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WD 2004/ 089885 PCT/ SE2004/ 000535 1 NOVEL COVPOUNDS
The present invention relates to substituted
w@b@aosygatet i ¢ aci ds as useful pharnmaceuti cal PCT/SE2004/000535
conmpounds for treating respiratory disorders,
pharmaceuti cal conpositions jcontaining 5 them and
processes for their preparation. EPA 1 170 594
di scl oses nethods for the identification of compounds
far treatment of di sease states nediated
:Nogéﬁgikngﬁﬂgﬁ§§n D2, a ligand for orphan receptor
CRTH2. GB 1356834 discloses a series of conpounds said
: i 2infl . ' .
The SeRRPARERIGHTeltcsth SRR Hhon Ry RSk 53} B PR ppapmaooutial
conpoundsdes drepting rgspigpsory disorggss,ipharmacentical copppsiiensegniining
the@Nahdsrocesssd oo peepagdtidnexpect ed to be potentially
useful for the treatnent of various respiratory
di seases, including asthma and COPD. In a first aspect
EPAHel T10mPédrliscinses methefldfas thy idontiféicatian ebegropernds fussfal fonthe
treadtindnt@T d@easbata@émf%@teg tb%@%édta\/(glamaﬁex DE,aibligqn‘é@\% ofphan receptor
\Y : . in ich:. i s
CRIZ S 1390858 W o6 o By B colnbouplibdaid By plistfh silintighitatory,
anatgeBistand gneRyrepc ashizitpr ltrhae beemipind that eqrtins phex®xyadetic acids are
activehedb @}fiﬁ@%@p’cg{i gﬁ% ESR % bé’ds?%%lgze ?8 e')\('gédtésd)toN tially useful
for ARt SR PR iRy T SD8 (DR AT D
C3-C7 cycloal kyl or C1_6al kyl, the latter four groups
In DRishgpe@tthOmebEAIonIHOSEdré YiRiiedw c@ﬂ%o@ﬁd of@¥i@ula (T) or a
e

subst i.tuents inde den el ect from hal ogen, OR6
Ph%@%ﬁ%acﬁp&%ﬂﬁgﬁ esroiv%e&’legeo , L or 2, 30 Zis aryl

or aring AL where Ais a six nenbered heterocyclic

H ic ring containing one or nore nitrogen atons
or{may be a 6,6 or 6,5 fused bicycle containing one or
1 e

R 0, N, WD 2004/ 089885 PCT/ SE2004/ 000535 2
s O
=
4
Y
X
@
in which:

X is halogen, cyano, nitro, S(O)nR6 or Cy.4alkyl which is substituted by one or more
halogen atoms;

Y is selected from hydrogen, halogen, CN, nitro, SO,R?, OR?, SR*, SOR?, SO,NR*R’,
CONRR®, NR*R®, NR°SO,R?, NR®CO,R®, NR*COR?, C,-C alkenyl, Co-Cg alkynyl,
Cs-C cycloalkyl or Cygalkyl, the latter four groups being optionally substituted by one or
more substituents independently selected from halogen, OR® and NR°R’, S(O)nR6 where n
is0,1or2;

Zis aryl or aring A, where A is a six membered heterocyclic aromatic ring containing one
or more nitrogen atoms or may be a 6,6 or 6,5 fused bicycle containing one or more O, N,



10

15

20

25

30

35

S atons, the aryl or Arings all being optionally
substituted by one or nore substituents independently
w@eileosmses from from hydrogen, hal ogen, CN, OH, PGFHSE2004/000535

nitro, COR9, CO2R6, SO2R9, OR9, SR9, SOR9,
SO2NR10R11, CONRLIOR11, NR1OR11l, NHSC2R9, NROSO2R9,
NR6CO2R6, NHCOR9, NRICOR9, NR6CONR4AR5, NR6SO2NR4ARS,
aryl, heteroaryl, C2-C6 5 al kenyl, C2-C6 al kynyl,

S atBESC %’EPFM ] ﬂr cl 6%@{1@9’ %&Lps%thlge%tbtyeqrpgfog%org COBents
mdep@béd:ﬂthywehttsd ﬁmfxemde«dmgmsl@ﬂlmeﬂl\‘r Déinsﬁﬁlndgb EOR’, CO.R®,

Sozcﬁ9 g ° e 9@&{"%0 1\@@1“%&@10@( QR ' Wiy

N AL b o Wﬁg}&mﬁﬁ%ﬁletemary%rg

alkdmad, (!@GID(, al@&y@ﬁiﬁ@kejw}da,lk}d:@r Casallaylktpmyitier @Bar@roups being
optl%}ﬁ& bgﬂtlute(arb nebr gX\LbsQ R un&a%@ndle%ﬂ& QEletR4 From halogen,

el n n stit
Cs-gmﬁxﬁ otk o8’ ‘*"’ nwfw%s@ Ristbd o PH SR MU COR
som@?andms%kiu NR6R7 OR6, S(O).R6 (where nis O,
1 or 2); 15 or R and R2 together can forma 3-8

e TR R PRt Bk G ST
alk iy SC4-Cré oyl one Galsalkplr gro, tisSlatekiphr grouphibding eptior2ly
sub, u{e%pd'y%%g%ﬁ ﬁlo@%ﬁ%hﬁﬁéﬁé 31?1% ¥111de9ﬁégéle<§;@é kr)ﬂ-nl‘éﬁk% &R Ry,

one Qr nore su i tuents

CYCiQ?H@%é}% *SUBR Swhetedhis Ral 652k, C3-C7 cycl oal kyl

OR6 and NR6R7 S(OgR6 (where n = 0,1 or 2), CONRGRY?,
NR6COR7, S021 R6R7 and NR6SO2R7; 25 R4 and R5

i ndependently represent hydrogen, C3-C7 cycloal kyl or
Cl_6al kyl, the latter two groups being optionally

R! sutbrt tdgb'ﬂh@xdcdﬂyfoﬁﬂ @ 38 mientbered uhptdptioratysconriwipe nde nt inpre atoms

selgﬁ%&%&rﬁ%{, S, h%ﬂ a?%t@&? 8}%&(%89%&&3&?@5%%%@&@1%3 alkyl or

halNRBCOR7, SO2NR6R7 and NR6SO2R7; 30 or R4 and R5
together with the nitrogen atomto whi ch they are

tt 8
R R R o G g VAR BB gty ne
moge Sibetisente idependen %)y m helggen.&nCreysloplp, OF° and NR'R',

s<c§F§ g@i&@é h £9el br zapcoméwmﬁt@ﬁ S OLEH T yankaTRASENR Y
5 3 al kyI R6 and R7 i ndependently repr esent s a
hydrogen atom or Cl1-C6 al kyl; R8 is hydroge Cl-
R ah&ﬁ?mdepm@gnt@meatqg%t hx&j\ygggp Carbh leye o@kyl or C1 salkyl, the latter two
gro%\@ ﬁiﬁiﬂaﬁ |subs%@t8@9ﬁ6ﬁ$&&ﬁ&e@ﬁﬂdtmﬂ%ﬁﬁﬂ&ﬁly @lected
ag%ﬁb 3, %cq?%#% E%%&) ﬁ?{gk:is @Xl%{eox‘?'l- If)yll o), CONRR’,

NR’COR’,S 2NRR and NR"SO;R

or

fro

or

R*and R® together with the nitrogen atom to which they are attached can form a 3-8
membered saturated heterocylic ring optionally containing one or more atoms selected
from O, S(O), (Where n = 0,1 or 2), NRS, and itself optionally substituted by halogen or C;-
3 alkyl;

R® and R7 independently represents a hydrogen atom or C;-Cs alkyl;

R® is hydrogen, Cj-4 alkyl, -COC;-Cy alkyl, CO2C1-Caalkyl or CONR®C;-Cyalkyl;
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optionally substituted by one or nore substituents
i ndependently sel ected from hal ogen, C3-C7
wWeyoHosdsky |l , aryl, heteroaryl OR6 and NR6R7, SPCH/3R®04/000535
(where n =0, 1 or 2), s CONR6GR7, NR6COR7, SO2NR6R7
and NR6SO2R7; R10 and R11 i gependently represent aryl
or heteroaryl, hydrogen, C3-C7 cycl oal kyl or
Cl 6al kyl, the latter two groups being optionally
substituted by one or nore substituents independently
sel ected from hal ogen, C3-C7 cycl oal kyl, aryl,
R’ tepresemsa pxpil,, heGRearyh €:1ER7l0alkg] &( ©). 631126/1;(% bamer two=g1@upslmay be

optﬁihal@ sulﬁgm o T suANRERAd da frd alogen,
SN e s

COMRR/ AVRICORT, SR RE and NB*SP3Ronal | y cont ai ni ng one
or nore atorrs selected fromO, S(O,, (wheren =0, 1
1001 11, ? itself optlonally substituted by
R Had &gt ende& XIEPERSRE 21 V1% AtsTessylohydipgan, Corlgieloalicyl or
Ci.glighythe battdr tvepltonyps bein Optideialty sabisyitutedbylefd tiado@Substituents

inds ezdgfﬁfy)s%fecf’é'd% 'hﬁlo%!n? ﬂ)aﬁ&l hé)cérogr@ (51%55% NR°R’,
N R R R K e

ring may be |inked through carbon or nitrogen and may

r be attached through the 5 or 6 nmenbered ring and can

" be fully or partially saturated. 25 Exanpl es include

pyridine, pyrimdine, thiazole, oxazole, pyrazole,
R iznil @A oigethef withmhe nitrs getoderh@o WhdH Bk arel m&ﬁw&la@ f&@mpang-8

ui nol.i ne,

et oo B oa i PALAGE B PEHAT Ui sleced
from Q) ,us«é@&z(mhére bhElzi oF a)ai\lﬁ eand s Aphionsll félbstltuted by halogen or

C;-Oe¢nikgkazol e, purine, 4H-quinolizine, cinnoline,
phthalazine qui nazol i ne, qui noxal i ne,

1, 8-na hthyrldlne Eterldlne qui nol one and
Examples iyl inplade Brapybandraphthyl.30 Aryl or heteroaryl

gr oups can be optionally substltuted by one or nore

He x%iggll 1st A‘e‘%%ﬁﬁ a&gll%d'g% nﬁg{] %r|8 %t egﬁle%g ?ﬁgé 5 %g%g bicyclic
nngmiz@na mmglonem@hqerommmkcteﬂmm S and O. The
bic¥R2 m@a DRGAKIARAr0u I’Elﬁ\'bmor WRBELREhd BhY be attacged through the 5

or G0k B e ine a7 2% b MG e S b groups

Exa@@nlmn@lptie pyading, pyolpddinethiagolpyorsaeleopyrazne imidazole, furan,
isoxaubIs] hirtRetisothiafele RE Qfﬁﬂ‘éde}’naﬁﬁ % 1ﬁﬂe1fer Q@fhbﬂe‘) Qs%aumohne

ol oL SR g B R i .

bengilipzple; berrsazolm phdng B qurinoligine, gimpoling, phtilakzinesqtinano]ine,
quihox@litk] 1 10%n aFHek 1'163 %ri%lh‘ﬁs% 65(9![61‘1& an®,20héth PRSI Gy B BRizene.

WD 2004/ 08988 E2004/ 000535
Aryl or heteroaryl groups can be optionally substituted by one or more substituents
independently selected from hydrogen, halogen, CN, OH, SH, nitro, COzRﬁ, SOzRg, ORQ,
SR?, SOR’, SO,NR'’R", CONR'R", NR!°R", NHSO,R, NR’SO,R’, NR°CO,R’,
NHCOR®, NR°COR’, aryl, heteroaryl, C,-Cg alkenyl, C,-Cg alkynyl, C3-C7 cycloalkyl or
Ci-salkyl, the latter four groups being optionally substituted by one or more substituents
independently selected from halogen, C3-C; cycloalkyl, OR®, NR°R’, S(0):R® (where n is
0,1 or 2), CONR’R’, NR°COR’, SO,NR°R” and NR°SO,R”. Substituents can be present at

" any suitable position, including appropriate substituents on nitrogen atoms.
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The group A is a six nmenbered heterocyclic ring

containing one or nore nitrogen atons or may be a 6,6
w@r008/089881ised bi cycl e contai ni ng one or nore OPCINMSEZ804/000535

atons. Exanples of suitable rings include pyridine,

pyrimdine, pyrazine, pyridagine, indole, quinoline,

i soqui nol i ne, benzi m dazol e, benzthi azol e, benzof uran,

benzoxazol e, benzt hi ophene,- 5 pht hal azi ne and

qui nazoline. In_the context of the present

The Silp e st 3 Hlelrm@é?t%m@lmg CPP@iI&RE P, OTFROTE I Niy9ge jatoms or
mag bk aréyé or §6 dused bicyale ainkyhing bn@bik@osd O8] $hyonis) ERamples of

su1&5wr%%95{1?%@é}?ir%%§§¥ngﬁlh gﬁf"a i Eﬁ{&zﬁﬁa& o%laulgﬂlane
1SORAIROMRS, §n%@t4§z%l@ézpnﬁ@a@o&c Wrzevéuran RerarRgale; hrowiinphene,

phtimlagine khdquinazdine. di ne, pyrrolidine, piperidine and
_piperazine. Substitents can be present on carbon and
appropriate nitrogen atons of said rings. Preferably

In the centext af|theprgsant pRacifigation.omlesy atherwise Haliastash an pikiybor alkenyl

grolﬂE ef efi alklyy opalkénylmoldty i 4 auRARiehydroupina ‘Be 1&}5@%} branched.
loro or fluoro, even nore preferably

trifluoromnet tr%f chl gro or fluoro, I\/bst preferably X
Hefezooyeli¢ ringy asrfiefingd fasR o] andR ' PréREmadsing satuiated heterocycles,

exdmysléigelnde Hﬁ)hﬂﬁﬁﬂe Qizefidind %ykﬂbﬂldmybﬁlﬁeﬁl%lﬁé &E)cﬁﬁlpbfra)/mb S
or o ar refera
suffhBOSH velsb BB o oropt B O AT GRh U faid Fns.

pyri m dyl, napht hyI qui nol yl', benzo[ b] t hi enyl or
Preﬁ*ﬂlﬂ?f}ﬂfs&ﬂﬂho@ﬁiéﬁl}@ Rii{r&Fahy 0151‘131 onl WMI&E pAsteriBly Red

o BRYGEHu8 AOLE  BE ey C AAS So,
chlgiogughiora c Masé prefargldy X5 isssflbengerethyl exehipto. f i ed her ei n,
in particul ar hal ogen, Cl.3al kyl, cyano, S02R9, CRQ

P e R R SR el oo

medyybshMosipreigrdbyy Sriehydroptm.ee, preferably one or two,
substituents sel ect ed fromSEt, SO2Me, SC2Et, chl oro,

COZH t hyl

Preﬁef%‘tﬁy%w LR, PO, e oy sty Dol letreet

nmmppac Mﬁ@M}Cﬁ},ﬂbbwptedW IdefiRONHR ye, SRbIH2efef@BFBphenyl
sulﬁ@gﬁ&i aerehﬁ@d amf%nﬁrefelﬁgz bstituents For all Z lgroups include

tho %ﬁr Lol I n Iﬁ-ﬁl}?ﬁ 5 QFpgﬁlsﬁnﬁl eig%erho llj3§1 yl cyano SOgR9 OR9
% ﬂ ,ZNHSszRu DIRSS0RT JBSOAR IR phony! , [ (5- met hyl -
th| azoI yl') am no] sul phonyl,

MOE%VSF% m no u1|§] Bg%&?( i}ﬁéﬂg}fgngﬁ %gﬂ? ?fﬁllaggq?en% three, preferably

One(QféWhySl@nmtna)ts selpriterhfrbm SEL- &@iMy,I SOgEB,&hloro fluoro, cyano methoxy,

pro ;@et@mwe}rﬁmle@m pyl O
““*?? w%rb EGkln- iy‘d%’fP pﬁﬁﬁ ?#H% o

COp¥lef retram};eny\h 86Fz 1|-1$yrmlrdnt$51$u1p}tony}s dmthﬂaahthqsulphonyl

(pifed ﬁﬁétﬁ%ﬁ:ﬁxﬁn@)\éu@ﬂ@nﬂr (’z\gﬁ %f"rffg&!g% ﬁlﬂhr o, [(5-methyl-2-
thlaﬁ gftx@g@ge%ép%y %@M@%@@ggghon ethylammo)sulphonyl
(cyclopropylamino)sulphonyl, aminosulphonyl, (methylamino)sulphonyl, (4-methyl-1-
piperazinyl)sulphonyl, NHCO;Me, (dimethylamino)sulphonyl, 4-morpholinylsulphonyl, 1-
azetidinylsulphonyl, and 1-pyrrolidinylcarbonyl.

