétﬁnﬁﬂrﬁ'pm%ﬁlpﬂﬁﬁnacoﬁmbﬂé bﬁvbértles The

enmul S| Qns, ru Qr eI|X|rs t
ogglly a&ﬂuwa&eab'¥ 5PMPosianarAY b Indhe J&fﬂﬁofmfe'gr egqepnsaf%‘,owgers
gPaHule) |2egdy, G4 @d I@eger;ﬁewsuon‘sugmbﬂ asisHal topidak [ lsBriledons

pgbeéﬁ;rgpéq?tbgngg\éﬁge!@gggle bTaa(%Jf;té la\g/qe/ Ee%lﬂfqgé‘gﬁefgyasfrﬁlﬂlsltrggon

n?év EélﬂnQﬁrﬁ% doge %Fé%‘éﬁta‘ﬁb!ﬁ i, Gﬁdj ﬁ‘tdyftohtéﬂf é&ﬁ@ﬁﬁ&ﬁil esdipiedts such
fats; emul sif ?ents for, exanp

ag&arnﬂlnga?sm 5 eamp © HIURASAFA: g%tm sarme'otrggmf*b %8s
p()lWin?pr dbms likéte f@r@xﬁhﬁ)l@lal’;@ke sfdgér arabtarch, BBIBidm

,fractionated coconut esters such as
PQPW‘F iforbitet efglycing: tapistting Iubapargt fﬁgexargrple giagnesium stearate,
t&E %ﬁ?éfﬁvléﬁée@ycd(l of srﬁé@aﬂlﬁhrﬂeg'fﬁhtb}fbr @pdthto starch, or

wé‘hrgﬂ

roxybenzoat e or_ sor desj r ed
BRI ehle MeNG A0SHAAI 38 SBRCELPULY & Bl Day be

039@3/&6&3%% t&?né?@'dsﬁﬁ’aﬂ@%]rﬁ%bﬁnallﬁhérrhmweél practlce Oral
plication to the s be made
VGEIBAESRRr TSIy B 1 the FTFRAT:for CYaaE Ak BONE eI susPeisions,

sbRAiBH, Qafrmﬂﬁéné’\’%yr@lbs BRlixe, érsrﬁély be brésbﬁtedfalsga drlyﬁbroduct for
conventional formulations well é %{e |n t gthurd

reconsiiution with water; a5 other suitable, yeficle

pPESHr RS U A\ Soritalh Roventibtal %Uﬂlh@i‘sﬂhais@i@pﬁﬁtﬁmgiag&ﬂé for
t opi cal plication to the eye,

the dru
BPIR BNV R GTPTON Celsge HUloate DI CoIATyipgenaisd edible
fats C&mlIBIfARY 8§etts, Tbr HQAMpASIIECRA, sopbitaml rRondlkshité | of@sacibOfon-

aqueous vehicles (which may include edible oils), for example almond oil,
fractionated coconut oil, oily esters such as glycerine, propylene glycol, or ethyl
alcohol; preservatives, for example methyl or propyl p-hydroxybenzoate or sorbic
acid, and if desired conventional flavouring or colouring agents.



i nstance buffers such as sodi um net abi sul phite or

di sodi um edeat e; preservatives including bactericidal
wape7heargs ci dal agents such phenyl mercuri cPa/EPADE011216

or nitrate, benzal koni um chi“ori de or chl orhexi di ne,

F@F‘ﬁ‘)pfclal gétﬂﬂ\ t@gﬁé‘ﬁﬁn SHE 'arLbemaEBQ R dpQEt% deErléaﬁ‘a' fofion or

I ncl ude al’so f ornmul at ed
omtmamta@reﬂm of @ntmmlﬁ@namw@%m gged foF therdyug are

OB ENA TorARIIADAS vJeTI lkab®h thth?t ﬁﬁteb(é(ﬁple'w&é%bﬁt%d if&Yandard
al so be adm ni stered garentera rfy in a sterile nmedium

texdhnaka iof ghaymacputiGsevich s thaBritish fthaimasPRAsI- used, t he
drug can either be suspended or dissolved in t he

vehi cl e. Advant ageousl y, adjuvants such as a | ocal
Fantepigaharplisationo B%pao%uth%rusﬂaasbm made hg iRt ARolutioRPrpe
stépeRlonan alsithble sk é‘d@oug— B?n@rﬁ)wg%emcfehAwh% \‘Jie

invention i s concerned be adm nj stered al one,
ingkangghuffgrs sich @stsodim 'aﬁt issiPhie ohispdiyrfdeats: @g%sensaéues
ifcRidind BstteRidal Qﬁd ﬂ]n@&ﬁﬁ@égéﬁt§ Bucfﬁai"’ﬁ?éﬂyl mefduﬁmé@fé’or

conponent. In the case of asthnma nitis,
niirate lgnzalsenivpchlosida @ siigrhexidines auw'qhﬁ?em@@ents such as
hProhicRose fiafiaftd bd iRAddéLt i ng i nhal ed beta agoni sts,
cronol yn, nédocrom |, theophylline, |eukotriene
recept or antagoni st s anti hi stam nes, and
Tﬂ@tdr&gf‘ﬁ‘ﬂay ARCHSBrrh@latd foRRRAIBIIN, %F)exaﬁh%% & £naddl §Bray, or dry
adm ni stered as nasal sprays, dry powder or aerosol
PPWHEN @fragrogahinhglergase of arthritis and rel ated
i nfl ammat ory di seases ot her known drugs i ncl ude
_I%ﬁucocortl coi ds, NSAI Ds <SNon St er oi

@ctiyeingeadiant siay afsqbrsa m@bﬁ*ﬁf@ﬂ??fﬁﬁ‘éqra”yﬁf‘ Sstterye magiym.
Déb@h%'\/i'oﬁ thé‘{?él'hd:lé QAh8 cokdaftratibmDsdY, ted grug Tah 'eﬁb(éréﬂeesb)spended

di sease- nodi fyi ng anti-rheumatic

o disgolxed ipdhe aﬁh'ekeaf\eva@%ﬂ%% adivyants 3pghps a local ol afdsthetic,
pRYSENRIING Bha Bliffermy ddiptd CarFiRdidiSSoIvtEih ehétlhidall ti pl e
synthetic strategies for the synthesis of the

conpounds (1) with which the present invention is
Tﬁ‘l@%ﬁ{éﬁﬁﬂds Rith whlch the InveMibrkis SBRcFRETIMaY b ,adKﬂﬂ!ﬂBréoOalone or
WO 2007/ 062773 13 PCT/ EP2006/ 011216 the S}/nt het

agiPgatnf @ combination therary Witk pifst ABigs Msed fAitieg m@t%ﬁﬁﬁﬁ%ﬁs with

d m§1€F‘mﬁ§m &? QSﬂpﬁﬁ&taﬁQﬁé dadtoflRtHMA Grﬁiﬂlﬂl% e§nd allergic airway
descri b he standard literature and

smrpmerﬁmh ofugstip@ g EortRasteTeds; IAng-AEting 'Dha'ﬂ petazgonists,
c'rdnt\&% RINEdBCRMAI f1ed ﬁ‘illﬁ‘\e RilikamieRs rec‘ébﬂﬁ@hfég@h@@ Sﬁtﬂ‘}ldtammes

dition (WIey Mar ch rehensi ve O
anpaagpraghﬁﬁrlgpc‘@r{eg Pr%f"‘EEH"f‘l @Hd el§ pfg')adrﬁn@erg%p% Rsal sprays
dr f agfosEREIRRYCl ic Chenmistry', 2"d Edition

(Perganmon), AR Katritzky), review articles such as
found in

In the case of arthritis and related inflammatory diseases other known drugs include
glucocorticoids, NSAIDs (Non Steroidal Anti-Inflammatory Drugs — conventional
prostaglandin synthesis inhibitors, COX-2 inhibitors, salicylates), and DMARDs
(disease-modifying anti-rheumatic drugs such as methotrexate, sulfasalazine, gold,
cyclosporine).

Synthetic Routes
There are multiple synthetic strategies for the synthesis of the compounds (l) with

which the present invention is concerned, but all rely on known chemistry, known to



"Synt hesis", "Acc. Chem Res.", "Chem Rev", or
primary literature sources identified by standard
wo pdoened7os e sear ches online or, from secondary BOIERBS6/011216

such as "Chem cal Abstract 51'3 or "Beil ste| n". In
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Agggggg%,abeﬁgtg,ﬁtl ng materials or introduced at the
nitrile stage utilising base catalysed nucleophilic

substitutions or R, and R2 are introduced after
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nitrogen ring can i ntroduced fromt
f@éﬁ'%@ﬁbﬁﬁp'ﬁgomscﬂfé’sppﬂ‘{@%bd by standard oxi dation
conditions, by e.g. reductive alkylation. Optionally

t he ketone may be introduced in a protected form such
Fhe qase gxadiazole of Formula | is normally formed by condensation of amidoximes

and optionally substituted methyl benzoates. The acidic side chains are introduced
by base catalysed substitution of the phenol with e.g. bromoacetate or 2-
bromoproprionate esters followed by alkaline hydrolysis of the ester. The R1 and R2
groups are either available in commercial starting materials or introduced at the nitrile
stage utilising base catalysed nucleophilic substitutions or Ry and R; are introduced

a0
Koo

after assembly of the oxadiazole system.
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The R, group containing a cyclic nitrogen ring can be introduced from the

Commercial
source

corresponding ketone, obtained by standard oxidation conditions, by e.g. reductive
alkylation. Optionally the ketone may be introduced in a protected form such as ketal
at an earlier stage of the syntehesis. Alternatively, the R, group may be introduced
by nucleophilic displacement of a corresponding compound containing a leaving



at an earlier stage of the syntehesis. Alternatively,

the R2 group may be introduced by nucleophilic
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The compounds having R, and R, adjoined in a common ring can for example be
introduced by the following strategy where Lg denotes a leaving group such as
chlorine, bromine, mesyl or tosyl and Pg denotes a protecting group when needed,
such as t-Boc for nitrogen. After deprotection the X, group can be further

manipulated by standard reactions, e.g. for X; being secondary amine, alkylation or
acylation with a sulfonyl chlorides or acyl chlorides to produce alkylated amines,

denotes a protecting®group when needfd

sulfonamides or carboxamides, respectively.

\
Pg\ X1 x1 X1
Xw
P
oN th ¢ N= N= N=
O /N
—_—



such as t-Boc for nitrogen. After deprotection the X
group can be further manipul ated by standard
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this invention is dopepgned. - Ar N Ar OOWO -~ OWW O Ar -'
NAr OHOR OOH HONHRI /ARAR W 2007/062773 15

&%ﬁ%@,ﬁ}ﬁég&lzm The followi ng Exanples illustrate

the preparation of conpounds with which this
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(pos.). General Synthetic Route | R HNOHN_ N / CN
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CN NH HO Me y’ N 2 N
NH,OH.HCI, N HCI, Na _BrCH,COEt OEt
Methanol Na, EtOH heat chO3 aoetone
GP3 GP4
aq. NH,OH LiOH
Ethano! GP2 GP5 | THF, water
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R
Br

General Synthetic Route |l

CN CN
TEBAC, aq. NaOH, reflux
—ee -
&r /\/Cl
R

R GP6



GP5 THF, water Ethanol GP2 Reflux CN/R 0 O L R I
OOH Br'; GCeneral Synthetic Route Il CN CN TEBAC,

wagodeds reflux Br*/C R G26 R WD 2007/ 0627F81/££2006/011216
PCT/ EP2006/ 011216 GCener al nthetic Route Il 0 O

- . R-R- RNNN O,NO,N,NO
G?"‘Fy&%wﬁeé%{)@dw D chl oronmethane I O or R S02CI O
Bro. @7 Br GP8 Br WCO or S02 R CHO NaBH( Gag) 3 GP9
‘R(%NO OJj Br N

N
R R R
N= N= =
O__N o O__N o O N o
TFA :
oM\ — oM~ _Reoo o M~
Dichloromethane or R'SO.Cl
Br GP7 Br Gps  Br
W =CO or SO,
R'CHO

NaBH(OAc), | GP9

General procedure 1 (GP1)
Synthesis of amidoximes

Sodium (1.25 mmol) was added to dry methanol (1ml) to give solution A.
Hydroxylamine hydrochloride (1.2 mmol) was dissolved in dry methanol (1mL) to give
solution B. Solution A and B were mixed, cooled in an ice-bath and filtered. To the
filtrate was then added the nitrite (1 mmol) and the reaction mixture was stirred over
night at room temperature. The solvent was removed in vacuo to give the
corresponding amidoxime. The compound was purified over silica gel
chromatography (EtOAc/Heptane: 1/2) or used without further purification.

General procedure 2 (GP2)
Synthesis of amidoximes

To 50 ml of 96 % ethanol was added the nitrile (10 mmol) and 50 % hydroxylamine
(40mmol) in water. The mixture was heated to reflux for 2 hours. After cooling, the
solvent was removed in vacuo and water was added and the mixture was stirred until
precipitation occurred. The precipitate was filtered and dried in vacuo.

General procedure 3 (GP3)
Synthesis of oxadiazoles

To a solution of sodium (3.3 mmol) in dry ethanol (10 mL) were successively added
the amidoxime (1.15 mmol), molecular sieves (1g) and methyl benzoate (1 mmol).



General procedure 1 (GPlI) Synthesis of am doxi nes
Sodium (1.25 nmmol ) was added to dry nmethanol (1 m) to
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further purification. General procedure
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purified over silica gel chromatography

derefAprobedaress (GPS)) or used without further
rification. Ceneral procedure 4 (GP4): Alkylation
I €S®le phenol (0.5 nmol) in acetone (1 m-) was

T@dﬁ@ést@t o mmaqwaaoes nﬁw&ﬁwag ad&h(ﬁLlOHWJO % mgt bvis mmol)

-brono

n W?ﬂef @3 F&Sreﬁl'ﬁ/'ieéaﬁi %w% ?tﬂf%ﬂo?tdﬂ%{{\éer(\pq@yr%or >8 ;3% HCI
WESRIdHe DAtilHOB a(naihwuxtereaaas &Ricled ANICHIT,. MeRGrgaMic

m xture was st roomtenperature for 12 h. The
phase was dried (Mgé(r),,) and concentrated to g?ve t‘me product.

General procedure 6 (GP6):

Synthesis of cyclopropyl

To a mixture of phenylacetonitrile (20 mmol) and triethylbenzylammoniumchloride (2
mmol) in 50 % aqueous sodium hydroxide (10 ml), was slowly added 1-bromo-2-
chloroethane (30 mmol). The mixture was refluxed for 12 hours. After cooling, the
mixture was partitioned between water and ethylacetate. The organic phase was
dried (Na,SO,), reduced in vacuum and purified by flash chromatography
(EtOAc:Heptane, 1:4).

General procedure 7 (GP7):
Removal of Boc protecting group




reaction m xture was then concentrated in vacuo and

the residue was partitioned between water and et hyl
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The organic phase was dried (Na,SO,), reduced in vacuo and used without further

purification.