More preferably when Z is pyridyl it is optionally substituted by one or two groups
selected from SO,NH, methyl, amino, chloro and NMeSO,Me,.
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5 More preferably when Z is pyrimdine it is
optionally substituted by one or two groups selected
wo camiosgssno, net hyl, norpholinyl, di nethyl am nBCT/SE2004/000535
nmet hyl am no, benzyl am no, piperidine, NMeSO2Me,
(met hyl sul phonul') (benzyl') am 4o,
(et hyl sul phonul ) (benzyl )am no, 5
acetyl (phenyl met hyl ) am no,
5-met hyl - 1, 1- di oxi do-1, 2, 5-t hi adi azol i di n-2-yl,
1, 1- di oxi do-2- i sothiazolidinyl,
Moge piguratdy whea Zeik ipgtiinydine #-ig@ptionhHy sibspai@zby¥he or two groups

- L1 dj d . 7 hthyl it. .
seldt RS b ine N o HIDIRI B el R, IR ook figmine,
plpalaqhﬁwIW,eSQe%@o{rbqthﬂslénmnu@(be@ém@mpammlstﬁmwéb@unel)amino,
acedy1@hphigfretgDhinind) BSHERYI- 1, Wideckide &f Raakliy REiRNS1, R -dioxido-2-

L e e

re
N]%@N%Qen and the other is methyl or ethyl or both are
nmet hyl .  Most preferably both RL and R2 are hydrogen.

Pr ef. f ' ti i nclude th

Wb &g prtad B eiep B sl S adBoxor m as vell as
pharmaceutically acceptable salts and sol vates

WHeh @718 @fiinoBR, HeRkb[®ithich Prir MeRstTubyf tﬁés!éé“%r@uﬁs' are ?{e?evaal?lr

un cgﬁﬁbtlg of° existing in stereoi sofmeri orns.
B&*'R§er st ood that the invention enconpasses all

geonetric and optical isoners of the conpounds of
Pref@iBTYIRA ahdl R? @R AR peh MRS HyREgRR for )G bk rlqofeaﬁ}gfé?atb?ysb?th R!

Tﬁytogers and m.Xtures thn(g1t of also torm aeg}igpgc% 0
I eAh FULIOREN ProReP PYTOB5ARFHES LRTh BURTR g OrredhF Bothage methyl.
Moatymeksrabdy bith R and & taechytdsogenphar maceut i cal |y

acceptable salt or solvate thereof, preferably a

Pre?eg'{sebi%gﬁjl%%{l% s?ﬂ%]-tﬁﬁaj ¢ r?tfq%gﬂc; aglﬁs %M{ﬁ%@ﬁ I %?1 both in free base
forinex xeed s pharnedrkwticafly acaipteble tiohndeglvatels ielzafiol anmi ne, .
et hanol am ne, et hyl di am ne, neglum ne, trometham ne or

r.ocai ne, or_.an 3 cid addition salt such as a )
CoAaF R a6 forma GEAs SHlible Hhipmate Sogsiomeas forms. It will
be indesst@tdehat thedmyattion dreovtopadses alt gdanadtec ank eptitabisomers of the

{ el t il

°9n‘5”6“a$ 5 ?ggﬁ“?“%gﬂt ad R et ARty Thipafand
gy BeEsod aisp Lepmeanaspeel Al the pigesnt 1§kt ai n f uncti onal
groups in the starting reagents or internedi ate

Th&é&‘%ﬂﬁg oI afe byt BAOLRAIE Ui RLEGH Mceptable
Saltf%gfs) ?ﬁg t%qr?gfnﬁ%%;%ﬁ%g\%ggigtga 6%rﬁ?tﬁhe J{l}rrpoun{]tl ‘%’?

n o ) . .

3gﬂn SHpIISH S §pEURY BYfassidmpecalcium,
alumgnwmalithofm,onegnesiumpriac eatathine xhlorgpdpiae, cholne,
: 0 r 4] i .
e 6l O YA, 501 A8, g5 0 AU kv, o

n I C .
acid-ifcien S Suclu § BifrpghlgnapydobIggespPhoR iR, fechtagmarate,

maleate, tartrate, citrate, oxalate, methanesulphonate or p-toluenesulphonate.

It will be appreciated by those skilled in the art that in the processes of the present
invention certain functional groups in the starting reagents or intermediate compound may
need to be protected by protecting groups. Thus, the preparation of the compound of
formula (I) may involve, at an appropriate stage, the removal of one or more protecting
groups. The protection and deprotection of functional groups is fully described in
‘Protective Groups in Organic Chemistry’, edited by J. W. F. McOmie, Plenum Press
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WO 2004/ 089885 PCT/ SE2004/ 000535 6 (1973), and

"Protective Groups in Organic Synthesis', 3rd edition,
wa2o00mosBBeene & P. G M Wits, WI ey-IntersciPOL/EE2004/000535

(1999). Gompounds of formula (1) can be prepared by

reaction of a conpound of fognula (I11): 5 OH Y\

-11Zz X (11) in which X Y and Z are as defined in

formula (1) or are protected derivatives thereof, with

| appound formyla (1L1): L-CRIRRCO2R12 (I11)
(1 ot e Dol D Btis b T SRR P I WorGreons & P. G.
MpWeise Witey-tesrbaiende&9fher eof, R12 is H 1s or Cl-Cl0

al kyl group and L is a |eaving group, and optionally

t hereaft [ y order: renoving any protecting
Coé‘Ppé’b‘BgS ‘?-Fffé%‘lﬂﬁ Zﬁ " %ﬁ arepated bygrastign e 2 compped of formula (I0):

corresponding acid O oxidation of sul phides to

sul phoxi des or sul phones o f@Hn ng a pharnmaceutically

acceptable salt. 20 The readtion can be carried out

in a suitable solvent such _a FZusi ng a base such as

pot assi um car bonate or t Sui tabl e groups R12

i nclude Cl1_6 al kyl groups as nmethyl, ethyl or

tert-butyl. Suitable L is a Ifeaving group such as

hal o, in particular chloring or bromne. L may al so

be hydroxy so that a M tsunobu reaction may be 25

performed with conpound (11)Idsing for exanple

tri phenyl phosphi ne and di ethyl azodi carboxyl ate.

: ' f _the, ester gro 2 can be carried out
in WU Xt £l DcBR Pl SRR (6% i opied aeriusiivephereof, with

“acompeynd of darmagly (ilDest ers wit h aqueous sodi um hydr oxi de,

and treatnent of 30 tert-butyl esters with acids such

_@AsidzHA hizorgaceti c aci d. Conmpounds of formula (11) can
L elgppg;%%reéﬂ@y reaction of a conpound of formula (1V)
with a conmpound of forrmula (V) via a Suzuki coupling

Wieeekt @R £ bowethdavn dsRipd %&i 29 g&%%‘g&{ 8IS DR, R™2is
or L3 i ot _equal tolH . WO 2004 ) .
}0§é§‘>’g &9 31513 a leaving group, and optionally thereafter in any order:
® removing any protecting group
hydrolysing the ester group R'? to the corresponding acid
oxidation of sulphides to sulphoxides or sulphones
o forming a pharmaceutically acceptable salt.

The reaction can be carried out in a suitable solvent such as DMF using a base such as
potassium carbonate or the like. Suitable groups R'? include Cy.¢ alkyl groups such as
methyl, ethyl or tert-butyl. Suitable L is a leaving group such as halo, in particular
chlorine or bromine. L may also be hydroxy so that a Mitsunobu reaction may be
performed with compound (II) using for example triphenylphosphine and diethyl
azodicarboxylate.

Hydrolysis of the ester group R can be carried out using routine procedures, for example
treatment of methyl and ethyl esters with aqueous sodium hydroxide, and treatment of
tert-butyl esters with acids such as trifluoroacetic acid. ‘

Compounds of formula (II) can be prepared by reaction of a compound of formula (IV)
with a compound of formula (V) via a Suzuki coupling reaction followed by deprotection
of group R" when R is not equal to H :
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7 ORLI3 OR14 OR15 Y Z-Li X (IV) (VM) 5 in which X Y

and Z are as defined in fornmula (1) or are protected
waleruwsassves thereof, R13 is H or a suitabl e PCT/SE2004/000535

protecting group, for exanple benzyl, L1 is iodide,

brom de, chloride or triflate and R14 and R15 are H

or Cl1-C6 al kyl groups or R14 and R15 together can form

a5 or 6 nenbered ring optionally substituted by one

or nore C-C3 alkyl. 10 The reaction can be carried

out in a suitable sol vent such as di oxane using a

pal | adi um catalystcna?hcn§

[ 1, 1- bi s(di phenyl phgsphi Qo) f errocene] di chl or opal | adi um

and a base such 6 wori de, preferably at

el evat ed tenpery Conpounds of formula (1V) can

be prepared from acogpound of fornul aZvL) by 15

formati on of an orggnonetallic (VI1) followed by

reaction with a borgte ester, as outlined in Schene

. ORL3 (r)R13 Y 3Y/ -~ (IV) XX (M) (MIl) 20

Schene.l in which XIVY are as defined iW)ormula (I)

or are protected derivatives thereof, R13 is as

o S T S bl o Bl o o =

is Hor bewitaple protecling grobp ofor eeample byhzyll,ilt'Hs iodideabrobeidelshtbride or
trifldPe £r9f 1@14ta§1§ ROk 1M 6F @F@' Qﬁ(gl %\411#3 dﬁ'f@m ﬁ?l Wi, %éth rTJ}ﬁ forma 5 or
et Nyl et her. the

re c er or
6 néllf) EF‘%‘teé]sl?ye?nes‘?IéW’fSé:lt iaetlhy| bor at e.
Corrpounds of formula (IV) may al so be prepared by a

Thoflab@cH 4 Al kA grﬁ’ Hg{a'b[égso?\fent %m@#%é)ﬁs&%é) A B"{l:la%

é’l\é'/étl(slkyh a h&%ﬁ@@@@@é@%ﬁéﬁ%@%&}%@%@pa@m@ apd akagy such

as @sium fluoride, preferably at elevated temperatures.

Compounds of formula (IV) can be prepared from a compound of formula (VI) by
formation of an organometallic (VII) followed by reaction with a borate ester, as outlined
in Scheme I

oR" or™
E ]
Y R I (\'))
X X
(VD) (VID)
Scheme I

in which X, Y are as defined in formula (I) or are protected derivatives thereof, R is as
defined in formula (IV), E is hydrogen or halogen and M is a metal such as Na or Li. For
example when R is benzyl and E is bromine, butyl lithium can be used to form the
intermediate (VII) where M = Li. The reaction is performed at ~78°C in diethylether, then
quenched with a borate ester such as trimethylborate.

Compounds of formula (IV) may also be prepared by a palladium catalysed coupling of
compounds of formula (VIII) with a suitable boronic ester, for example (IX) or (X).
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YHOOO X (VIIII) (IX) (X 5inwhich X Y and R13

are as defined above and Gis halogen or triflate
w@eoposeses of fornula (I11) may al so be prepar eRCH§E2004/000535

reaction of a conpound of fornmula (XI) wth a

conpound of fornula (XIl) usgng Suzuki coupling :

met hodol ogy. OR13 L1 OR14 z-B OR15 10 (XI) (XIIl) in

which X, Y, Z R13, L1, R14 and R15 are as defi ned

above and compounds of formula (XI) and (XI1) can be

made qsi ng the sane nethodol ogy as above. 15 Conpounds

of O&'Trul a (1'1), where Z=heteroaryi, may al so be

d?by ring synthesis, for _exjanple a conpound of

X)) may b med by reée Qon- of a conpound

rmul a (X V)& t h/a~conpou f frmile (%v). X
6

R13 are as de&bh+ above an I PBas i ned
as @ substituent on Z &s defined’in for afl) or
areyprotected derivatives thereof. The reactipn can be
carried out in a 20 solvent such as ethanol under
re{Viy, and a base gmph as sodi um et hoxisxge can be used
if compound of formula (XV) is a salt s~ OR 13 Nwe2

. NHOR I3 N-RLII + HZN'k R1I6 30 N Y Y O X X (XV)

in whaeh X X and R e endefordebsvean Giohdagaonsshac hen
R16 is a group S-al kyl, this may be further el aborated

Coﬁ%o@ﬁﬂs %?%r%{]ulzg &[)trpléey g’llsj(l) {)g ﬁrle%gred by reaction of a compound of formula
(XT) with a compound of formula (XII) using Suzuki coupling methodology.

0R13
L1
y /Q R‘M
z—B
0H15
X
XD) (XIn)

inwhich X, Y, Z, R13, Ll, R"and R® are as defined above and compounds of formula
(XD and (XI) can be made using the same methodology as above.

Compounds of formula (IT), where Z=heteroaryl may also be prepared by ring synthesis,
for example a compound of formula (XIII) may be formed by reaction of a compound of
formula (XIV) with a compound of formula (XV).

X, Y and R™ are as defined above and R'® is as defined as a substituent on Z as defined in
formula (I) or are protected derivatives thereof. The reaction can be carried out in a
solvent such as ethanol under reflux, and a base such as sodium ethoxide can be used if
compound of formula (XV) is a salt

NMe 16
OR™ l 2 NH OR™ /N\lrﬂ
b e —— g!
Y 2 Y
o)
X X

(XIV) XV) (X1IT)
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or sul phone using an oxidi zi ng agent such as ntpba in

DCM at RT. This may then be displaced with an
wapmaogssat e nucl eophil e as defined for Z in fPCTIEERL000535

Scheme 2; 50 OR13 NY S\ 13 N~ $; 13 NY R1I6 Il ORI

0 ORIl Noxidation IIN nuclgophile N Y Y'Y XXX

Scheme 2 10 The sequence of” the steps above ‘may be

changed, for exanple a conpound of fornmula (XVI) may

be formed by the reaction of a conpound of fornula

(XVIl) with a conpound of fornmula (XIl) using a

WS RIKis coomp 5k 1,Jtﬁis%;?%e1&n@e£8aﬂ&a@ RidaRdn RlthBlulfoxide

r) R2 (r) . R2.0 OR14 1.7 5 |
or eriohb p iR ahbsiSrate ST i moby RS AL PUR T s g be
dispipcadewich poapryeprénte puPennhde af défonatfonZ 20 fqraulg 1.i Schbrne B;
in which X, Y, Rl, R2, R12,R14 and R15 are as defined
above with a conpound of fornulag(V) using Suzuki
coup] i hod as defined aboye. YA-conpound of N. _R™
%I) may be. pr@paréd pyymet hod A or BORI5Z ™y~
A MO 2001410689885 47 00Q&Rephilsl0 004 O

Scheme 2

The sequence of the steps above may be changed, for example a compound of formula
(XVI) may be formed by the reaction of a compound of formula (XVII) with a compound
of formula (XII) using a Suzuki coupling.

12 i2 12
0y OR Oy OR” Os_OR
0 0 QIQR

(XVD XvID (XVII)
Compounds of fofmula (I) may also be prepared by reaction of a compound of formula
(XVIII) in which in which X, Y, R', R%, R">R™ and R"® are as defined above with a
compound of formula (V) using Suzuki coupling method as defined above.

A compound of formula (XVII) may be prepared by method A or B

Method A
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OHRL i. baseii. B(OW)3 R2 0| B-1 OH iii. HA Y
iv. NaOH/ x The acid was first converted to the
wa@ceood/ogsBdri de, using for exanpl e oxal yl chl or i BET/SE20DDMO0535

at RT, then reacted with 3-nethyl-3-oxetanenet hanol in
the presence of a base such gs triethylamne to gi ve

the ester. The oxetane ester Is the rearranged to the
OBO ester using 5 boron trifluoride diethyletherate in
DCM at -78C to RT. Deprotonation with a base such as

sec -butyl lithiumat |ow tenperature foll owed/ by
guenching with trinet hyI bor at g ve the pr/otected
odi agy whi ch was the ote¢gted using HOOthgn

¥di um hydr oxi de i 0Bn 0-15~+e8 LJBOH
LpJ_nacoI B, O hydr oge BOO Y/ y Y4 X O O1Lf ~
QO RL RL 0 OH iy don R2 Ol acid Rl B, 0 \

B OH YY XX 10 2004/ 089BBSEBET/ SB2004/ 000535

borgnate ester. The benzyl group may be re
hydrfiogenati on at RT usi ngxpal | adi um on car bon™as
catal yst then alkylated with a conpound of fornula
(rrr) usi n%} a base or mtsunobu conditions. 5

Tr eat nent Qi d such as HQ or trifluoroacetic
acid then I:{r1e ves the protecting

i. base o OH

ii. B(OMe), R :
~OH

iii. HCI Y

iv. NaOH

X
The acid was first converted to the acid chloride, using for example oxalylchloride in DCM
at RT, then reacted with 3-methyl-3-oxetanemethanol in the presence of a base such as
triethylamine to give the ester. The oxetane ester is the rearranged to the OBO ester using
boron trifluoride diethyletherate in DCM at —78°C to RT. Deprotonation with a base such
as sec —butyl lithium at low temperature followed by quenching with trimethylborate gave
the protected diacid which was then deprotected using HCI then sodium hydroxide
Method B

OBn OH OBn OH 0/&
]
@ pmacol 4@/ hydrogenatlon ‘©/B\

i jOH
alkylatlon B JQ acid R2 OH

B\
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groups. In a further aspect, the present invention
provi des the use of a conpound of fornmula (1), a
w@e@dosagss phar maceuti cal ly acceptabl e salt or BOI/SE2084/000535
thereof for use in therapy. 10 The conpounds of
formula (1) have activity as:gﬂérnaceutlcals in
particul ar as nodul ators Th2 receptor activity,
and may be used in the treatnent (therapeutl c or
prophylactlc) of conditions/disegses in human and
A somponnfahfoaruiellY) whreR ArdresnbR vad B4 oH andpiwdol day bestirred

at RX ¢iessuiitulle 861 v sagh h@aletﬂlywtm ltu; ive mh@*&%rl?ﬁ@@/eg&d THeSbenzyl group
mag%te ?Qﬁl){/edeo% h)j(é??‘:%%a é%np? Bsr1§g P?’ o‘_)nm I85 Ig?x{l‘%g lal§ géaalyst then
alkylatagayish g F%‘@B@lési affermuel 2 Glgh) vaisglarhas¢ sumitsembu conditions.

Trd&txﬁé}ﬁ Ried acic@édcB8THG] dr Adiflhd?edcetic 8XH thdSlemodBdind #gétectmg
asthma particularly chronic or inveterate asth

groﬁlgs . late asthma and ai rways hyper-responsi veness));
20 chroni c obstructive pul nonary di sease (COPD) (such

In @furthef @éf)@étstl@p?es%@mntloﬁrp%\ﬁ@éstthé uéd & S RBInd oﬁ formula (I), a

sin | lergic, atro
profien PR Bleceicalyy Beptebirisale o Sy Bersat Sorpssin fierapy:
caseosa, hypertrophic rhinitis, rhinitis purulenta,

Thé B(blﬁpédrﬁs of fozAhla (It ﬂb%bﬁl%'ﬁﬁﬁﬁé&ﬁﬁ@&ls %Eﬁi@ﬁ%& modulators

cl.udin fibrinous an
of R isserigt GRS R P Pedh st BRATBES (S5 ipRmls o Rrophylactic)
of gredigiomis/diseadeb ér lyiman hidmdnHsymaamdmals whidhnart IeSacerbated or caused

by ékd%@sh@bﬂguéglﬂ:ﬁé& ﬁdﬁ&fdﬁoéf@(}]ﬁﬂﬁl\ﬁ i EYehhoIRBd t& such
o ﬂt @1 % I ol yposi s; sarcoi dosI s; arnre
PR %& ases; fibroid Iung: idiopathic

interstitial pneurmnia cystic fibrosis; antitussive

act f”' {iMe rég?ﬁ%&dﬁ/l}i‘a& o&%‘h&'?v %@I?h g&?%&%@g%vgsﬁmﬁg (such as

ratrogenic | n
J 0| nts OélF]Flﬁ]ﬁ AAEE1G HUTRRE ﬁé@%@%&ﬁu&t asthipapartigiiarly chronic or
aut oi minveterate sehmnéggtleeasthapondyioalyt hygpatdpoasvémsoh

as an k).‘lllr%gfc%s ﬁgéluhﬁérﬁ,ry 91392[515 g@bﬁD%?{l&mﬁ ﬁ‘ﬂe%r@l%% COPD);

Rei ter I sease
syndr oheonshitis 0 flingicosiapphilie Bioachigs); egate (aélmga‘c #frgphic rhinitis

eyes) psctromis rrlamtat(amhcaatrhldﬁirsrcaidoka hyp&@dpRiCtrhinitis, rhinitis

der mat Fﬁﬁuﬁm {tls sﬁ%@%ﬁ'ﬁ%n%ﬁk:%n%h%@i %ﬁ@r%(gﬂorﬁ ke

dermatitis
Pen‘phl %lualEg |C{?ﬂ§1pﬁ’6§§ pgownﬂﬁgu omqnplgamqqg rhinitis), scrofoulous

angi odetinies, peiin?{) @Ué@RIBHRHIL CAvobEAA M O@RIAEng #dnitis nervosa
vascul g{agquﬁer) %[dy\;aggrﬂ%r rl'pﬁ'lttlgﬁ G4 pEORbASRBICLIRS:s; farmer's lung

chroni Ki n
and related diseases; fibroid lung; idiopathic interstitial pneumonia; cystic

fibrosis; antitussive activity; treatment of chronic cough associated with
inflammation or iatrogenic induced ;

(2) (bone and joints) arthrides including rheumatic, infectious, autoimmune,
seronegative, spondyloarthropathies (such as ankylosing spondylitis, psoriatic
arthritis and Reiter’s disease), Behcet’s disease, Sjogren’s syndrome and
systemic sclerosis;

(3) (skin and eyes) psoriasis, atopical dermatitis, contact dermatitis, other
eczmatous dermitides, seborrhoetic dermatitis, Lichen planus, Pemphigus,
bullous Pemphigus, Epidermolysis bullosa, urticaria, angiodermas,



10

15

20

25

30

35

Al opeci a areatacorneal ulcer and vernal
conjunctivitis; (4) (gastrointestinal tract) Coeliac

wole@eas®sss proctitis, eosinopilic gastro-enteriPCEHSE2084/000535

mast ocytosis, Crohn's disease, ulcerative colitis,
irritable bowel disease; foog; related allergies which
have effects renote fromtheﬁgut, (such as m grai ne,
rhinitis and eczemn); (5) (central and peri pheral

nervous systen) Neurodegenerative di seases and 10

denent vascyligesdenyiemasciitancowy edsisiopbilias, cireéasien ulcers, uveitis,
amy ot r ¢Qbpesid @b RERIMACHIREOHIdSyer@d oG vif@t Or neuron

di seases, Creutzfeldt-Jacob's disease and other prion

di seases, HV encephal opat hy (Al DS denentia conpl ex),
Hunf4n gzaﬁﬁrosntesn@é troet) Goedine diseaspoprabtitit resihopalic Lawyp-enteritis,
body dedmik s1§r@ro}iﬁl’%‘a‘1’§e§§e uﬁ%fﬁ%% k8iktis, irritable bowel disease; food-
pol yneur 19 gﬂ ﬁ%é’t‘cg’r ai n-Barre syndr

chroni & T% PRTEY VB& %tF FFEQLE Afpm the gut, (SUCh as migraine,
pol yr adhioiiisenéeczspmd;hy, nultifocal notor neuropat hy),

pl exopat hi es, CNS denyelination (such as nmultiple

scl egﬁzi S, a te db m nat ed/ haenor r hagi

ence jperip Jepvaussystem) é\teggchgeneratwe diseases and
panen C@h@itﬁatdiS))dem@ucloamﬁtzhbianerﬁ;i diaske be1yOSosHic Reral sclerosis

gly gf Ej 2?1{811 S AYbSndich disaEbe rdgeszl.lr:t?fgi)d? g E%/\d%g% @gi@a)sse mgcgbtjﬂ"élll  prion
Sstiff- ﬁla %ﬂ}’aﬁleﬁphaﬁ’ Pfilb@@é%ﬂ@ﬂ%%ﬁ%fﬁ%@m

cer ebe¢hlswse faeyaempat] danand, Bewe pbdy deyaltiatang vascGs

tr aumBge i gﬂgn@lﬁ}gﬁﬁhfeg gﬁ:gh ab Built a% %%{re tsgﬁcﬁgr%g hic

system ¢ di se er.oscl er osi's, t

| mun koY flemyplinabing pplarasiyu om@m@ﬂéfr mulieedl saqier

syst emenrdpapys, pleipathiost ﬁblmmsytﬁnati'dﬁﬁ(@udMsQnﬂuple sclerosis,
thyroi Q!uﬁ: disse Eﬁed/hééhfb%%ta i epﬁﬁﬁﬁ{o%d;te'ﬁu? ya'ﬂﬁ s&l;%ute sclegosmg

t
opr Sﬁ&nemeﬁp ?r?sﬁlr@h?wew%@wes@mhw pueathenia gravis and
post - dpanibdri-Eetoadhekome)s spiasipdibslean@uch as tropical spastic paraparesis,
| schen} %ﬁﬂfﬁ nlg gf‘r{nd%}n%)%%l)fe shlc1 g%l{}ﬁgﬁlgs (sBcr:ha:!lsnderebellar

peri phera
st eat o¥EFRITAEGTS anghFao el LR 511‘53 trauma, migraine and stroke.
gl onerul onephritis, renal 30 |npa|rnent chronic rena

ggiu{(izrg» #%ﬁ%%%ﬁiéld%&?ﬁ%ﬂﬁc &wéaéegl h%l%r %p%og{seéc%%}riec? n)
trans p%@%‘?‘i‘f@ﬁl@n% Syadaemy | Aﬁé%)r lupurs expehematenys;, sybigmac lupus,
nar r overysentatang HRhin@ao’s Aidolditis) tyge Ddiabdtes, ¥EPHFsEc syndrome,

s i ) LBl

PCT/ SEFGRPerytepesia p]}Bm(awoswegr;amm@@eylom,es@ms)s and

obst r uisthersickéiRefasion infhrytih ehhdar@pfid, petipebirfldimBSHephftis
(alcoholic, steatohepatitis and chronic viral) , glomerulonephritis, renal
impairment, chronic renal failure and other organs

(7) (allograft rejection) acute and chronic following, for example, transplantation
of kidney, heart, liver, lung, bone marrow, skin and cornea; and chronic graft
versus host disease;

(8) Diseases associated with raised levels of PGD, or its metabolites.
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i nfdisenderd $10h as Beb&etlosis AhSIBARE PoRY’ 'cﬁ?eraé(e gI{HjPCg‘l FI Nty

i ncluding bronchial, allergic, intrinsic, extrinsic,
exer ci se-i nduced, drug-induced (including aspirin and

wodmmsisetiuced) and dust-induced ast hma, both PCT/SE2004/000535

intermttent and persistent and of all severities,
and ot her causes of airway hyper-responsiveness 5 ;
chroni c obstructive pul nonary di sease (COPD)

bronchitis , including infectious and eosinophilic

b ysema: br nchlec asis; cystic

(12?03|pgﬂat% LR c‘i’ﬁ&tﬁ‘%‘mﬁ E}SH%SFS o1 {hgrigrwead inclucings dsthma,
?I Eé%f‘é@}ng hwf:ﬁée aBergioy iitsingie) e minsid, bﬁercﬂsé%?iuced drug-mduced

I @8lugingl R I ng ,a
L g géhlncgl | gl Sr’;tﬂlgﬁélitmrg%gu CAHIEI gggt ﬁh oq;g Both intermittent
Cor’rpﬁ e} %{H{‘? HHeR5peTiiss; and be?faﬁﬁyseérﬁﬂ aighvap hiyper-responsiveness
i nf éelonis Obmuthclpuﬁnmry disease COPD) ; BRShARRS ﬁﬁelﬁchgg nfectious

d ti
B

DYy T 51 14may el relajgrhdiprasesy hapeysdngivivity ensimevitis; lung
ant fibresksi ineludlintg ariyptpgémic Fibgbisig aﬂwfe@ﬁh@”ﬁﬂfop%léﬁlﬂfe?ﬁfu%]