Preparation of Intermediates

M1 o
4-[5-(5-Bromo-2-ethoxycarbonylmethoxy-phenyl)-[1,2,4]oxadiazol-3-yl]-4-

phenyl-piperidine-1-carboxylic acid tert-butyl ester. Title compound was
prepared from 5-bromo-2-hydroxybenzoic acid methyl ester and 4-Cyano-4-phenyl-



removed in vacuo. The residue was partitioned between

wat er and di chl oronet hane. The organi ¢ phase was
waloede7MNa2SO4) , reduced in vacuo and puri fi ededyEbPioasbtui2ie

chromat ogr aphy (Et OAc: Heptan€, 1:1) or used w thout
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D B R G Fang 0P LOMS
(a20pHm) RIF3.2hmin, sg S66 dMMBY: (0.2 Mol ) and sodi um

tri acet oxyborohydride (0.9 nmol) in dichloronethane

(8 mM) was added fornmal dehyde 37 % (0.9 nmol). The

reaction mxture was stirred at room tenperature

overni ght., Sat. aqueous sodi um hydrogencarbonate was

added aS%Z@Z conmpound extracted wi th dichl oronet hane.

The or gy hase was dried (Na2SO4), reduced in vacuo

ane oW thout further purification. Preparation of

Inte iates 400 Br N\NO OIl-r Q,,, IM O

4- [ 5- (5 BronD- 2- et hoxycar bonyl net hoxy-phenyl )-[1, 2, 4]0
IM2di azole 3-yl ]-4- phenyl - pi peridi ne-1-carboxylic acid
{4-8rdmio-2-13-(4phéryl-pipéridinaoyippt) 2 d] mestliazol-SpAl-phei oxy)acetic

5- pr -2-h oxybenzaoi c acid hyl. ester. .
agicgphbesten Talk fomiES BgcvAeG 3R et T el plalM aesorsing to
GR7 ECINIS t8aZ0pSan R 1 94 mavs; indz 502 (MBHFy | ester

according to GP2, GP3 and GP4: LOMs (tfa20p5.m Rt
3.22 min, mMz 566 [MtH"; on Br NI\ OIM O

{4-Br - 2-[ 3- (4- phenyl -pi peridin-4-yl)-[1, 2, 4] oxad

i azobASMA ] - phenoxy}-acetic acid ethyl ester. Title
conpoun repared frominternediate | M according
to GP7s\LCT'M5 (tfa20p5.m Rt 2.194 min, nmz 502

(o}

[ M?—%@(L
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M3 o
4-[5-(5-Bromo-2-ethoxycarbonylmethoxy-phenyl)-[1,2,4]oxadiazol-3-yl]-4-(4-

fluoro-phenyl)-piperidine-1-carboxylic acid tert-butyl ester. Title compound was
prepared from 5-bromo-2-hydroxybenzoic acid methyl ester and 4-Cyano-4-(4-fluoro-
phenyl)-piperidine-1-carboxylic acid tert-butyl ester according to GP2, GP3 and GP4:
LC/MS (tfa20p5.m) Rt 3.75 min, m/z 628[M+Na]).

IM4 o
(4-Bromo-2-{3-[4-(4-fluoro-phenyl)-piperidin-4-yl]-[1,2,4] oxadiazol-5-yl}-

phenoxy)-acetic acid ethyl ester. Title compound was prepared from intermediate
IM3 according to GP7: LC/MS (tfa20p5.m) Rt 2.3 min, m/z 506 [M+H];
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mml ). After dissolution of sodium cyanide, a

sol ution of 4-Fluoro-benzal dehyde (1 m, 9.32 mol)
onitrile (38 m) was added dropvvl se. The

reaction mxture was stirred at room tenperature for

SdSayés. Sol vent was renoved in vacuo and water was

added.
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D1 o

{4-Bromo-2-[3-(1-phenylcyclopropyl)-[1,2,4]oxadiazol-5-yl]phenoxy}acetic acid.

=4

N

Title compound was prepared from 5-bromo-2-hydroxy-benzoic acid methyl ester and
1-phenyl-1-cyclopropanecarbonitrile according to GP1, GP3, GP4 and GP5: LC/MS
(an10n8) Rt.2.756 m/z 413.4 [M =HJ; 'H NMR (DMSO-dg): 3 0.92 (m, 2H), 1.11 (m,
2H), 4.38 (s, 2H), 6.63-6.66 (d, 1H), 6.79-6.88 (m, 3H), 6.93-6.95 (m, 2H), 7.25-7.29
(dd, 1H), 7.50-7.51 (d, 1H).

D2
{2-[3-(1-Acetyl-4-phenyl-piperidin-4-yl)-[1,2,4]oxadiazol-5-yl]-4-bromo-

phenoxy}-acetic acid. Title compound was prepared from example D5 and acetic
anhydride as follow:

A suspension of example D5 (0.04mmol) in acetic anhydride (0.5ml) was heated to
50°C for 1 hour. Solvent was removed in vacuo to give a colourless gum. Water was



m xture was stirred for -10 m nutes and the white
precipitate was filtered off, washed wth water and
wolreoedei7ms vacuo to give titl (;dcorrpound (1. 749, PCT/EP2006/011216
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Has follow A suspension of exanple D5

DB0. 04nm®Bl ) in acetic anhydride (0.5n) was heated to
{4Beomor2-[3-(1ophenytsyolohexyilr 1,2 4loxastiazal-Svll-nbenexyjiagetia

o B sERRe et P aptiay PRI PORIE o an mogny

esteg amb d<Rhenyirsyiclohexanecatbositije actgrdingtte GRis GP3: P4.and GPS:

CENS G 7RE By ST BRI A8 . o)

202 QB 2H), 26-25 (50 2H, A, G, 2HB00 1301254, PH INURECMED), 4H)
2 2.6-2.7 2H) ,
794 723853‘5"?1'@%0539%3"2"@ Eml H), 3, 75- 3, ézrsn(rl;?l H)

4,15-4,3 (m1 H ,49(33H) 7,15-7.19 (d, 1 H),
721 7?28 (1 H), 7.31-7.43 (m4H), 7.75-7.81 (dd, 1
%Ja 7(d, 1 H).

[o]

OH
D4 o
{4-Bromo-2-[3-(morpholin-4-yl-phenyl-methyl)-[1,2,4]oxadiazol-5-yl]-phenoxy}-

acetic acid. Title compound was prepared from 5-bromo-2-hydroxybenzoic acid
methyl ester and Morpholin-4-yl-phenyl-acetonitrile according to GP1, GP3, GP4 and
GP5: LC/MS (an10n8.m) Rt 2,39 min, m/z 474 [M-H]'; '"H NMR (DMSO): 6 1.9 (s,
1H), 2.3-2.5 (m, 3H), 3.6 (s, 4H), 4.85 (s, 1H), 4.9 (s, 2H), 7.13-7.2 (d, 1H), 7.27-7.45
(m, 4H), 7.5-7.6 (m, 2H), 7.75-7.83 (d, 1H), 8.05-8.1 (s, 1H).



on Br IONIly OH D3 0
{4-Brono-2-[ 3- (1- phenyl - cycl ohexyl )-[ 1, 2, 4] oxadi azol -5

wo ydofropdtenoxy} - acetic acid. Jjtle compound WaBCT/EP2006/011216
prepared from 5-brono- 2- hydroxybenzoi ¢ aci d net hyl