Cougis by AR B S . i
acut™ ‘%‘?Hl? tgﬁ?rswio&ls 2R ﬁff’ﬁefgn@%%iﬂtdﬁthq fuhgaliitfestions; comphcat10ns

me g pElang heospdntativa; Iscuksosmt tﬂforﬁl’ﬂiti&' cﬁéo?derﬁ 6f fflt@ Hft vascul ature,
an aﬁ?ﬁ\ﬁ&%ﬁ&yﬁg@%ﬁs&nr B h§s1 gglit% mehin getlr%tmgxpt of chronic

nervos nasal po
i nf €13 du‘éﬁt]ﬁ yiftepamat segtsitety canditionf efthe @itways, and

du elatrggmmlrght anye sydelirdiiakhiMiti YeoludiRE HURRE Fne 6ca¢lﬂqtosa and

(bope. aoih Rt bl e St 8006 80C: L CRE
i ncTaEsAgh Yo'fget’%d?aﬁﬂrmm)ﬁ@swtmwrai infs¢tson inchdingtthe@mon

deddd qod dafegtidnaie. & '
22 r (yﬁcq@dm g gils? g;%a 9 res@lr?ﬂ?ﬁr%}fné@ glmhar‘iléllrr u’IS gyvﬁgé&a &T(Hlar\{g%

pai n; mato s and Still's di sease;
seronegat ive spondyl oart hr opat hi es i ncl ud| ng

é:ﬁk@”bmmmommﬁlhhhﬁéssassdb%éd ®ith &r ﬁ{chnf t h r etaﬁt ive
ropa

art hidar i ated 25
o ety R Bt 25 spondl oot
ar tHYSRIatfi eevieal and Brmbar gpertytitis,snd ok bask anthesck pads Heumatoid
| naihdingn PR didhee a8 Endth Y6 10%&%@%%3%@11,1@‘3“ €
udi n

o EAbaRE oGl BLE b ”ﬂﬂ%ﬁ’ﬁ@ﬁé&%&wﬁ%ﬁﬂaﬁ SesLeitferetintcd
C aISE?WB{%’@%’eSQPéP aﬂbdtls anbiather ihfecdod-ralaedd agGRMHiIE and bone

oL ROEE s RO B AR LT b ecuts Eo s

c o RHEPhpsphate; Ck;gwé'ﬂ@? digense, andredlciuma bp dtie eaditedteddon, bursal and

C oyl Vxﬁ'larﬁrh@tﬁdiﬁ B(é)g??@ﬁﬁseaéen Ehﬁﬁ%&{) s}sélc?yd%&)y?‘s.p)gF
?Wi’%?ﬂ euma Heegs a?‘%f}lé’ﬁ?ﬁg FISOORPIA; SIS Wi

| d p tqsus,| THiXed goritestiye tsstibdistasdemdaindiffert@iseed dodhedtive

d| siksue ui&a&nlﬂa&na&&@?g?iﬁé@ﬁﬂ% ?ﬁerrﬁ?coﬂfgzgsmts and
Eb‘lﬁﬁ%ﬁge@oﬁ% @%1& h@}“ﬁ?téﬁﬂu"%fé le arﬁmﬁlé inqlpding idiopathic

teryrthatifes of wiGheveg joBttrdists ButoymahidaEociated syndromes,

pohr}tﬂﬂhé@mhﬂid fveOSSH systemic complications; vasculitides including giant
cell arteritis, Takayasu’s arteritis, Churg-Strauss syndrome, polyarteritis nodosa,
microscopic polyarteritis, and vasculitides associated with viral infection,
hypersensitivity reactions, cryoglobulins, and paraproteins; low back pain; Familial
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m croscopi c polyarteritis, and vasculitides associ ated
with viral infection, hypersensitivity reactions,

w@reoagssBul i ns, and paraproteins; |ow back paiPCT/SE2004/000535

Fam | i al WO 2004/ 089885 PCT/ SE2004/ 000535 14
Medi t erranean fever, Mickle-)ells syndrone, and

Fam | i al Hi bernian Fever, K1 uchi di sease;

drug-i nduced arthal gi as, tendonititides, and

myopat-hies. (3) (skin) psoriasis, ic dermatitis,
conMsciteganeaafever. M @8‘1‘@1’5 syedremet @&leid@ﬁmmgek?qver,
andK@lleicﬁy@chatsyﬂﬁuilmbé@ﬂﬂiaﬂ%é{d kehdbRiBEHED BRd R BYAtBres.
and photodermatitis; seborrhoeic dermatitis,

dermatitis herpetiforms, lichen planus, i chen

8) ki psorinsisagtopistdermatitpy oeféacteleyaatigis en ohwneczgkiatous

S ar B&inthtosds, 260 Uéila&éép%e h%éﬂsé?ﬁﬂﬁﬁt? §éh%t10ﬂse FSH lo9Yd

ST S MR = A 41
eosllm;qmplercag$ etattophich apybdeamagingrenorie- shat taetaid, discoid lupus
bal Q@ﬁ&?nat&‘ﬂ@ %fem‘f)h@b@ Cge%{ﬁmgo\f@ kéf)fdeﬁﬁﬁl'y Paﬁos%yﬂﬁfc%g?

th t
noﬁa‘?%?‘?%@mav‘ém%&%ﬁ. t%‘ﬁeﬁtgﬂ&%ﬂ Sarspys P%Mg@aalopwa

nonameeiaameleepagikinrbatdness Svwands stnderme) W ghea<thirstian syndrome,
| eséﬁﬂ&ma%ﬁ'lﬁfdrﬁﬁu&@ﬂlh g%&l@ﬁ{g tivB Ghd'HbMeheldgd drug

eruption ﬁ tis; conjunctivitis,

i ncPyEt lﬁ,g}ltg ué ylé ASy ﬁ‘gﬂ mglaln@{n@ls n cancer and other dysplastic

c on]esivos;i drig-inslucdd disorders amfleding fixehdrug estptivhar

uvei tis; chor oiditis; autoi mune; degenerative or
dlsorders affe ng the retina;

SRR ED it Py AR pTrEm PR gl lreic

sar cwijgesiviis; iritspatténtorand pobtedomugyeitist eloroidftish gatbinmmangk;

bacH &ech@htive & ﬂlﬁ%)rafnﬂ B&bﬂ:fe?ss&ff ﬁgg% tﬂeq&]irla gk}ﬂ%ﬁfrﬁlhg‘ including

gl n VI t | S, [l oesopna
r ef |°H§ RS S@%@tdﬂé%wf%upﬂs @clwﬂgﬂe@}/s Bgliggl and

Crohmmadil sease, colitis including wulcerative
colitis, proctitis, pruritis ani; coeliac disease,

irritable bowel ndrome, . and foad-rel ated all ergies
# Stﬁ%wteﬁg\?étrécft¥ glepsitis, @ingi wtip mHPdeniitigLeespphgitis, including
ex argfilug; ecdmophific ghsim-entbiit, tiastooytosie, AREN s diRhse, colitis including

( abﬁ’l@é?aﬁ?é Q(}lﬁb pﬁb&ﬁt églafrﬂlﬁlaﬂfj Bglaé lﬂ&s%h{y%rableaéo%eq syno%ome
chotstipedrelated aB%Fﬁ’@F &dch may h?)‘@t qffea@ e@otsfepta gt €for example

30 fiPraipgahiditiigrieogenyd). nephriti s i ncl udi ng
interstitial and glonerul onephritis; nephrotic

sgn&game; Si}gt itis including acute and chronic
(Phrafamina)) hepatitys sincludngayerimmiee - aleoholir @ad viral fibeosisrmad
c hr @mrhesisiofthb tivér; sholpdyestis tpahdrsatitpbeth dyutk bhé chronic.
oophoritis and sal pingitis; vulvo-vaginitis;

on|e s di sease; erectile dysfunctlon (both mal e
”?% epjéqpéqnégy) nephritis including interstitial and glomerulonephritis; nephrotic

syndrome; cystitis including acute and chronic (interstitial) cystitis and Hunner’s
ulcer; acute and chronic urethritis, prostatitis, epididymitis, oophoritis and
salpingitis; vulvo-vaginitis; Peyronie’s disease; erectile dysfunction (both male and
female).

(8) (Allograft rejection) acute and chronic following, for example, transplantation of
kidney, heart, liver, lung, bone marrow, skin or cornea or following blood
transfusion; or chronic graft versus host disease;
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35 (8) (Allograft rejection) acute and chronic
follow ng, for exanple, transplantation of Kkidney,

whe@dnsIsBs ver, | ung, bone marrow, skin or cor nBEI/SE2004/000535

followi ng blood transfusion; or chronic graft versus
host di sease; V\D 2004/ 089885;CT/ SE2004/ 000535 15 (9)
(CNS) Al zheinmer's di sease and. ot her denenting

di sorders i-ncluding CJD and nvCID; anyl oi dosi s;

ero and ot her denyelinating s ndromss
g@} L@ﬁg} Ai??lﬁ § Scfiesean otber d@agyeung fhsgrdel?sen%/iudlag CID'and
art evmmmmmﬂsklbeﬁulapwsalet@m acuitker cﬁﬁ@eﬁﬁﬁtﬁ?ls%@ames
(ac yérsmeer grlrogal&to&@tam? 5a§3§ﬁt§§ gér&n]gora] a\ﬂytégbgf 1515 t}H;ma gravis; acute

or per
he adtHEONIgPginlasie, lmengJéﬁWm pefratient) gh@themfycpntc:dlor peripheral

fac bﬁgm}})ﬁicmmng)h@derﬂl]ﬂlrb BeRlasta, ﬁngﬂ&ﬁie?tr@'ehﬁﬁd? AedraRi, atypical
can nvas neur opa

sy n? %I n@ i O?l{[%ad :%)OH%P%%, ep{alncans ﬁecla gg '[Lg.’ﬁﬁ 1nva510n

Hi vn%lggwkuatp@m synéwm@ anchiding dlﬁb@tm pastdnrms; and HIV- associated

ce nhé@bpzﬂlﬁ@s H@ﬁto@51@6@5815‘%M@M%n§¥)§h§ﬁ@fﬂ%%us G ANS
of mali 0CEesSSes.

CrofB e RaR0k: ot ARhE Hlrdouf P AP bR

i ncluding Hashinoto's thyroiditis, Gaves' disease,
AU s achsr Siteeaffne dhARRLES df%}de'ﬂ Heludif H&%ﬁhﬂbt@ s thyroiditis,

t hrophocyit enl ur pu le tls
nypePPGE SRR e rf[l%eﬁ%ﬁﬁhsw Biedicds ichoi
(11) thmmmcy@npggmd @rlepuw, ebsizophilid faseiiti bygerdgE syndrome

I MuaRippeishalipkoyRaReRt ; i ncluding acquired immne
defi ci grl?cyﬁ?ygdrorre (AIDS), |eprosy, Sezary syndr one,

and paraneopl astic syndronmes. 20 (12)
(€br Qihey disordezy With at nflaoscdtenyes immuablogidal cgnpdrent; including

COr Quylr¥d AnshuRe Héfﬁ%ﬁ@x’fo@lsyn(ﬁbﬁl% gAﬁbsp ﬁbpﬁ%ﬁfr SEALHE¥ddfome, and

myocar di t anmat ory and auto- |
carW@WBFé%F)@@rﬁ’rﬁﬁ udi ng nyocardi al sar coi d;

I schaem c reperfusion injuries; endocarditis,

% I n

S @@ﬁsﬁ%%g#‘#ﬂ%ﬁm syt Sy 0 e,

and 9 r BYUCPEHS Hme?rémsngn giory and gio-jppune

t hr mﬂn@sﬁslppathrels uttludingimgpcavdinisatdui dyritnhatmicangerfusion injuries;
co npédd%@&rﬁﬁﬂsvﬁf/uﬁ@r ArfcPatritiss 1ﬁblﬁﬁxn g(lf}i%):tlxgecasécgo Eg@?ﬂlnc)

treat nen }ﬂ% §O ng% gancers u gpr

br ea@sCulitifiss; disqsgers phfh W@Q%HR?HP gk YeiBigciugingphlebitis

st onachthregkhasisaimdivdire deep vemtisroatbdsis 38d painplici@ings eSvaricose
af f egdihddg the bone marrow (i ncluding the | eukaem as)
and

(13) (Oncology) treatment of common cancers including prostate, breast, lung,
ovarian, pancreatic, bowel and colon, stomach, skin and brain tumors and
malignancies affecting the bone marrow (including the leukaemias) and
lymphoproliferative systems, such as Hodgkin’s and non-Hodgkin’s lymphoma ;
including the prevention and treatment of metastatic disease and tumour
recurrences, and paraneoplastic syndromes.

(14) Diseases associated with raised levels of PGD; or its metabolites.

Thus, the present invention provides a compound of formula (I), or a pharmaceutically-
acceptable salt or solvate thereof, as hereinbefore defined for use in therapy.
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| ynphoproliferative systens, such as Hodgkin's and

non- Hodgki n's I ynphoma ; including the prevention and
woe@ansssst of netastatic di sease and tunour PCT/SE2004/000535

recurrences, and paraneopl astic syndronmes. 35 (14)

Di seases associated with raiged levels of PGD2 or its

net abolites. Thus, the present invention provides a

compound of formula (1), or a pharmaceutically-

cceptable salt or solvate thereof, as hereinbefore

Prefespbly dap ¢agmpayags phthe prreation ap@sodtydresg dsesses in which the

chelSkirBR20pAdUMMPS to fife CREARfak) Y dubfangi®frPOUNds of the
i nvention are used to treat diseases in which the

chenoki ne receptor belongs to the CRTh2 receptor
Pargigpppeanditionparhigheeandie teastedi withoths camipetndsand theinyvemanede asthma,

thid#it Bnd btﬁeﬁdi%@éb’ﬁﬂ&vlﬂf:h idi‘&dllé%%f' m%ﬁtﬁﬁgﬁ’lﬁ&ﬁe It 1sfpreferred
ral se evel s

thaf B30l Sy T BT AR FRel bt nar o

conmpounds of the. invention are used to treat asthna.