S \$5_d4- Lpi i £0 | HUidZ0I 58 IRpREN Sy Shcetic
R A g L K TN TR W
agidh Title; gompopnd was) praparegl/froppimseyediated M2_and-ithiym hypgoxide as
ffoQz2.1 (m 2H), 2.5-2.6 (m 2H), 4.9 (m 2H),
7.13-7.25 sm 2H ) ,_7.28-7.41(m 4}-3 L. 1.74-7.80
Todhe ester §0. 1@momigin g4 @, 5 mb) was added NOHHQ (633 mg, 0.15 mmol)
i @é@i’ ?C?Tgn%_)[ Prid AERCREPIvhE stitred atﬁb&_ﬂ%mg_&‘ahﬂé Yorl>D R.a8] P was
adi azol -5-yl ] - phenoxy} - _acetic acid. Title conpound.
agded ynid paeciritatipn pecirisdo fbe prairitateastitesed ofh apg dried in vacuo
téTSR/EXihe%éhﬁbur?d]d Mor phol i n-4-yl - phenyl -acetonitrile
accordin o GP1, GP3, GP4 and GR5: LC/ NS (anlQn8. m
/NS 3an fhrg miRe2 37 g g 4SBiLR:  TONERYOMSCD): § ZE (M 2H),

8 (m2H); 2. TeHBH) 2 (m; BHY 3.4 @HH), 6.958, {19), 718 (. 1H); .4 (m,
z?js(,m’zzk@,’ gﬁf@g Sd,( 1 ﬁ§ 7(. 27-')7. fgé (n% 4%@ H (

47) 565 ¢, ("W). &Pfs, 1H).75-7.83 (d, 1 H), 8.05-8.1 (s, 1
. BrN I\ ON O LOH D5 0 WD 2007/062773 22

PCT/ EP2006/ 011216
{4- Br ontS 5(4- phenyl - pi peridin-4-yl)-[1, 2, 4] oxadi az
ol - 5-ylu+ phenoxy}-acetic acid. Title conmpound was
pr& frominternediate M and |ithium hydroxi de
as o ow To the ester (0.10 mmol) in THE (0.5 m -)
was addgeLi OHH20 (6.3 ng, 0.15 mml) in water (0.5
DA). The reaction was stirred at roomtenperature for

t2Bromer@-{3HtH4vfluoromhenyl)wyclaprppyl-ih? dlaxadiazet-Suil-ed.
pmﬂoﬂg)e-gééﬂcf &i§. YIS c&’g bb&HARaLplepardd it 5$rémopacuo

to give title conmpound. o
hydroxybenzoic acid methyl ester and 1-(4-Fluoro-phenyl)-cyclopropanecarbonitrile
according to GP6, GP2, GP3, GP4 and GP5 LC/MS (tfa20p5.m) Rt 3.09 min, m/z
436 [M+H]; '"H NMR (DMSO): 6 1.45 (m, 2H), 1.65 (m, 2H), 4.9 (s, 2H), 7.1-7.2 (m,
3H), 7.4-7.55 (m, 2H), 7.8 (dd, 1H), 8.0 (d, 1H).

D7 Y
{4-Bromo-2-[3-(4-phenyl-1-propionyl-piperidin-4-yl)-[1,2,4]oxadiazol-5-yl]-

phenoxy}-acetic acid. Title compound was prepared from intermediate IM2 and
Propiony! chloride according to GP8 and GP5 LC/MS (tfa20p5.m) Rt 2.78 min, m/z
514 [M+H]; '"H NMR (DMSO): 5 0.95-1.0 (t, 3H), 2.0-2.2 (m, 2H), 2.3-2.4 (m, 2H),
2.55-2.70 (m, 2H), 2.8-2.95(m, 1H),3.15-3.3(m, 1H), 3.75-3.9 (m, 1H), 4.15-4.3 (m,
1H), 4.85 (s, 2H), 7.13-7.18 (d, 1H), 7.2-7.28 (m, 1H), 7.31-7.43 (m, 4H), 7.74-7.80
(dd, 1H), 8.03-8.06 (d, 1H).



. LM (anl On8.m) Rt 2.33 mn,
(DMBO): 6 2.3 (m 2H), 2.8
W@ 2007268773 4.4 (s, 2H), 6.9 (
(m 4H), 7.65 (d, 1 H, 8.0(5s, F Br NO OL
OH D6 0 (4-Bronp-2-{3-[1-(4-fl
uor o-phenyl ) -cycl opropyl ]-[1, 2, 4] oxadi azol -5-yl }-
pheno%f( -acetic acid. Title conmpound was prepared from
5- br ont: 2- dr oxybenzoi c acid nethyl ester and
1- (4- Flyuord<phenyl ) -cycl opr opanecarbonitrile
dad to GP6, GP2, GP3, GP4 and GP5 LC/ MB
5.m R 3.09 min, mz 436 [ MH 1H NVR (DWVSO):
2H), 1.65 (m 2H), 4.9 (s, 2H), 7.1-7.2 (m
p#), 7.4-7.55 (m 2H), 7.8 (dd, 1 H, 8.0 (d, 1 H. \4
{ABrdmid-248-¢1 Qoblutjryl-ﬂﬂh@ﬁyﬂplpendm-byl) 1,2 4]oxad|azo|-5-yI]-

A S e g Wz b

| SODUBEYIRRIONaS apEsEG 26l GRBnd GPST ICINSAta20pmARY 2.947min, m/z

S R SOl o 22

HPNBEZ, 955(n). 2H); 3.2(8.8 (m, B, 3.85-292 (d, (), 42-).3 (@, 3HP, 4485 (s,

A i oA d B 312(#2@9%*5“ YBT3 - 85

1H)H), 4.85 (s, 2H) 7.13-7.18 (d, 1 H ,72728(m1
H, 7.31-7.43 (m 4H), 7.74-7.80 (dd, 1 H), 8.03-8.06
(d, 1 H). WD 2007/ 062773 23 PCT/ EP2006/ 011216 o0 Br

| ON j@»m
N
| NCI
0

OH

D9 °
(4-Bromo-2-{3-[1-(2,4-dichloro-phenyl)-cyclopropyi]-[1,2,4]oxadiazol-5-yl}-

mz 458 [MH 'H NWR
(m 2H), 2.95 (m 2H), 3.2
33 1 H, 7.3 (m 1P¢H/EP206011216
1H,
1,

phenoxy)-acetic acid. Title compound was prepared from 5-bromo-2-
hydroxybenzoic acid methyl ester and 1-(2,4-Dichioro-phenyl)-
cyclopropanecarbonitrile according to GP6, GP2, GP3, GP4 and GPS5: : LC/MS
(tfa20p5.m) Rt 3.483 min, m/z 485 [M+H]; '"H NMR (DMSO): 5 1.4-1.5 (m, 2H), 1,7-
1.8(m, 2H), 4.6 (s, 2H), 7.0-7.04 (d, 1H), 7.44-7.49 (dd, 1H), 7.58-7.62 (d, 1H), 7.66-
7.68 (d, 1H), 7.69-7.75 (dd, 1H), 7.96-7.99 (d, 1H).

o]
\ /7
0=§

0
‘\n,on
D10 o

{4-Bromo-2-[3-(1-methanesulfonyl-4-phenyl-piperidin-4-yl)-[1,2,4]oxadiazol-5-
yl]-phenoxy}-acetic acid. Title compound was prepared from intermediate IM2 and
Methanesulfonyl chloride according to GP8 and GP5:LC/MS (tfa20p5.m) Rt 2.725
min, m/z 538 [M+H]; '"H NMR (DMSO): § 2.2-2.3 (m, 2H), 2.7-3.0(m, 7H), 3.5-3.6 (m,



ly OH D8 0
{4-Brono-2-[ 3-(1-isobutyryl -4-phenyl - pi peridin-4-yl)-[
wa 2ad7Asxxadi azol - 5-yl ] - phenoz%/} acetic acid. ACt/ER2006/011216
conmpound was prepared from ernmediate | M and
oPyisy F CPh4l 8
E 4’% EMLVCM ?193%71?“%”%@* 7“29(3% 1‘136’ 7@2@ zﬁPﬁr W*Ws)? .80
( d*t) QSWGW 1.95-2.02 (m 2H) 2.6-2.75 (m
2H), 2.8-2.95 (m 2H), 3.2-3.3 (m 1 H), 3.85-3.95 (m
1 H, 4.\2-4.3 (m 1 H, 4.85 (s, 2H, 7.1-7.17 (d, 1

H, 7,2\28(m 1 H, 7.31-7.44 (m 4H), 7.73-7.78
(dd, 1 5(d, 1 H. N Bl NGO O | OHD9 O
_\_{

(4-Brg 3-[1-(2, 4-d
i chl - Bhenyl ) -cycl opropyl ]-[ 1, 2, 4] oxadi azol - 5-yl } -
phenoXy -%geti c acid. Title conpound was prepared from

lg brom) hydr oxybenzoi c aci d nmethyl ester and

e R et B iU LT E A B -
mkhaiﬁpﬁcet‘)c atid T8 8ompoyndwas grepaifeliiftdm interheRiatebDand
rSmidinge ahSBramgito GPo/andishl TS qrafpss o gy 4idka i, e
ATAIN+H]7 "ANMR (BYISQ); 52.29-2.4Tmb SHY, 2756, RH), 2.6§-2,75 (m, 2H),
298 08m 297 4.7 & 2r). 903977 (0 M) ¥.2-7.28mABh), V317 43, 4m),

A 67-B761(0d, 2tH)3-8(at-aed(anbesul f onyl - 4- phenyl - pi peri di n- 4-

yl')-[1,2, 4] oxadi azol -5- yl]-phenoxy}-acetic acid.

Title c:}pound was prepared frominternediate | M and
(o}

N;\é
I N
Bf\do

OH

D12 0
{4-Bromo-2-[3-(1-cyclopropanecarbonyl-4-phenyl-piperidin-4-yl)-

[1,2,4]oxadiazol-5-yl]-phenoxy}-acetic acid. Title compound was prepared from
intermediate IM2 and Cyclopropanecarbonyl! chloride according to GP8 and GP5:
LC/MS (tfa20p5.m) Rt 2.82min, m/z528 [M+H]; *H NMR (DMSO): & 0.68-0.70
(m,4H), 2.00-2.27 (m, 2H), 2.72 (m, 2H), 3.1 (m,1H), 4.08 (m, 1H), 4.18 (m, 2H), 4.91
(s, 2H), 7.15-7.18 (d, 1H), 7.25-7.27(m, 1H), 7.32-7.42 (m, 4H), X (7.76-7.80(dd, 1H),
8.05-8.06 (d, 1H),

Cl

B rf \N Ct
r\CfLo

0

D13 0
(4-Bromo-2-{3-[1-(2,6-dichloro-phenyl)-cyclopropyl]-[1,2,4]oxadiazol-5-yl}-

phenoxy)-acetic acid. Title compound was prepared from 5-bromo-2-
hydroxybenzoic acid methyl ester and 1-(2,6-Dichloro-phenyl)-
cyclopropanecarbonitrile according to GP6, GP2, GP3, GP4 and GP5: : LC/MS
(tfa20p5.m) Rt 3.313 min, m/z 485 [M+H]; '"H NMR (DMSO):  1.54-1,58 (m, 2H),



Met hanesul fonyl chloride according to GP8 and
GP5: LO MS (tfa20p5.m) Rt 2.725 min, mz 538 [ M+H ' ;

wa kbR 7¢DVBO) : 6 2.2-2.3 (m,2H), 2.7-3.0(m #&d/EP2006/011216
3.5-3.6 (m WD 2007/062773 PCT/ EP2006/ 011216 2H),

. 7- : £ A
1335 88 (B Al 200 LIS TSN U Y Sk BT @
1H).-9.04-805 &L 1H). O 1yOd D11 0
{4- Brono- 2-[ 3- (1- net hyl - 4- phenyl - pi peridin-4-yl)-[1, 2,
4] oxadi azgl -5-yl]- phenoxy}-acetic acid. Title
conpound%@prepared frominternedi ate | M and
formal d de according to GP9 and GP5: LC Ms
(tfagops5°m Rt 1.849 min, mz 474 M+H 'H NVR ( DVBO) :

6 2.2 gg?;(m 5H), 2.5 (m 2H), 2.65-2,75 (m 2H)
0xCm 2H), 4.7 (s, 2H), 7.03-7.1 (d, 1

95- 3. ,
%&og@i[@{%g%a@lfyﬁ’o?&@lﬂ 514]<?x ﬁz -SFxthh?n?)éfq%gleglc acid.

Tife2cdinpound was prepared from 5-bromo-2-hydroxybenzoic acid methyl ester and

A e T e T R e e e R S
L‘G/MBE(aﬁmm@unmt\aaeo Bire paz 620 {M-ey; "HINMRB¥SD)es 117 @and H),

R RSB0 S B ) C kG T .22

NRnt, DO) 359 .35 G8-4H)/0.75(MmT94dd, 18), BID28.8Z (¢, MH)243.17 (s, 1H).
2.72 (m 2H), 3.1 (m1 H, 4.08 (m 1 H, 4.18 (m

2H), 4.91 (s, 2H), 7.15-7.18 (d, 1 H), 7.25-7.27(m 1
H, 7.3¢-7.42 (m 4H), X (7.76-7.80(dd, 1 H),

8.05-&%5 (d, 1 H, C N ONC Br | \

N
o

0
D15 Hor

{4-Bromo-2-[3{1-cyclopropanesulfonyl-4-phenyl-piperidin-4-yl)-[1,2,4]

Br

=8

oxadiazol-5-yl]-phenoxy}-acetic acid. Title compound was prepared from
intermediate IM2 and Cyclopropanesulfony! chloride according to GP8 and
GP5:LC/MS (tfa20p5.m) Rt 2.9 min, m/z 564 [M+H]; 'H NMR (DMSO): & 0.98 (m,4H)
, 2.2 (m,2H), 2.56 (m,1H), 2.75 (m,2H), 3.04 (m,2H), 3.58 (m,2H), 4.9 (s,2H), 7.15-
7.18 (d,1H), 7.25-7.28 (m,1H), 7.33-7.42 (m,4H), 7.77-7.78 (dd,1H), 8.06-8.07 (d,1H),
13.2 (s,1H).

e
[
O
D16 0

4-[5-(5-Bromo-2-carboxymethoxy-phenyl)-[1,2,4]oxadiazol-3-yl]-4-phenyl-

5

N
o

piperidine-1-carboxylic acid methyl ester. Title compound was prepared from
intermediate IM2 and Methyl chloroformate according to GP8 and GP5:LC/MS
(tfa20p5.m) Rt 2.8 min, m/z 516 [M+HJ; 'H NMR (DMSO): 5 2.1 (m,2H), 2.65 (m,2H),



O D13 0

(4-Bronp-2-{3-[1-(2,6-di chl oro-phenyl)-cycl opropyl]-[1
w0 200dbezvasli azol - 5-yl) - pheno%D acetic acid. Tp¢T/€P2006/011216

conpound was prepared from 5=br onp- 2- hydr oxybenzoi c

C F I

cyc dﬂrqd%gén éar r?a(tﬂf%'ﬁ)eﬁﬁc(gﬁa hhgtﬁgggg‘,rmgj%j 7C'52F>83$m'“-|)'
7@143N@@57767LU(\®1WX$§Q@3@M + 3.313 nin, nlz