In 4 furthef ABpEGREIhe PSRERL 1nvérﬂi%n?ﬁ—&§§é%tthé RS c‘b?n&ﬂfuﬁﬁ ol fimula (D), or

o phfiTaTishly BcePOBR B oF sy ® Bindbrese eas foatbre desinesin the
mapwfagierecifmba¢deanetsfomesd in thetdpy. i o manuf acture of a
medi canent for use in therapy. In a further aspect,
resent..inventi.on provide e use of a conpo
In 4 W50t SRR e YOG I erion e A ) AOBRVRR Pl cFaEpla D, or
a parmaedufigeldy adveptable,salior havae theedoby & hpedinbefarel definb@in the
maﬁi?fﬁétﬁ@cdf Létrrﬁedif:arﬁeﬂf?&’ g 'i'i?ﬂfera{p? in H@rﬁbllnﬁtléﬂ]%tﬂ Qﬁ‘uéasrhéed to treat

asti e AR (LA S bR ebfosah ety Tl omsceaiopiss nd

oraDRukeivens rrepigomitagopistsdd  oral | eukotri ene receptor
ant agoni sts). The invention further relates to
erapi es erein a conmpound of for

TheiyenR it e ARy Bedpiea e g comparrbedogpula (1
or 4 phayingceutiyallyodcgepthble sals tselvatche e oo hgdrodysable ester thereof, or a

ha?ﬁﬁééﬁﬁ@ﬁ %hfb%huﬁﬂ @%ﬁlaﬁgn ‘3513&18&[% la%?%%@u&c? gpfohﬁhl?%?
er

concurr

P@é %%‘P%Pfit Qirsea%enélﬂtb AbsfetPrphiaghprapiatonvith anot
thempelltfoea'gemt dreugente ot theagatmend bf agenimorefodithd dtdditions listed .
treatnent of one or nore of the conditions listed . In

In pgl]rtgé]gaga[ § Cgfl@a rl}@éfm?agpor %I{]tg)f tél{otflghia.rpnep@nt to?{l) gggqesglg Flgu%rg;gé glttgntis, psoriasis,
inflamfdagorrbb welydikense | COPB eastiana &dPillergis tHiniisanslc@hpRings 6f the
1nv51ﬂioﬁ'rﬁ e}ﬁbet HRAPRHA qgen? sdch %? td R He b BB '%Eéf&’:fal@%a TNF-0x)

ent's Such Mour Necr o0s
mh’iﬂ“ﬁﬁéufhr&ﬂfm(tﬁ iTAPRAsI gl @t@eélﬁs ger @mpkrﬁpwdéc@aﬁaﬁm and
adatinuintabpareSTIF oecepica ipphemBglnbulirteoleCiles &00h anBnbrel); non-selective

cycﬁ)d@:l #gfg;{é@g 9 /TABXE SR %H&Hé}q%k)ﬁg& d E]ca lo?‘g}lfélte%cally

suc ; _non-sel ectlve
(Su‘(hc&%‘f%lc oiem%hpwmcsawﬁleas %E}Pﬁ@?feé'd tlblpmfgn, ifgnoprofen,
keteprofey sheé itupadftyy, faflnistescsuchas mefopxingedtid, dhddéthas, sulindac,

aza‘g’o %ﬁ?glf rﬁ%ll %{?‘ga}sgﬁ H)ﬂﬁﬁﬁ%}%@ a{hcglla{e? Qéhe& 1 as aspirin), COX-2

inhibiorspuch fioee! %ze?aam GIRaBHEL IAROND. Seecoa Timarocoxib, parecoxib

and etoricoxib); glucocorticosteroids (whether administered by topical,oral, intramuscular,
intravenous, or intra-articular routes); methotrexate, lefunomide; hydroxychloroquine, d-

penicillamine, auranofin or other parenteral or oral gold preparations.

The present invention still further relates to the combination of a compound of the
invention together with a leukotriene biosynthesis inhibitor, 5-lipoxygenase (5-LO)
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azapr opazone, pyrazol ones such as phenyl but azone,
sal icylates such as aspirin), COX-2 inhibitors (such
w@00a18w835 cam cel ecoxi b, rofecoxib, val decoxi BCT/SE2004/000535
| umar ocoxi b, parecoxib and etoricoxib); :
gl ucocorticosteroi ds (whethey, adm ni stered by
topical ,oral, intramuscul ar,” 35 intravenous, or
intra-articular routes); nethotrexate, |efunom de;
hydr oxychl or oqui ne, d- penicillam ne, auranofin or
mhﬁﬂ‘?‘i’é pr édwemm:ﬁe agvaingl profsind(F A antagonistsuchas; zileuton; ABT-

76 preseibn; tBy(ﬁﬁhhoﬂbl&Itﬂ 79175'“1%13&'%—85% Bhegs- E&sh{‘u@e %—tl'}l]lophene 2-

TR 2% 3 SRl e S 2 S8SShs st
Ze®cp iZhb R {Afe mlxs@mlﬁlund)ﬁBm%GDApﬁRﬁ&&&uBKﬁfmtSEZQi%ﬁcﬂﬁ@EﬁSIene
cordgoundt kiiht R11.-939,810; 'Zﬂgéﬂ&ﬁﬁﬁcﬁﬁlea&ﬁh Rl 9&1@ Ga%tLe‘hﬂS 530; indole

and Gl BB i Vb3 ot o £ 188561

N- (5-substituted)- t hi ophene- 2- al kyl sul f onam des;
Th@pl@’séﬂt ihv@htioPst1y furiien@lardind &l?ezémﬁl%natlon of g compound of the

rans suc eneca

im0 BESE D op PRGN FOLlgHETT pisme DA, LTCA, LTD4, and
LTR4 cpleatedefpinn kel groep @mmtmga dﬁﬂhs Iﬁaﬁxhhﬁan&-BawﬁJa@ 1.-651,392;

amRN Y @RS apgaeﬁedswﬁoi {é%%%ggzaﬂ@ e

and i'nolin o}
SR R O
ablulﬁﬂsatlmmteﬂokttsh @rzﬁﬂuﬁaism a«tﬂu:hastxiMIé CTONIRGH1d528, Roh®45913, 1ra1ukast

(Cgpgwgpgnaﬁ@ggtyh)?hg@th a receptor antagonist for
l'eukotri‘enes( LT)B4, LTC4, LTD4, and 10 LTE4.

selected fromthe group consisting of the
Theppreset ivantion Sill frtherck]ats th R 9R24ticArof di cdehpeand 6fHRE S

i 80 SN I3 Dy M i

nzenec 0
B?Fd@ygw& a0g aminephy gk and seleshyq RREusoennyme inbikitors
inclnding RINE® inhibittd akdidhitiddé 6783 isoRemIPORED, Retidldada of PDES.
i ral ukast (CGP 45715A), and BAY x 7195. 15 The
present invention still further relates to the
ed?fﬁfﬁnﬁ nvepienstilbiugbenselatng to the geanbinatipapf 2 sempeued plcthe
invevition tagqmlm&mﬂolﬂistﬁﬁﬁﬁ 19p€1 (dIPdor bAESi 0 BudhENcatBizindCloratadine,

desfag?ﬁtgéihﬁ qﬁi(g}@ﬁﬂcﬁ}%s t!lﬂéd ié&ngﬁgg R GHJZ@G azgl%%t ine, tl%vl,ogabasune

nop 1 ne; ecf Ve
Chlfi’rgh%@fﬂﬁge PERCth#nG Y@l inca Aee midlasting pEplisd arplly, topically or
par¢rsa@bllym PDE4D, and inhibitors of PDE5. 20 The present
invention still further relates to the conbi nati on of

a conpound of the invention together with histam ne
The;Rrpten nEeré%tém il fyrhergelates te thesembiratioatof picempeund of the
invémioattaghtiee withtegdsabplotdtinehistaeniné 8padirBeaptatntagasiki. ne,

terfenadi ne, astem zole, azel astine, |evocabasti ne,

chl or pheni ram ne, pronethazi ne, cyclizine, and
TherRTs s PRHEOCSHH: forBeraplates jo thespimbanatipn of a zmpound of the

invemaioaviel @lthgonisld 6 the BiSRfind @Péﬂtrb@@tcﬁrtl Il further
relates to the conbination of a conpound of the

The present invention still further relates to the combination of a compound of the
invention together with an alpha-1/alpha-2 adrenoceptor agonist vasoconstrictor
sympathomimetic agent, such as propylhexedrine, phenylephrine, phenylpropanolamine,
ephedrine, pseudoephedrine, naphazoline hydrochloride, oxymetazoline hydrochloride,
tetrahydrozoline hydrochloride, xylometazoline hydrochloride, tramazoline hydrochloride,
and ethylnorepinephrine hydrochloride.



10

15

20

25

30

35

i nvention together wwth a gastroprotective histam ne
type 2 receptor antagonist. 30 The present invention
wa@tioklosdses t her rel ates to the conbi nati on of aPCDREOHEN0535
of the invention with antagonists of the histam ne
type 4 receptor. The present 8Jnventl on still further
relates to the conbination ]f a conpound of the
i nvention together with an al pha-1/al pha-2
adr enocept or agoni st vasoconstrictor 35
Thepresrat Hyientien $t31 e relagerih thescqumlgpsti dneofedronmeund of the
mvbllitﬁmytbg@héﬂ Wigh amtmauhea eRaBak ﬁ{amﬁn nﬁl@&@ﬁ[d 18€eptor (M1, M2, and

B PO RS R St ot
tlotrfgmwa@mr@ﬁedmtmymmm@ pnenmmoa;rm telendepine.

tramazol i ne hydrochlorlde and et hyl nor epi nephri ne

dr o hIor 004/ 089885 PCT/.SE2004/ 000535 1
Thd A BB ST s BBl T Cmpiod oy a@mimg opd gt the
mvg@rﬁm tﬁ&flth‘mwldf 2 eteadprooeeptafagohist (induding beta reapeirhebtypes 1-4)
sucWak o ?f&mhﬁﬁho kalBehAiof fAPENER], isAEtdadbn gergb’tﬁﬁlzé, 'ggEiﬁrenaline,

MB) ant agoni $ts suc
blt%{seﬁgﬂ?‘?%la %%@BFWétemgt ycpyrrrol ate, ipratropium
brom de; tiotropium broni de; oxitropium brom de;

Thé} 1%&'?1@ ﬁﬁi'eﬂﬁ@n ANPRtBLERELR tG €he &Jﬂiﬁatﬂfn%%%niﬁﬁﬁ@ bt 1.‘171@

ther, rel ates t.o the conbi nation of
mVBl?“‘iﬂHSgé%ﬁWélﬂi ? ShomogetiRLPdiRE SAdiym apmoglyF aR gae pe romil
sodagoni st (i ncluding beta receptor subtypes 1-4) such
as isoprenaline, sal butanol, fornoterol, sal neterol,
terbutaline, orci ena bi t ql t erol rresyl ate, and
Th%PfFi%‘% Epgtion sl L@f‘éﬁ? the RGBT 3/ GOTIDgRRd of the
inverglcattegethey wltfearc’xmmdlmhke growolf faetarappeolCF o) miketic.

i nventi on together with a chronone, including sodium
crono cate a d_ nedocrom | ~sodium 15 The present
The pg } Rniqn fill FoERETHEIat6sdp e muination of GresmpRBRGR B
inventortpgatie with sthimhaled ghrebeaticdidgaich as flwhisdlidtriameinolone

acetdhidd b&l&ﬂl@tﬁaﬁﬁlg\ﬁgﬂ?ollg ?ﬁ&t? rbuﬁ%ﬁ?ldeéfl{ltg:as&} oﬁPt E%Bht% cidB&nide,

preseéent gventl on st urt
ande‘g%pﬁa&qe W98t a conpound of the invention together
with an inhal ed glucocorticoid, such as flunisolide,

Thd déﬂe?eﬂﬂﬂ%ﬁt%h%téﬁg@cﬁ@r@%’te@?? R& %W&QQ%QQ%ngO?nd of the

propi onat e casone

inventondegrthegavith apahibgre ehisatii m@ralé%ﬁr@teaspﬁ girt-, the
stromelysinis, thie collagdnadey dridethe pelbidass, ko wehas aggfetm&e @Bpecpfally

011% %ﬂg@?gﬂﬂ&?fl%égﬁa%éngé’ glt(ll{/l%ﬁ) %?%8 lgger §Mﬁ> :13), stromelysin-1
- enratlysin <MY Rl é&nﬂégembégl -3 #&) and MMP-9 and

Ml\@?}ﬂﬁtl nases, as well as aggrecanase; especially
col I agenase-1 (MWP-1), collagenase-2 (MWP-8),

col | agenase- 3 SI\/I\/P 13), stronelysin-1
The present invention still further relates to the combination of a compound of the

invention together with modulators of chemokine receptor function such as antagonists of
CCR1, CCR2, CCR2A, CCR2B, CCR3, CCR4, CCR5, CCR6, CCR7, CCRS8, CCRY,
CCR10 and CCR11 (for the C-C family); CXCR1, CXCR2, CXCR3, CXCR4 and CXCR5
(for the C-X-C family) and CX3CR1 for the C-X3-C family.

The present invention still further relates to the combination of a compound of
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(MWP-3), stronelysin-2 (MW-10), and stronelysin-3

(MWP-11) and MWP-9 and MWP-12. 30 The present
WO pwesdseh still further relates to the conbi ne€T/6E2004/000535

a conmpound of the invention together with nodul ators

of chenoki ne receptor functi such as antagoni sts of

CCR1, CCR2, CCR2A, CCR2B, CC%;, CCR4, CCR5, CCRG,

CCR7, CCR8, CCR9, CCR10 and CCR11 (for the CC

famly); CXCRL, CXCR2, CXCR3, CXCR4 and CXCR5 (for
theyipgentiox tagetherinii)a aekitxecredtlaior oheytakinsfu@cfiamiihghidiBg alpha-,
betEhan@ e@sMAtiniefd Rt ir@éﬂe%kiﬂs'(mf)liﬁélﬂcﬁféa%i &} %’E ah®idt&feukin

an GRS R8s s B ARG it oR v Bl aling g

cyt oki ne or nodul ator of cytokine function, including
ThabRR&t inveRBbstill ARHhcHAMNE if8tion oh-[ﬁ}é '
i iﬁg}ludiq%ll L1 to 35 téﬁ%:ﬁ“&%ﬁ%eo&% A tlgh‘g%gltes
IVERLQT IRERAPTOY LT a1 HRRHRP 0P U Or iR PraRaREPn 9haw gqtagqnis or
antghagiy abdduteging dg watien sichTdsenfiflgE éomalizuveab).i on stil |
further relates to the conbination of a conpound of
or

the invention, ther with an i mmunogl obulin (lg
The gresend b%\feap?rbﬂﬂtggfgﬁr Jgﬁﬁt%sgte iihesgorpRinatige; qf g sgynpound 02 the
inveniger! @gether wigh bthactyistmis octopiallpappliddymtiGiafMamztiabents
. . qi i i rt. t . .t-he
Ry PO AN bl SO RARLC
with other system c or topically-applied
Thepteserit idveativmstdl furthgerdses tonled codhbigatiohalfiadomipdendotihe

ey
tet@%ﬁ“ﬁ%ﬂa&wl@fés’g’e@&ﬁﬁéﬁlﬁdﬂwowléolowvm inbed aginagbicosides;
andnrttivimhagentsiihzodiag haycl@ge fmdiclohdi g idevit,gahbiclvir, cidofovir:

h-vat i . .r-ac i S, i S s e
AN S A O s i s o
1ndg}ﬁvgoléql§wéq, Hanavir SAAINIVIF; apclgpBdr ¥ Vpise rgaichigtase inhibitors

suchcy didavbsine, tanwudinetavuding] stdigbié fidoganed; abaviuEleoside reverse

traﬂcﬂ aQeVﬁleito%%Qﬂ Afra fni_e,n&%i?e ! ne, r i _bayi rin;

zananmavir and ose anavPr, protease inhibitors such as

i ndinavir, nelfinavir, ritonavir, and saqui navir;
Thepreken sivdatisresa) fiethér @RSarto meafomBiMioFliotf@rcgmpéuﬂdloﬁﬁe
. di udi ne, zal ci tabi
i h A0S L6 SRS, o486l Bh0 By b
adrpReeRicr Blogkers angipiensiavionypiting eneas/ (A GRzinhibiersprgieinsin-2
receptueitigonisss; lipld 1bwetinesgenel satless it@tri]ﬁslﬂ endaPRteR b aefs of

Y ! [ .toge L. Wit . e 1
B CATROHT B4 s Al BRG] ppiconguas ichcing
plajsles aggregatiopankibiterar enocept or bl ocker s,

angi ot ensi n-converting enzyne (ACE) inhibitors,

' -2 .. e t Lsts: Lipid | owerd
ThERA SRRl gletls ST IRN R0 of  SpinppiF g
nveRtsdogher iy GNS|ages surdips astigennesoxys (urh avsertraline), anti-
Parkinsonthobyis stch angepaéityl,doded, Ratsip) Mefapét, MIAOE @hBiBts such as
sel@g@&r a%%argéa%ﬁirfe,nggn% fiRititors such as Tasmar, A-2 inhibitors, dopamine
reuptake inhibitors, NMIDA antagonists, nicotine agonists, dopamine agonists and
inhibitors of neuronal nitric oxide synthase), and anti-Alzheimer's drugs such as donepezil,
tacrine, COX-2 inhibitors, propentofylline or metrifonate.