485 [MtHl "H NWMR (DMSO): 6 1.54-1,58 (m 2H), WO

2007/ 062;/73 25 PCT/ EP2006/ 011216 1.93-1.98 (m 2H),

4.89 (s , 7.15-7.19 (d, 1 H), 7.39-7.55 (m 2H),

I777 Z#@l(dd 1 H, 804-8.05(d, 1 H. N Br\N OO

y O D1

{4- Bromp=¢-}3- ( 1- phenyl -cycl obutyl )-[ 1, 2, 4] oxadi azol -5
-yle< dxy}-acetic acid. Title conpound was
prep from 5- br ono- 2- hydr oxybenzoi ¢ aci d net hyl

ester ango 1-Phenyl -cycl obut anecarbonitrile according
p1g GP6, 2, GPS GP4 and GP5: @ LC/MS (anlOp.8.m Rt

(1%1}? ?1 -@-Bgeﬁw lyy;%gygprpgngfﬂ%ﬁ;n 224]g)fa% ﬁ%&]ﬁ—'ﬂ"}“"

bfoo-f Iﬁenlﬁ)y)—a&etléat? d1Titlé dompotid wds izparedfort DS dndH) ,
75-7.79 (dd, 1 H), 8.00-8.02 (d,

Afemya%iﬁf‘fm('ge 21 f‘llb°WS =S N_ \/ NBr ~\N O O

A mixtiee B B5Q230mg, 0.5 mmol), acetoxyacetyl chioride (120u| 1 1 mmol) and
té%h)ﬁgrg)rn%(ﬁ@éé ‘Ek]Jf n%SnS PrP treggh g’fld}afno(%ml) waDs sei‘ d al? b%?or%
hours, under an argon atmosphere. The reaction mixture was concentrated in vacuo.
The residue was partitioned between dichloromethane and water. The phases were
separated and the organic phase was dried over MgSO, and concentrated in vacuo.
The residue was purified over silica gel chromatography (eluent: CH,Cl,/MeOH: 10/1)
to give title compound (41mg, 0.07 mmol, 15%). LC/MS (tfa20p5.m) Rt 2.5 min, m/z
560[M+H]; '"H NMR (DMSO): & 2.0 (m,4H), 2.25 (m,1H), 2.65 (m2H), 2.9 (m,1H), 3.3
(m,1H), 3.7 (m,1H), 4.15 (m,1H), 4.42 (s,2H), 4.8 (d,2H), 6.95-6.99 (d,1H), 7.12-7.28
(m,1H), 7.31-7.41 (m,4H), 7.65-7.71 (dd,1H), 7.98-8.00 (d,1H).

D18
(4-Bromo-2-{3-[1-(2-hydroxy-acetyl)-4-phenyl-piperidin-4-yl]-[1,2,4]oxadiazol-5-
yl}-phenoxy)-acetic acid. Title compound was prepared from intermediate IM2 and
Acetoxyacetyl! chloride according to GP8 and GP5:LC/MS (tfa20p5.m) Rt 2.4 min,
m/z 516 [M+H];



oxadi azol - 5-yl ] - phenoxy}-acetic acid. Title conpound
was prepared from internediate IM and

weyahosepanesul fonyl chlori accordi ng to GPBCEHRP2006/011216
GP5: LCOMS (tfa20p5.m) Rt 2. 9min, mz 564 [MtH]-;"'H
NI\/R(DI\,’S) 80.98(m4H) , 2.2 (m2H), 2.56 (m1 H),

2.75 61%y 3.04 (m2H), 3.58 (m2H), 4.9 (s, 2H),
7.15- 7! -l H, 7.25-7.28 (m1 H), 7.33-7.42
(mA4H), v 77-7.78 (dd,1 H), 8.06-8.07 (d,1 H), 13.2
(s,"W\@(LoomN_ Br N\NO Ol ODI6 0

4-[ 5- Br onp- 2- car boxynet hoxy- phenyl ) -[ 1, 2, 4] oxadi azo
- 3-yl ] -4°phenyl - pi peri di ne-1-carboxylic acid nethyl

DSt er. TPtle conpound was prepared from internediate

(%aﬁ%d% E@tﬂ%’i-ﬂggﬂogﬁﬁéﬁv llﬂﬁetﬁSﬁéHtﬂfthI g?eﬁam
INeRIoxadiagol- seylkpheom(mgcetlg agigl. (TMWPW mw?f%ez?#@om
?Qr ﬁutgmggﬁﬁ(ﬁl&ﬁ%suﬁoﬂﬁ cﬁlﬂilgé‘%cogdlﬁg](oseﬁk%nd &5 LC/MS
(faR0pE)M) Rt2. glmndQ/Z(ﬁﬁ64M+H]7;]H75|§VIR EIMB@Y, 512.8§ (m,2H), 2.7-3.0
Zﬁ? 38f§ fziil)Alt blls,21), 7X1407 éz XQ:#H)I 7 Bp-73NnD2H), G077- 7.82
@d 3y 2 ceﬁ_'oxy acetyl) phenyl - pi peri'di h- 4- yl1-1
165&:8:084411H3- y| } - 4-  br ono- phenoxy) - aceti ¢ aci d.
Title conpound was prepared from D5 and Acetoxyacetyl
chl ori dep as follows: A mxture of D5 (230nmg, 0.5
mT_DI) iCet oxyacetyl chloride (120ul, 1.1 nmol) and
triethy €160ul, 1.1 mol) in tetrahydrofuran

(10m) s irred at OC for 2 hours, under an argon
at n"oméme. The reaction m xture was concentrated in
vacuow¥~oThe residue was partitioned between

di chl ordqf@thane and water. The phases were

D20 0

(4-Bromo-2-{3-[(1,1-dioxo-1lambda*6*-thiomorpholin-4-yl)-(4-fluoro-phenyl)-
methyl]-[1,2,4]oxadiazol-5-yl}-phenoxy)-acetic acid. Title compound was prepared
from 5-bromo-2-hydroxybenzoic acid methyl ester and intermediate IM5 according to
GP1, GP3, GP4 and GP5: LC/MS (tfa20p5.m) Rt 2.62 min, m/z 540 [M+H]; 'H NMR
(CDCly): 8 3.12 (m, 8H), 4.78 (s, 2H), 5.14 (s, 1H), 6.97 (d, 1H), 7.10 (t, 2H), 7.48
(dd, 2H), 7.74 (dd, 1H), 8.23 (s, 1H).

D21
(S)-2-(4-Bromo-2-{3-[1-(4-fluoro-phenyl)-cyclopropyl]-[1,2,4]oxadiazol-5-yl}-
phenoxy)-propionic acid. Title compound was prepared from 5-bromo-2-
hydroxybenzoic acid methyl ester , 1-(4-Fluoro-phenyl)-cyclopropanecarbonitrile and
ethyl (R)-2-(trifluoromethylsulfonyl)propionate according to GP6, GP2, GP3, GP4 and
GP5: LC/MS (tfa20p5.m) Rt 3.20 min, m/z 447[M+HJ; '"H NMR (CDCl,): 5 ,1.36-1.38
(m,2H), 1.61-1.65 (m,2H),1.69-1.72 (d,3H), 3.65-3.67 (m,1H), 6.88-6.91 (d,1H), 6.96-
7.01 (m,2H), 7.37-7.41 (m,2H), 7.60-7.63 (dd,1H), 8.06-8.07 (d,1H).



separated and the organic phase was dried over MgSO4
and concentrated in vacuo. The residue was purified
w@e@/063773 ca gel chromat ography (el uent: CH2Cl P¢VEERNG6/011216
10/1) to give title conpou (41 nmg, 0.07 mmol, 159%.
al A 5.m R 2.5 nmn, mz 560 MtH 'H NWR
(m4H), 2.25 (m1 H), 2.65 (n2H), 2.9

MaterlalShandMétholt®) 1 H), 3.7 (m1 H), 4.15 (m1 H), 4.42
(s,2H), 4.8 (d,2H), 6.95-6.99 (d,1 H), 7.12-7.28 (m1
Gdneratiohlorigifilof(the ¢EINA Goﬁﬁrﬂct%lTI@eddodan—&equEn@@ oBtheuman
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It(dfé&%@ RERTH2MRIu®). fdsiom proteiny the ERSI' I-I!Mdd]ing safDence without a
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Cell Culture and Transfection. COS-7 cells were grown in Dulbecco's modified
Eagle's medium (DMEM) 1885 supplemented with 10% fetal bovine serum,

100 units/ml penicillin, 1000 pg/ml streptomycin, and keptat 37°C in a 10% CO;
atmosphere. HEK293 cells were maintained in Minimum Essential medium (MEM)
supplemented with 10% (v/v) heat inactivated fetal calf serum (HIFCS), 2mM
Glutamax™-1, 1% non essential amino acids (NEAA), 1% sodium pyruvate and 10
pg/ml gentamicin. For binding experiments, COS7 cells were transiently transfected
with the CRTH2 receptor using a calcium phosphate-DNA coprecipitation method
with the addition of chloroquine (as described by Holst et al., 2001+). To perform the
functional Bioluminescence Resonance Energy Transfer (BRET) assays, a HEK293
cell clone stably expressing Barr2-GFP? and CRTH2-Rluc was generated (CRTH2-
HEK293 cells).

Binding assay. 24h after transfection COS-7 cells were seeded into 96well plates at
a density of 30.000 cells/well. Competition binding experiments on whole cells were
then performed about 18-24 h later using 0.1 nM [P*H]PGD2 (NEN, 172 Ci/mmol) in a
binding buffer consisting of HBSS (GIBCO) and 10 mM HEPES. Competing ligands
were diluted in DMSO which was kept constant at 1% (v/v) of the final incubation
volume. Total and nonspecific binding were determined in the absence and presence
of 10 uM PGD2. Binding reactions were routinely conducted for 3 h at 4°C and
terminated by 2 washes (100 ul each) with ice cold binding buffer. Radioactivity was
determined by liquid scintillation counting in a TOPCOUNTER (Packard) following
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Human eosinophil shape change assay. Blood was sampled from healthy
volunteers according to a protocol approved by the Ethics Committee of the
University of Graz and processed as described previously (Bohm et al., 2004).
Preparations of polymorphonuclear leukocytes (containing eosinophils and
neutrophils) were prepared by dextran sedimentation of citrated whole blood and
Histopaque gradients. The resulting cells were washed and resuspended in assay
buffer (comprising PBS with Ca®**/Mg?" supplemented with 0.1% BSA, 10 mM HEPES
and 10 mM glucose, pH 7.4) at 5 x 10° cells/mL. Cells were incubated with the
antagonists or vehicle (PBS or DMSO) for 10 min at 37°C and then stimulated with
various concentration of the agonists (PGD2 or eotaxin) for 4 min at 37°C. To stop
the reaction, samples were transferred to ice and fixed with 250 pL of fixative
solution. Samples were immediately analyzed on a FACSCalibur flow cytometer
(Becton Dickinson) and eosinophils were identified according to their
autofluorescence in the FL-1 and FL-2 channels. Shape change responses were
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bromo 2-[3-(1-phenylcyclopropyl)-[1,2,4]oxadiazol-5-ylJphenoxy}acetic acid or a salt,

PCT/ EP2006/ 011216

hydrate or solvate thereof::

O
@ N\
R ~
R

R, is hydrogen or methyl and R; is optionally substituted cycloalkyl, or optionally

OH

wherein

substituted non-aromatic heterocyclyl having 4 to 6 ring atoms; or Ry and R;, taken
together with the carbon atom to which they are attached form an optionally
substituted cycloalkyl, or optionally substituted non-aromatic heterocyclyl ring having
4 to 6 ring atoms;

R is hydrogen or an optional substituent;

the phenyl ring containing the substituent R is optionally substituted by 1, 2 or 3
optional substituents;

A is hydrogen or C,4-C; alkyl;

ring Ar is an optionally substituted phenyl or 5- or 6-membered monocyclic
heteroaryl ring.

2. A compound as claimed in claim 1 wherein R, is hydrogen or methyl, and R;
is optionally substituted cyclopropyl, cyclobutyl, cyclopentyl, or cyclohexyl.

3. A compound as claimed in claim 1 wherein R, is hydrogen or methyl, and R,
is cyclopropyl.
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5. A compound as claimed in claim 4 wherein X is—=CH,-, -SO,-, -CO- (when
adjacent to N), -O-, -N(SO,(C;-Csalkyl))-, -N(SOx(cycloalkyl))-, -N(CO(C,-Csalkyl))-
-N(CO(cycloalkyl))-, -CONH-, -CON(C,-Csalkyl)-, or -CON(cycloalkyt)-.

6. A compound as claimed in claim 1 wherein R, and R;, taken together with the
carbon atom to which they are attached form an optionally substituted cyclopropyl,
cyclobutyl, cyclopentyl, or cyclohexyl ring.

7. A compound as claimed in claim 6 wherein R; and R,, taken together with the
carbon atom to which they are attached form cyclopropyl ring.

8. A compound as claimed in claim 1 wherein R, and R,, taken together with the
carbon atom to which they are attached form a divalent ring of formula

K

wherein the ring contains 4 to 6 ring atoms and X' is selected from -CH,-,
-CH(C;-Caalkyl)-, -C(C4-Csalky])2-, -CH(cycloalkyl), -CH(NH,)-, -CMe(NH)-,
-CH(NH(C,-Csalkyl))-, -CH(N(C-Cjalkyl),)-, -CH(NH(cycloalkyl))-,
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tr‘flig (gg"ﬁ t\nfluor methoxy, tnﬂlsoromethylthlo cyano, NH,CO-,
@uytzmé% o DN HC R S doAMBEHER) (C..Coatly)O-
| er. X .
HaeDe" (t?l‘o@,%'“-C’&c)'\lﬁ%,1 -(%cq\ﬁl(%%%yla?@ s EiRy NS0
-CON(cycl oal kyl )-, -N(S02(d -C3al kyl)) -,
14, A compound as claimed in any of claims 1 to 11 wherein Ar is a pyridone ring
or a pyridine N-oxide ring.