The present invention still further relates to the combination of a compound of the
invention together with agents for the treatment of acute and chronic pain, including
centrally and peripherally-acting analgesics such as opioid analogues and derivatives,
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The present invention still further relates to the

conbi nation of a conpound of the 30 invention together
WOWaoh/ 0888 agent s such as anti depressants ( suchPEESE2004/000535

sertraline), anti- Parkinsonian drugs (such as

deprenyl, L-dopa, Requip, M#O’;\pex, MACB i nhibitors

such as sel egine and rasagiTine, conP inhibitors such

as Tasmar, A-2 inhibitors, dopam ne reuptake

I nhi bi tors, NVDA antagoni sts, nicotine agonists, :
carpygpauePe. plisoicin.sodiveh valprantsi amiteyptifinsand eher antilepressant agents,
andadrd@erdydal RS eflandfstoAgen®l zhei mer' s drugs such as

donepezil, 35 tacrine, X-2 inhibitors,

propentofylline or nmetrifonate. The present invention
Thepreent inmentien stiléfrathesrelasest th ¢hecnmibinatidnoof acforgpoandrpbihad
inverhtidnBgeth&M@it pABnELUSR %pié’&lltyhaggﬂg@ foRall 'é%f}ttllib?ic agents such as
T treatment of acute and chroni ¢ pain, including

EEAPFal |y and peri pheral | y-acting anal gesics such as
opi oi d anal ogues and derivatives, W 2004/089885

Thd ﬁée%@%%ﬂfi@r@%?ﬁ;ﬁh@{)re%sqe gi?ez&ﬁﬁﬁlﬁati(ﬁr}gr&yctoﬁiﬁunﬁf BEiHI™M

. val proat ﬁ, ar%]é&&gt I11rne. an . 81 er anti epressan
lnvs%bﬁtte,get Shtith G P iascon BRI ot Rlae e bantiuating fagige RAF)
antdgvmighy; €81 mbterlenkem coryvertsigienkyrhel E]BCITES fintiBit@s v VRIS ri]nhibitors;
) SIRIACHRR o AR LA AR ARRAL B
Kingse {BAIPHEIST £/ 1LPHEse6 RRSRhate JehyHtsEsmeve inhyiéory (9 dintin-B.subl. -
and BisebR Heoepdi drtagonists) €0) antilgouiesgents, tlag colehieimatiipLandiine

. > . t " N
oSO, GO I PRI o4\ ol o
Sulémﬁ%z%& Ak DegEhTPIREINe (XHD))SIPWHQrEIgRe prcERsRgAgHeS: hE V)
traesfiarying gﬂo@E? facndy (WGEY;xv ) pluklet-NBDRd grbivi ﬂaglbﬁ (PDGF); (xvi)
e A T
magrRRhageciony stippulating dacieSRIE Fho Sk capicy eicame (dsk
Tadhiykinki N&I.sib1(and) NKisab3 r&eptob hntagosing sﬁe&b@ﬁlom-thé SRRppOr

. - - 0 P iclnes .
co B EOPNRScodcl s U AL s (SPLARLE o
selqcigd; fyorm e 79up Fensiggiasof UTe hand BDdi8R=ewd), TNIET converting
enzyuiefih}ﬁbmhﬁl’QAEE)ﬁﬂiﬂiiﬁﬁﬂ%&ﬁ@ﬂ@iﬁ:m&le sér)it'hiaée)inﬁibﬁhﬁfsr(iNOS) or (xxiii)

r ) ; ansfor 0
chefiShPRPant Bk PATIHE R oy LLARG R T af AP g
antggopxsts) (Rix)inhubitorsfdilast growth factor, e.g., basic

fibroblast growmh factor (bFGF); (xvii) granul ocyte

: stinulating;factor, (G CSF).: (XW i
R e e T
ostgqporosis agghfs inqlegiag hermonak 2egnisisyel axwalaxifere) and biphpsmhonates
suchaonlpn@Onawensi sti ng of N P-6080; SB-233412

(talnetant); and D-4418; (xx) elastase inhibitors
selected fromthe group consisting of UT-77 and

Thezgompynds phthp jnveriion menelse OF eed iarcoybinatian withtexisting therapeutic
agenfbAGiEhe tietidn} of SuletaeHrifd. t S_Iiiﬁhbwridg@ﬁtsi?( B¢ Bskden combination

. [ (XX che racta

inch B84 Ratshonbel bt hroc! SRR GBS atpp such o
pirqresRIh-Rliclefienagy orAPienig aqisis@uel as naprokens flybiprofegdenoprofen,
ketoprofen and ibuprofen, fenamates such as mefenamic acid, indomethacin, sulindac,
apazone, pyrazolones such as phenylbutazone, salicylates such as aspirin, COX-2

inhibitors such as celecoxib, valdecoxib, rofecoxib and etoricoxib, analgesics, and intra-
articular therapies such as corticosteroids and hyaluronic acid derivatives, and nutritional
supplements such as glucosamine.
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25 The conpounds of the present invention may al so be
used in conbination with anti- osteoporosis agents
w0 p@lsseyy hor nonal agents such as ral oxi f ene, PETEE2004/000535
bi phosphonates such as al endronate. 30 The conpounds
of the invention may al so beyused in conbination with
exi sting therapeutic agents for the treatnent of
osteoarthritis. Suitable agents to be used in
conbi nation include standard non-steroida
The, ReTPeYRds hihsimysntion ar alsp he pediatombinigan Dath existing dlerapeutic
aganitsr fox theargatriént bo t aRae, SEtdR oh6 tébé dsedSHEBmdMation include:

. . ' f f enoprofen,.. ket oprofen and .
& B3O8 L L0 UGB TSR N e
onGokeeYRahAs iabkyladimgiageants (fog sxaipple ciseplatpy caboplaties such
cycdsphiobistiaytite) ez ,mlis@dlrﬂ,cﬂiklﬁgﬁﬁn,%lﬁgb'ﬂarﬁ%cgﬁ, Bléd %hanggé' 2
. . .as .cel ecoxi . eCoxXi r of ecoxi, .
R AN N
S-flupequagsilenddegafura salidoeadcmethetroiatis catrdinkyradhimaside hpdrbgyurea,
gerfl€tabitiatand §Sclitaey; ﬁﬁﬁﬁlhbﬁx%ﬁbiotiéygai 1S aﬁthﬁﬁy%%e ike
Lucosam be.. WO 2004/ 089885 BCH SE200400pAgE-Yahes ke
s Eh ey Rabisiy Rowmossi s Fas By dagbtgin, mitomycin-C,
dactippmiyeiatand mitiahy@Rr); snfimiotih ageatse(Gtr exampiyevinsa dlkaloids dike
vintiigik/WfiblastineC Ana&dine A ViaGebiROaRSxdids R UR6%hndtaxotere); and
topgﬁn}tﬁ'r%a“n?l%'t' nc@ude: (P:H% . 1 ¢ Tike et de and teninosi
PHBIFEY IPEFSE U2 Sirinetipaoph¥liqiptigs liksgfoposide and teniposide,
amensrBe.riapdiens anleampfotheainsised in nedi cal  oncol ogy,
(ii) eY@6tads a?énlf@/slu@h a8 S @GRR5 Senk (RF eﬁiﬁﬁ;}ﬁ@ Iteﬁn&iii%h@to%rhigene,
trogen nustard,

car bop in, 5 cycl ophospham de,
rol e Bk Reney oA ATe) asnsshatresisn dorinap BlGaRisexample
fulvestranib epboldregess (foo examplapicalwarhide dhateides tititamsde and

btedne BYetAt), WHIES ahial6nist of | HRTPM AN i
f ypf|rr at%ﬁtl.i tr tetg),’@ t hg{ﬂraggrgftg ,0§ ié”yt os%@géér gg?%c%ﬁggg&emhn’
leupOFs APl PUsEre PO sieas (ioR XATARF FIEBSHIO Asapie) resuptase
inhibetorsfarteixemplefas mnastamplegleamtdle avyadolengrl dxick@stane) and inhibitors

of ﬁﬂfédaég_}iﬁf dhch Qédﬁﬂé‘%&i'd%; dox?r ubi ci n'C dz;gngrry;:! n,
GidZReenis Vel ig/ubiasanesr eqlhinv oo, (kag exaraple pstallapastpinése inhibitors
likevhmrimasidtiaat] doldsitdrs k€urokimss plasminegen/adivhs kdddptor func‘(cjion);

. I ne . n
A NI U g
antiyiiEs, GO RSP TReP oT 4IEDORES Hs FHanRle i skir 4506 aribody
trasturssmeb iane thetan et bisihantihody cetngin@b{EeR 13 ) farfidsy) transferase
e o AR Ay BHE R sl AEPRRERERS, il Wt
inhibers o i pjeraLero B Fack SUBN B Horenmle GUIER. Ly sine kinase
inhibiterspheh asf Ni(8-ehtaradt flyoreptienghd- mghosy-6i@F exanpl e

. . . m ’
SR A LI I .
bis (SRR e SEIINAROIIT P (eElofiRiDn S LB g4k -pgrylamido-N-(3-
chlquo-dgfisirogtens]){(7- (3 mexotihepropeasduindzora et &tk (CI 1033)), for
TR o e LB i e

| etrozo vorazol e_an
of theehepatocyte growth factor family;

(v) antiangiogenic agents such as those which inhibit the effects of vascular endothelial
growth factor, (for example the anti-vascular endothelial cell growth factor antibody
bevacizumab, compounds such as those disclosed in International Patent Applications

WO 97/22596, WO 97/30035, WO 97/32856 and WO 98/ 13354) and compounds that
work by other mechanisms (for example linomide, inhibitors of integrin ctvf3 function and
angiostatin);
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20 of 5a-reductase such as finasteride; (iii) Agents

whi ch inhibit cancer cell invasion (for exanple
WOrei0alogwsps ot ei nase i nhibitors [|ike marinast at PETEE2004/000535

i nhi bitors of urokinase plasm nogen activator receptor

function); (iv) inhibitors ﬁ grow h factor function,

for exanple such inhibitors %cl ude growt h factor

anti bodi es, gromh factor receptor antibodies (for

exanpl e the anti-erbb2 anti body 25 trastuzumab and the
(vinyaseulay dasnaging d8506 pucheasconphiptaftade Bi)and chmpaesdsldisclosed in

IntdrhANShEPASH App]i&bt%ﬂsQN@ 99/0?1%}]“@3(%0’@9; Wohobi 6¥|59S

r Ibitors, for exanple
W@ﬂﬂ?%‘l %@&Fﬁ g‘%@ﬁﬁ@&@om h factor famly (for
(viig ratiyshee GRPicH ot Exanple deisnwhichres diredterhiotht Grgetslistbd above,
sucB%s 0551(8325©B| ﬁfé}rtflrag |ah'l‘i’§eﬁ§2419ny| ) 7 met hoxy- 6- (3-

(vu%%g%%r %@3 UI P 20 F?ngn e g@pr%g fels ttoI repPace aberrant genes
suchias @Berrest pﬁ& 9E&Hm;rt) BRCAA 20 [HRCA2 (BDEET ((g¢deaditeasidd, enzyme

pro% H&%P}?ﬁgpr@a&féﬁ ¥ 'Hs‘i'l% [%"u@r?’i? c osme deaminase, th midine kinase or

or o- oro ol I NOPr opox ul nazo
a b?crﬁewl Bifgreductase gpay: i % ndfa@Pfoaé%?r’FBFT&f‘P%%ﬁ P%ané¥‘§3féﬂcqtﬁe
cheplagherhet erdrediothechpyrsoott s habtit-drog resistince aenke therapgxanpl e
h f
B R P i
incfegge QREBREn draeit el b ch BSURISERRIAN Ay cFokines

suchfas inteckaukpl 2, ihtedewkin #-ov gsamuloayteanagbpielge @bloa e klimgrating factor,

appff@é?:h?sr g@%%&e?&dﬁceﬁ’%’{&g% ﬁ‘gp&g e%m%ﬁ%&e b mn%&fsesuch as

1.SC at ent I catl ons

nt er nat
%%i@ﬂp H6 63\, RPOFACS VYRS cxﬁe Kingytraygfegted sumour cell
hnmmddapm)m}mslasmgahtl-ldvmyhmcﬂmtmmﬂles mechani sns (for
exarrpl e linomde, inhibitors of integrin av03 function
q angi ostatin); W) 2004/089885 PCT/ SE2004/ 000535
In azszl ](f\l,lﬁ ewggqﬂ the p@g@gﬁgy@ug@ Brpvides tlagusgof a compound of formula
(D), oo arphetnast@idally Adceptabllecali uoldste dhsedfpsekkréibefore defined in the

T T T L

mo%@@?fb@fzq@'rh% tEceDtonsativiRiskenefigiahpi es, for exanpl e
those which are directed to the targets i sted above,

In tﬁe é&ﬁ%’:ﬁ%? tﬂeﬁ!r@se%? %)%bﬁ Quéj}{‘ ttﬁq I.%%ﬁ A ag?re %%Wpcﬁ Vdes I"Igrophylams

unl%“ﬁ &%ﬁéﬁe@@e@ﬁc #%‘Ff’é‘@és @dé@ P%Fﬁta%eﬁb%teﬂ% Cthempewtise @pdint
"thgrauticalatyshodldbe Bohade@ acddREAZly. GDEPT (gene-directed
enzyme pro-drug therapy) approaches such as those
cyt.osi ne deam nase, thym di ne kinase or

Th%&&?fg’fqnéﬂnrﬂntﬂﬁ%rPé‘h‘G@QSa?sféetéﬂQ phizcaiing digspses ansdistod by PGD2 or its
meﬂah@lit&ﬁ@ﬁelﬁﬁi the pfosta@brltandsao 9 rédeptoh €EpEARPORTAR) receptor,

ﬁgb EH%%H%Q?&%@ ??‘o Jﬁ%t]teht Q{h%gapggf;f’)ér og ﬁf‘égﬁ Ieaﬁlg?l{?a of@
Confstn 2 Fﬁmﬂ ), o g ohatFceuiogtly @ccgpwbbes@he@mtﬁ or prodrug thereof,

as Hereinitdse defiged. munogeni city of patient tumour cells,
such as transfection with cytokines

The invention also provides a method of treating an inflammatory disease, especially
psoriasis, in a patient suffering from, or at risk of, said disease, which comprises
administering to the patient a therapeutically effective amount of a compound of formula
(I), or a pharmaceutically acceptable salt or solvate thereof, as hereinbefore defined.
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such as interleukin 2, interleukin 4 or

gr anul ocyt e- macr ophage col ony stinul ating factor,
wapprosmsies to decrease T-cell anergy, approach€BSEXN4IEOS3S

transfected i mune cells such as is

cyt oki ne-transf ect ed dendrit4 cells, approaches using

cytoki ne-transfected tunour Cell Ilnes and approaches

using anti-idiotypic antibodies. In a still further

-aspect the present invention provides the use of a

lbté?‘rﬁ}éﬂ}’ﬁdn@?thnéii pherapeuti¢ yses gle dpspermndraivistared will,yf course, vary
with Cleeqingiviuad satployed, 1 ek of hivelreRfatioASthy %ﬁhﬁﬁ?ﬁé&ﬁ@d and the
dm&@@fﬁﬁ%a A the 20 manufacture of a nedi canent for

of human di seases or conditions in which
nodul ati on of CRTh2 receptor activity is beneficial.