15. A compound as claimed in any of the preceding claims wherein any optional
substituents in the phenyl ring containing R are selected from fluoro, chloro, bromo,
cyano, trifluoromethyl, trifluoromethoxy, trifluoromethyithio, (C4-Csalkyl)SO,-,
NH,SO,-, (C-C3alkyl)NHSO,-, (C4-Csalkyl),NSO,-, C4-Cjalkyl, fluoroC,-C,alkyl,



-N(S02(cycl oal kyl))-, -N(CO(C, -C3al kyl))-, or

-N(C(cycl oal kyl'))-. 10. A conpound as claimed in any
woboole27ps ecedi ng cl ai ns V\/nerfé n A is hydrogenPCDEP2006/011216

methyl. 11. A conpound as clal ned in any of the

SPLEFES SR & B By ol 4Ry 208 cruse:
Ce@koxyd) al koxy, (C,- C3)al kyl nercapt o,
trifluoronmethoxy, trifluoromethylthio, cyano,

%C C3al kyl ) S2-, NH2S2-, (C, - C3al kyl ) NHSC2- ,
C eemaxmaymelzcomq@@n@@msmﬁs@poumg@almeotlnany of

EI?& &r3ftnkay bRerhiaEEl |
%@He @I I\i—l&g%th 12. A %’%)z%pounducggSF ?:Tcaelp%)de (l;ar{”earny of

t he preced| ng clains wherein ring Ar is optionally

174 bStL's%LHf %%oﬂgb%ﬂm as RIirh &y In: arﬂfyc?f it E’ﬁékeﬁi ﬁé %%é’ s the

oxazo qui nol 1 nyl yrro furany

naﬁnufaqttamf @ |comp98| t%mﬁ)tﬁﬁimgt efi &%a r¢9rpoaﬁlye & mpﬁélatlon

°wa'fgge&{ﬁ vherein optional substituents in Ar

are sel ecte rom fluoro, chloro, brono, (C, -C3)alkyl,

cycloal kyl, trifluoronmethyl, (C, -C3)alkoxy,

1?r i f %gngtlégﬁﬁtd? Bdtment bf J_jl%%éérfﬁg sWé'tQ mddifiien oNoRFH2:

rqqepgqr@@tlw%;| gomm@gng qd@mlgtggnggq §§mect sumpmch disease and
1977 laims.

RN RS Rpouteas o L e g came,

of claims 1 to 11 wherein Ar is a pyridone ring or a

10Y" i o s@‘a@%‘léi'rﬁe& 'uﬁ&almlqﬂ of\a m&@cl%&ﬂ |ﬁ'cﬁﬁﬂ 18Nwherein
claims wherein any op

any o e prece
t@mwgeawé ene aswqaﬁ@? wite ﬁiﬁvateidrlgve&%ﬁft mpﬁaa'gnqhn 5}2e(PGDZ) or
oﬁ@loffr‘o‘?éi aEﬁx@%ét‘aH&fté’s thefddpr o, bronmo, cyano,

tritluoronethyl, trifluoronethoxy,
trlfluororrethylthlo (C, -C3al kyl ) SQ2-, NH2SO2-,

- Rl ek NERAR Y in £15im $P8 Fgﬂ&mclalnﬁd'@%@nklﬂl& wherein
l uoroC C2al kyl, WD 2007/ 062773 36 PCT/ EP2006/ 011216

thp disersede anafianuyatorycaulomaMKBs.resRitaiany &1 RUAgY dispase.
aryloxy, aryl(C -C3)_ or aryl(C - C3al koxy)-. 16. A
pharmaceutical comnposition conprising a conpound as

24} ai e use asrpjaiged in glainh 1 e eeaimaihed as Aaimeadjg staina 1 8wvperein
tﬁe Bi9844BE Qlekfedlftom aRRRAL ﬁﬂhl@s %ﬂér@iceélmag7syn%ﬁ1é3‘éllél'glc

onmpound as clained in any of receding clains In

rhlnebron@mtﬁ deanehitis oghranig ehﬁ&the eH'mcmarst Pigegsed SORMN: nagal
yPS§§ esdr&ﬁ@@sfbs 'fdrﬁmtr% m? fibrid RiAg, é}fstl@ﬁgrﬁ&sr EHF8RE @bugh,

I VI t A nmet hod treatnent of di sease

meyp@tn@lw atom; desaalitis, AZReterreisease, puaRniclateraliseiprosis,
Aglﬂgg{%r?ng% é:@ﬁin'iﬂe&! AlLRrgish'd QisBasy RbRtotentptralRidnithtia Ucdwy body
dementia, vascular dementia, Guillain-Barre syndrome, chronic demyelinating
polyradiculoneurophathy, multifocal motor neuropathy, plexopathy, multiple sclerosis,
encephalomyelitis, panencephalitis, cerebellar degeneration and encephalomyelitis,
CNS trauma, migraine, stroke, rheumatoid arthritis, ankylosing spondylitis, Behget's
Disease, bursitis, carpal tunnel syndrome, inflammatory bowel disease, Crohn’s
disease, ulcerative colitis, dermatomyositis, Ehlers-Danlos Syndrome (EDS),
fibromyalgia, myofascial pain, osteoarthritis (OA), osteonecrosis, psoriatic arthritis,
Reiter's syndrome (reactive arthritis), sarcoidosis, scleroderma, Sjogren's Syndrome,
soft tissue disease, Still's Disease, tendinitis, polyarteritis Nodossa, Wegener's

Granulomatosis, myositis (polymyositis dermatomyositis), gout, atherosclerosis,



effective anount of a conpound as clainmed in any of

the preceding clains. 19. The use as clainmed in claim
waZooner7sret hod as cl ai med | 7cI aim 18, wher ei PCT/EPB®06/011216

di sease is one associated with el evated | evels of

V wae

PLESIAR RO, TSRO RARIOLTRL B Al [ abgtes, nephiti

syrdremeaglesendenepbiritis, icHtecandcheonic reneBfailuiee pesinophiliadascitis,

T age oY Ao, Ll SRtk MR MRt 8F TP 1R

aliogratt FRiectios aftenirapsplatatiangi apdigraftvgesusihest disrasgi sease

is selected fromasthma, rhinitis, allergic airway

syndrone, aIIerglc rhlnobronchltls bronchitis,

28hr orlhe Usaasclaimed in glaimbhar § methadhaseclaicediy claind &) wherein
tHROHYPAR! i seldtle8 HorPSdtAmal Miril, aflerbiétiwalyisPh@orhe! A allergic
cystic fibrosis, chronic cough, conjunctivitis,
"Hﬁaﬁpﬁdﬂﬁ%natltls Al zhei mer' s di sease, anyotrophic

| ateral sclerosis, AIDS denentia conpl ex,

Hunti ngton's disease, frontotenporal denentia, Lewy
body denentia, vascul ar denentia, Quillain-Barre
syndrone, chronic denyelinating

pol yr adi cul oneur ophat hy, nultifocal notor neuropathy,
pl exopathy, nmultiple sclerosis, encephalonyelitis,
panencephalitis, cerebellar degeneration and

encephal onyelitis, OCNS trauma, m graine, stroke,
rheumatoid arthritis, ankyl osing spondylitis, Behget's
Di sease, bursitis, carpal tunnel syndrone,

i nfl ammat ory bowel disease, Crohn's disease,

ul cerative colitis, dermatonyositis, Ehlers-Danlos
Syndronme (EDS), fibromnyal gia, nyofascial pain,
osteoarthritis (OA), osteonecrosis, psoriatic
arthritis, Reiter's syndrone (reactive arthritis),
sarcoi dosi s, scleroderma, Sjogren's Syndrome, soft
tissue disease, Still's D sease, tendinitis,
polyarteritis Nodossa, Wgener's G anul omatosis,
myositis (polynyositis dermatomnmyositis), gout,

at heroscl erosi s, WO 2007/ 062773 37 PCT/ EP2006/ 011216
| upus eryt hemat osus, system c | upus erythenmat osus
(SLE), type | diabetes, nephritic syndrone,

gl onerul onephritis, acute and chronic renal failure,
eosi nophilia fascitis, hyper |IgE syndronme, sepsis,
septic shock, ischemc reperfusion injury in the
heart, allograft rejection after transplantations,
and graft versus host disease. 22. The use as cl ai ned
in claim17 or a method as clainmed in claim18,
wherein the disease is selected from asthma,
rhinitis, allergic airway syndronme, and allergic

rhi nobronchitis.