For the hlbtﬁvecrﬁéﬁtﬁ?ﬁ%d ﬂ{eréﬂéﬁu@{l% e do%@ﬁé’écfﬂln‘ﬁﬁér will, I?)E c&ﬁﬁ@nvary |

in 0 unl ess
with e S BIHRE A1 St B BRI EEHBR by tosbment dasied and the
disordpreindisetgtli " and 25 "t herapeutical |l y" shoul d be
construed accordi ngI y. The invention still further

d t di di at ed
B R S B RO R o e
theteof mas bp els‘ﬁbmoﬁle(r@&fmdmt alill gereRlhPhe admiapttered in thé fath of a

ph&ﬁ%’tl@ﬁ%oﬁ%hﬁbﬁ Erﬁvhféﬁ tltlé)fo?mﬁﬁt (J%?mi%uﬁ@/@{d@?o?%té %a% 1Ivé/

fﬂﬁéveammm of ﬁ
AP RIS BLAT QP Wit & ghamieecisally assspiabiocadshvaph Gifpen or carrier
Depdmdrrgcn‘n, the awdhef edminéftation,dbd p]mzeﬂlacélihﬁai dvnquitmﬁ véll$eeferably

corprR¥IERRS 0 B576HH 98l @pertcél?cq;y' V{"‘&%ﬁ? the! g}?& rﬂ'Os(%atﬁ%O %w,

sulf bR eiterbly 3 e oy

|
é)s‘% %Wnét@pfﬁrgr@fggabggt%om 0.10 to 50 %w, ..
of zxting mgsddéemitwj] pevcenkrgepby iveipht Beihp @asedant toadtdiiposition.
ef fective anobunt of a conmpound of formula (I), or a
har maceut i cal ly accept abI e salt or solvate thereof,
Thepresrat MVABAGIL?IE0 Brevidee @ PhapaseieAbgyempsition comprising a compound
of (PEMISED DO (1eGh3ceuti2l yrrtepitiide sdlovesolins theref as hersin before

o A Lo S B AR R R R AT E LG e ol g

adm ni stration, the treatnent deS|red and t he
Thepmanaentical bem‘pbﬁdons'inEybbe idlﬁnﬁb@&@tdmllwél tho the lung and/or

a1rv$ R RPHE 'sﬁlnyﬁieﬁle#i}?}]gps%ﬂﬂﬁm g&é&ﬁ]‘oﬁg % pt\?l’pH%fo%@(a%e aggosols

urse, var oye
andéiaﬁpﬂwé%rr QPPB;WIOI%SE] ar %Yrszeatl@?ém €. aelgy pialiadipiistigon in the form of

tabldisscapeides, ispaips, qio@diersTdT%rmmpw‘l@ predtefaldrfinistobtion in the form

£sB8 r ts.and . . .

of ggyggsu@w] R dTg Stibolicb ARSRRALE PR febif Bpiniation

int En ot |sppp5>é1tglaq§, qq,t@p@cggalﬂyq ]qu@erzmgy thegfompound of the invention is

adnphidtersioernlily.cal conposition in which the fornmula (1)
compound/sal t/sol vate (active ingredient) is in
assocjation wth a pharmaceutically acceptable

Theggyeniigntwill iopiRerllugrateddyyt the follovpep apwtling iagexaneplerdigevhich,

unlaak s@atkdioheswisat i on, the phar maceut i cal conposit | on Wil |

() Me%fggg?e%b hI?fml\p\gRrgﬁH 3 %uét]'ég nr} %eg fsg?%t A /&Er maJor dlagnosuc

protons, given in parts per mllhon (ppm) relatwe to tetramethylsﬂane (TMS) as an internal

standard;

(ii) mass spectra (MS): generally only ions which indicate the parent mass are reported,
and unless otherwise stated the mass ion quoted is the positive mass ion - (M+H)*:

(iii) the title compounds of the examples and methods were named using the ACD/name
and ACD/name batch (version 6.0) from Advanced Chemical Development Inc, Canada;
(iv) unless stated otherwise, reverse phase HPLC was conducted using a Symmetry,
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15 still nore preferably fromO0.10 to 70 %v, and even
nore preferably from0.10 to 50 %, . .. of active

WO pgnogisent , al |l percentages by wei ght bei ng bBSESE®N4/000535

total conposition. The present invention also provides
a pharnaceutical conpositi orbﬁt:on'pri sing a compound of
formula (1), or a pharmaceutically acceptable salt or
sol vate thereof, as herein before 20 defined, in
association wth a pharnmaceutically acceptable

Noyaf alnoadix-Tesra iguerse phase silic eplumnThe phar maceut i cal

(v)c0NVRatS iver®tiSedWith MLSTIErNSse ed topically (e.g. to

(vi}@féﬁl)lw\% angérgr. .alrways or to the skin) in the form
of “solu "&h ) g%‘gnag? ?%1; hept af | uor oal kane aerosol s
and dry powder fornulations; or systemcally, e.g. by
ORfbA@dM ni stE@yiaestalen the formof 25 tablets,

c | es, syr owders or granul es, or by,

p@@}lﬂter al adﬁﬁﬁ*%&?éﬁj‘ﬁ% in the form of solutions or
sdpensi ons, Bmdylpubclidiameous admni ni stration or by.
rpsi@l  adm ni gIN-a{h@Rylfdihaldig f or m of suppositories or
t{l;%sder mal | Yy Pr ef efrabl y the conpound of the

i ntion is UMM ed orally. 30 The invention
winkpbanow be i 3-thistapatoxgbénzotcheeid GAlddeh 7o maax)| i m ti ng

e in i18g; . §50°
o SSREORH alat?alsﬁ@“ﬁ%ﬁﬁ‘@@%@%&%@r&é%l%ag‘m“rﬁ@’
val ues for ne§o5Ples Wih "(‘fomﬁ{i’ﬁ%‘%ns, given in parts
pBT ni | | foom tempegaturel ati ve to tetranethyl sil ane (TMS)
as an internal standard; 35 (ii) nass spectra (MS):
generally only ions which indicate the parent mass are
reported, and unless otherw se stated the nmass ion
quoted is the positive mass ion - (MH)+;, (iii) the
title conpounds of the exanples and net hods were naned
usi ng the ACD/ nane and ACD/ nanme batch (version 6.0)
from Advanced Chem cal Devel opnent |nc, Canada; (ivV)
unl ess stated otherw se, reverse phase HPLC was
conducted using a Symetry, WO 2004/ 089885

PCT/ SE2004/ 000535 24 NovaPak or Ex-Terra reverse
phase silica colum; (v) solvents were dried with
MySO4 or Na2SO4 (vi) the follow ng abbreviations are
used: 5 Et OAc Ethyl acetate DCM Di chl oronet hane NWP
N-net hyl pyrrolidine DM N, N-dinethylformam de THE
tetrahydrofuran 10 ntpba 3-chl oroper oxybenzoic acid

(Al drich 77% max)
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Pd(dppf) C12

[1,1'-Bi s(di phenyl phosphi no) ferrocene] di chl oropal | adi u
worgdokpsosstonpl ex wi th di chl or omet hane RT r oom PCT/SE2004/000535

t enper ature WD 2004/ 089885 PCT/ SE2004/ 000535 25

Exanmple 1

{[5-Chloro-4"-(ethylthio)bi p%]enyl -2-yl] oxy}acetl c acid

HO OY 8 OC 5 (i) tert-Butyl

(2-br ono- 4- chl or ophenoxy) acetate tert-Butyl :

bronpacetate (2.6ml) was added to a stirred m xture.
Exaipfe br ono- 2- chl orophenol (3g) and potassi um

R RS il 1

water, the organics sep#fated, dried and evaporated
under reduced pressure. @e eS| o as purified by
chromat ography on silica glu g io wth 4%

Et OAc/ i so- hexane. Yi el d @d85¢g NVMR CDC13: 8 7.55
(1H, d) ; 7.21 (114, dd 6.72 (1H, d) ; 4.57 (2H, s)
; 1.48 (9H, s) (ii) tertkButyl

[ 5-chl oro-4'-(ethylthio)HWi'phenyl -2-yl] oxy } acetate
i(® Aert-Butyt @-Imbmohfbcknlouqxhemoxfyf)mtasd ep (|) (29),

terﬁB&t?f ﬁ%kﬂdﬁb&ﬁtﬁ I'(‘Q Vr@b\g gj %52:5 g)? 24%( gﬁ;‘én% Y 61&%?)rophenol
3 85\,&%‘? Hgaﬁsggn gpat? ml) Aét@blél'h efeastion was

partitismadrtetwes dethyletheo metiwhiet \lshaﬁemrgdmeﬁ beplaeiidil driad @nd evaporated
d@}e‘ﬂ“@% T el PRRRA il BBl gl cuing
Wltg&%p% C/b%? XA YAt éér%ghy on silica eluting w t h 5%
Et OAc/ i so- hexane. Yield 0.92g 20 Ms: APClI (+ve): ‘
1 4
R AR 757 (U Do LA £ 7 Ui Bish 428 P 18 9HL. 9
The title conpound was prepared by stirring a mxture

dfi) t feet-Tputg{[Stchioroa!- edu@ptma)bj)phé@ﬂ@}l]o;eﬁ addidle

A rfi,l?]c'n.fré Hffh%ﬂ)?&idc?freﬁl' g @@g) 43 e%@@wn&%o olpé %clﬁ) gl ? gt} cesium
fluqrie (?@s?‘tﬂid’éi@l?ﬁfi@rz %&P ipidigxage (A0ml) wep beatechendepafiukifersh.
Aftbycdolivig tiseemixpite Seas ipettiGiondd Bétehebn lﬁﬁgleth'érm%@%rgamcs

wexgjsg%&%tfé'l(ﬁll dsa)nd Z?V Lf’?éﬁé) g%gl%du)ceg piEsiIe. 31%3(1'6 Sluena/is’ Wﬁed by

chr?ggtl)grap;w E: sﬂ;qp@lutlpg\ygyh % E1D3 clisg-hgxane. Yleld O 92g
MS: APCI (+ve): 379/381 (M+1)

(iii) {[5-Chloro-4'-(ethylthio)biphenyl-2-ylJoxy }acetic acid
The title compound was prepared by stirring a mixture of the product from step (ii) (0.3g)
and trifluoroacetic acid (4ml) in DCM (10ml) at RT for 5h. The solvent was evaporated
under reduced pressure, the residue triturated with diethylether then purified by reverse
phase HPLC. Yield 0.106g

'H NMR DMSO-d6: § 13.07 (1H, s); 7.54 (2H, d) ; 7.35-7.33 (4H, m) ; 7.02 (1H, d) ; 4.74
(2H,s);3.02 (2H, q); 1.27 (3H, t)
MS: APCI (-ve): 321/3 (M-1)

Example 2 ‘
{[5-Chloro-4'-(ethylsulfonyl)biphenyl-2-ylJoxy }acetic acid
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Exanpl e 2

{[5-Chl oro-4'-(ethyl sul fonyl) bi phenyl -2-yl]oxy}acetic
w@eiod/o¥¥882004/ 089885 PCT/ SE2004/ 000535 26 HOELTHBE2004/$00535

I SO d (i) tert-Butyl

[ 5-chl oro-4'-(ethyl sul fonyl )hi phenyl -2-yl ] oxy} acetate

Mcpba (1.2g) was added to a Stirred solution of the

product fromexanple 1 step (ii) (0.6g) in DCM (10n)

at RT. After 4h, the gpxtgre was partiti oned between

DCM and aqueous 5 sodi ufit met abi Qul phite sol ution, the

organi cs separated, washegd wth '

hydr ogencar bonate sol utig

evapor at ed under reduced

‘, dried and
essure. Yield 0.65qg (ii) {
[ 5- Chl oro-4' - (et hyl sul f orwA) bi phenyl - 2-yl ] oxy}acetic
acid io The title conpoungl was prepared by the nethod
exar S b i) 2USENG.he pr t Jr step
2y BB 53R M B bisReBR M B o
Mcpbaydl .2 pyas @yided tp agstirregigolugipn of theqgoduct frofrpasample 1 stép (i) (0.6g)
in D&M (10hl) atR TV 9Aft&thé $%e/ rén)@ulv%?ve(s%ﬁlmt%ied bétwken D ahdl aqueous
’ A-Vve). . .
SOﬁlﬂ&@ﬁb@%ﬁ%ﬁl‘%ﬁﬁﬂsﬁe S oreshifs sbpayiad fesfecuih aawggps seghum
hy gen@rbgmtt{ polutiqsy, twaert gtied and evaporated under reduced pressure. Yield
0.66¢4' , 5-di chl or obi phenyl - 2-yl ) oxy] acetate The subtitle
compound was prepared by the nethod of exanple 1 step
(ii) using the product fromexanple 1 step (i) and
Aii} hi [r@pererdH(¢tbylsnifenydibiphenyi- 2ty oy Je8eficladidlVR CDC13:
Thetitle Stnpoudd w8 d bydt : plet i# Y Wi thy
f 01.1124 67 @9%%1; ﬁ g Ba?i%el ig}ﬁthzﬁle&ﬂd'd of ¥hmplet &8 (Y hsiS) the product
romsiEP @: BAAPER8BI phenyl - 2-yI ) oxy] acetic acid The
title conpound was prepared by the nethod of exanple 1
'H SVER DS O)d6Y 1189 4t HEL, BY oo or fah 0 ER, &) )7.45% 8b%2H, m) ; 7.10
(D 49 PB4 QUG PETL i DODs:

MS: APCI (-ve): 353/5 (M-1)

Example 3
[(4',5-Dichlorobiphenyl-2-yl)oxy]Jacetic acid
HO.__0O
G oy
cl
(i) tert-Butyl [(4',5-dichlorobiphenyl-2-yl)oxy]acetate

The subtitle compound was prepared by the method of example 1 step (ii) using the
product from example 1 step (i) and 4-chlorophenylboronic acid. Yield 0.63g

'H NMR CDCls: § 7.54-7.22 (6H, m) ; 6.76 (1H, dd) ; 4.48 (2H, s) ; 1.47 (9H, s)
@ii) [(4',5-Dichlorobiphenyl-2-yl)oxylacetic acid

The title compound was prepared by the method of example 1 step (iii) using the product
from step (i). Yield 0.224¢g '
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27 1H NVR DMSO-d6: S 13.00 (1H, s) ; 7.61 (2H, d) ;
7.48 (2H, d) ; 7.41-7.36 (2H, m ; 7.05 (1H, d) ;

W@ 2003/088BBE s) Ms: APCI (-ve): 295/7 (M1) 5 BEREIpE®O4000535
[ (5-Chl oro-4'-cyanobi phenyl -2-yl)oxy]acetic acid HO-O :
N OC (i) tert-Butyl
[ (5-chl oro-4'-cyanobi phenyl 25 yl)oxy] acetate The
subtitle compound was prepared by the nethod of

exa step 41|0|(8 using the 10 product from exanple
BER BiM5 0yt b 2000} oy b o7 GBGSHEED 161836 (Bam) ; 7.05
(1}]1&1I)l\wnzg( ODGY3: S 7.70 (4H, s) ;. 7.32-7.26 (2H, m ;
6. 1 (2H, s) ; 1.48 (9H, s) 15 (ii)
MS; %Tvgb @gﬁn’@@z} obi phenyl - 2-yl ) oxy] acetic acid The
t|t| e conmpound was prepared by the nethod of exanple 1
Exshbl 4iii) using the product fromstep (i). Yield

O9g, 6, b.13. ,14 H s) ; 7.90 (2H, d)
[ % A T nh’{]@ﬁg ﬁ pgxwlgce&mc . 7.10 20 (1H d)
; 4.78 (2H, s) Ms: A Egve) 286/8 (M1) Exanple 5
[ (5-Chl oro-4"-net hoxybi phenyl - xy] acetic acid
HO-O O (r)~ 25 C (i)
[ (5-chl oro-4'-nmet hoxybi phesy yl )oxyl acetate The
subtitl e conmpound was prlepared by the nmethod of
exanple 1 step (ii) usingJthe product fromexanple 1
step (i) and 4-nmet hoxyphefyl boronic acid. Yield 0.610g

16, 2004405%08SnBET FRAMIAIIINAPabtl R COCL3: ©

The Sllatlﬂé ofhpgL nﬁlsw szq_fapar éxg r%a&ﬂg%q ex§5nple ﬁst%?%)gﬁngstslg |
proguqt iﬁio‘,rn @X?@llﬁml @?ep-(ﬂ) andrétfh'@mp@ﬁpﬂbm;plmcaqd Wosdd]0.%det i ¢ |

aci d
'H NMR CDCl;5: §7.70 (4H, s) ; 7.32-7.26 (2H, m) ; 6.79 (1H, d) ; 4.51 (2H, s) ; 1.48 (9H,
s)

(i) [(5-Chloro-4'-cyanobiphenyl-2-yl)oxylacetic acid
The title compound was prepared by the method of example 1 step (iii) using the product
from step (i). Yield 0.109g

'H NMR DMSO-d6: § 13.14 (1H, s) ; 7.90 (2H, d); 7.80 (2H, d) ; 7.45-7.41 (2H, m) ; 7.10
(1H, d) ; 4.78 (2H, s)
MS: APCI (-ve): 286/8 (M-1)

Example 5
[(5-Chloro-4'-methoxybiphenyl-2-yl)oxylacetic acid
HO.__O
T .
Cl
@) tert-Butyl [(5-chloro-4'-methoxybiphenyl-2-yl)oxy]acetate

The subtitle compound was prepared by the method of example 1 step (ii) using the
product from example 1 step (i) and 4-methoxyphenylboronic acid. Yield 0.610g



10

15

20

25

30

The title conpound was prepared by the nethod of
exanple 1 step (iii) using the product fromstep (i).
wore@iasdsi19g 1H NVR DMSO-d6: 6 13.08 (1H, s) PCT/SED04/000535
(2H, d) ; 7.32-7.29 (2H, m ; 7.01-6.96 (3H, m 10 ;
4.72 (2H, s) ; 3.79 (3H, s) é\@: APCI (-ve): 291/3
(M1) Exanple 6
(4- Chl or o- 2- qui nol i n- 8-yl phenoxy) acetic acid,
trifluoroacetic acid salt Hr)\ /oo 15 d (i)
tert-Butyl (4-chloro-2-quinolin-8-ylphenoxy)acetate
"H MR OINCI; § 250 quHoENd YB3, 18 BHame €608 (m,ed)'”f,%.’mmfzfd) - 446 (2H,
5) @(@L{T@?_fe )’L slgi%ggng)) using the product from exanple 1
step rf and 8- quf’nol i ne boronic acid. Yield 0. 356g 20
1H NVR CDC13: S 8.90-8.88 (1H, m ; 8.18 (1H, d) ;
(iiB5[(6 04" mefh G/ b{phEhylD-yhoxy18RtiE held )
Th7.4067.30 %%ﬁ ; .8%? 1Ebﬁﬁ§f; 4.?7 (2H,..s) ; 1.37
¢ BHE caypyndy f’(SzP.f%ﬁﬂr /G rExgmpfeh e (i) Being the product
fromacsitep, (Dk Mgl Qolrl@gceti c acid salt The title conpound was
prepared by the nethod of exanple 1 step (iii) using

‘B iR g a2 4 @81 ShFstyate, of 8% Red Oy m) 1696 GH, m)
L 471KHG) ;3.79.(85, 9. 67 (3H, n) : 7.46(1H, dd): 7. 38(1H, d):
Msgmﬁﬂeg-)ﬁlf@lﬂ\ﬁ%" s) Ms. APCI (-ve): 312/4 (M1) 30

anpl e

[ (5-Chloro-3', 4" -di met hoxybi phenyl - 2-yl ) oxy] aceti c

Example A 2004/ 089885 PCT/ SE2004/ 000535 29 HOto 1 1~
5-chl 0ro-3', 4 I me - XY

The subtitle conpound wag prepared by the nmethod of
exanple 1 step (ii) usingsthe ~product fromexanple 1
step (i) and 3, 4-di net hoxyphe
0.86g 5 1H NMR CDC13: S
d ; 6.79 (1H, d) ; 4.46

| (4-[@%110@b-)2-%1ﬁ551‘1§-l$t-&1k)gen0 'zl?oc)((atig Pﬁiﬁétr]r3i/tl'lu(ﬁr9§?3tic)c acdsalt .

(4H, m : 6.93 (1H,
3.93 (3H,

Cl
(i) tert-Butyl (4-chloro-2-quinolin-8-ylphenoxy)acetate

The subtitle compound was prepared by the method of example 1 step (ii) using the
product from example 1 step (i) and 8-quinoline boronic acid. Yield 0.356g

'H NMR CDCls: § 8.90-8.88 (1H, m) ; 8.18 (1H, d) ; 7.85 (1H, d) ; 7.76 (1H, d) ; 7.60 (1H,
t) ; 7.40-7.30 (3H, m) ; 6.87 (1H, d) ; 4.37 (2H, s) ; 1.37 (9H, s)

(i) (4-Chloro-2-quinolin-8-ylphenoxy)acetic acid, trifluoroacetic acid salt
The title compound was prepared by the method of example 1 step (iii) using the product
from step (i). Yield 0.25¢g

"H NMR DMSO-d6: § 8.91-8.89 (1H, m) ; 8.62 (1H, d) ; 8.12 (1H, d) ; 7.85-7.67 (3H, m) ;
7.46 (1H, dd) ; 7.38 (1H, d) ; 7.09 (1H, d) ; 4.61 (2H, s)
MS: APCI (-ve): 312/4 (M-1)

Example 7

[(5-Chloro-3',4'-dimethoxybiphenyl-2-yl)oxylacetic acid
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S) ; 3.92 (3H, s) ; 1.46 (9H, s) (ii)
[ (5-Chloro-3", 4" -di net hoxybi phenyl - 2-yl ) oxy] acetic
w@eiod/ogwssThe titl e conpound was prepared by thEPCTYEEI004000535
of exanple 1 step (iii) using the product fromstep
(i). Yield 0.32g 'H NVR DMBQd6: 813.08 (1H, s);
7.36-7.27 (3H, m ; 7.12-6. (3H, m ; 4.74 (2H, s) ;
3.78 (6H, 2xs) 15 Ms: APCI (-ve): 321/3 (M1) Exanple
- ( Car boxynet hoxy) - _- ¢hl or obi phenyl - 4- car boxyl i c
acid HOOO Ol OH C P20 The title conpound was
“prepared by the nmethod ofsgexappleCd step (ii) and step
(ii1) using the product fifo le 1 step (i) and
4- car boxyphenyl boronic a 0.035g 'H NWMR
DVSO-d6: 8 7.98-7.38 (6H, ; 7.08-7.05 (1H, m ;
4.75 (2H, s) Ms: APCl (- 305(M1) 25 Exanple 9

{1.5-Chl or o 4 i t

L e 585y VJ@W@E%@?@%S CEEDORERATED T co S
Thegubtitl€compeund wasepreparpbby thewnsthpd efaraeghld step éi nmesideoiie
pro@ictEXATBL Snple $LRP ({)'ah?l SEH@m?e)EI ﬁegx%rlbdxlérh@ 9citinBield 0.86¢

product from exanpl e st ep

4- (met hyl t hi 0) benzeneboronic acid. Yield 0.1g 5 1H
"H NMR ONB0s:%7.38- 7712047 10 8 6(9BH1HMY) ; 6.29 781 (@K4.45)(2H, 8).;3193 (3H,
s); @,:ﬁj, aesY) ; Mg (PG (-ve): 339 (M 1) Exanple 10 10

[5-Chl'oro-4' -(éthyl sul fonyl)-2'-met hyl bi phenyl -2-yl]o

xy} acetic acid

(i1) [(5-Chloro-3'4'-dimethoxybiphenyl-2-yl)oxylacetic acid
The title compound was prepared by the method of example 1 step (iii) using the product

from step (i). Yield 0.32¢g

'H NMR DMSO-d6: § 13.08 (1H, s); 7.36-7.27 (3H, m) ; 7.12-6.98 (3H, m) ; 4.74 2H, s) ;
3.78 (6H, 2xs)
MS: APCI (-ve): 321/3 (M-1)

Example 8
2'-(Carboxymethoxy)-5'-chlorobiphenyl-4-carboxylic acid

HO o
T ]

o)

Cl

The title compound was prepared by the method of example 1 step (ii) and step (iii) using
the product from example 1 step (i) and 4-carboxyphenylboronic acid. Yield 0.035g

'H NMR DMSO0-d6: § 7.98-7.38 (6H, m) ; 7.08-7.05 (1H, m) ; 4.75 (2H s)
MS: APCI (-ve): 305 (M-1)

Example 9
{[5-Chloro-4'-(methylsulfonyl)biphenyl-2-ylJoxy}acetic acid
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HOO 0 C (i) 4-Brono-3-nethyl phenyl ethyl sulfide
Bromne (2.2m) was added to a sol ution of

wQ@ 20089883 hi 0) - 3- net hyl benzene (6. 6g) in acetiBCT/S8EI004/000535
(20m ) at OC. The m xture was stirred at RT for 2h
t hen the sol vent renoved unQﬁL 15 reduced pressure.
The residue was purified by Thronmat ography on silica
eluting with DCM Yield 6.6g Ms: APClI (+ve): 247/9
(MH) (i)

2-[4-(Ethylthio)-2- rreth phenyl] d{ 4,5, 5-tetranet hyl -

, 3, 2- di oxabor ol ane 20 A Oxtur osthe product from
step (i) (6.6g), O h
4,45, 5-tetranethyl -[ 1, 3, g Oxdbor ol ane (1.94nml),
triethylamne (2.4m), p&l Ladium acetate (0.06g) and
2- (di cycl ohexyl phosphi no) T bi phenyl (0.3g) in dioxane
(20mM ) was heated at 85C fbr 2h. The m xture was

Theties Cé’tﬁﬁouﬂ& Wi 2 @paew@y IR X fpldE stéﬁ kﬁbtdnarémnple 2

oG A0 Dt DB i, v

OIEUFI fied by chromat ography on 25 silica eluting with
50% i sohexane/ DCM Yield 0.7g 1H NI\/R CDC13: S 7.66

1 9 2.5
1 NIR 150463797795 i 475 5 i 3 R o)
MS: 2 RG| (gted-3B9-Metlhy| sul fonyl ) - 2' - et hyl b| phenyl - 2-yl ] ox
y}acetic acid WO 2004/ 089885 PCT/ SE2004/ 000535 31 The
EXt|t Ocon'pound was prepared by the nethod of exanple 1
AR and exanple 2 wusing the product from step
{[5(¢hl)>l‘(&ﬂd(€tth3§8lpif®d’®el -mﬂtlwylluphﬂmlé Wextygaceticacidyi el d
0. 035g 1H NVR DMVBO d6H°827.79-6.99 (6H, m) ; 4.67 (2H,
s) ; 3.35 (211, q) ; 2. (3 s)s/’\l 15 5 (3H, t)
MS: APCl (-ve): 367 (M1)Y
[ (5- Cyanobi phenyl - 2-yl ) gx\ydcetic acid HO/O O 10 N
The title conpound was prgpared by the nethod of
exanpl e 1 using 3-brono- 4 hydr oxybenzonitril e and
phenyl boroni ¢ acid. Yiel d'o. 1759 111 NVR DMSO- d6:
843, 4-Brompy3-mpthylphemyl ethyl yulfides ) : 4.87 (2H, s)
Bromine (2.2ml) was added to a solution of 1-(ethylthio)-3-methylbenzene (6.6g) in acetic
acid (20ml) at 0°C. The mixture was stirred at RT for 2h then the solvent removed under

reduced pressure. The residue was purified by chromatography on silica eluting with
DCM. Yield 6.6g
MS: APCI (+ve): 247/9 (M+1)

(i) 2-[4-(Ethylthio)-2-methylphenyl]-4,4,5,5-tetramethyl-1,3,2-dioxaborolane
A mixture of the product from step (i) (6.6g), 4,45,5-tetramethyl-[1,3,2]-dioxaborolane
(1.94ml), triethylamine (2.4ml), palladium acetate (0.06g) and 2-(dicyclohexylphosphino)
biphenyl (0.3g) in dioxane (20ml) was heated at 85°C for 2h. The mixture was quenched
with aqueous ammonium chloride solution, extracted with diethylether, the organics dried
and evaporated under reduced pressure. The residue was purified by chromatography on
silica eluting with 50% isohexane/DCM. Yield 0.7g

'H NMR CDCls: § 7.66 (1H, d); 7.08-7.05 (2H, m) ; 2.94-2.92 (2H, q) ; 2.5 (3H, 5) ; 1.43-
1.27 (15H, m)

(iii) {[5-Chloro-4'-(ethylsulfonyl)-2'-methylbiphenyl-2-yl]oxy}acetic acid
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15 Ms: APCl (-ve): 252 (M 1) Exanple 12

[ (5-Ni trobi phenyl -2-yl)oxy]acetic acid HOO O N2 20
wab@408488® conmpound was prepared by the net hodPOf/SE2004/000535

exanpl e 1 using 2-brono-4 nitrophenol and

phenyl boronic acid. Yield 0.9659g 1H NVR DMSO- d6: 8

13.26 (111, s) ; 8.23 (1H, ; 8.12 (11-1, d) ; 7.63

(211 d) ; 7.50- 7. 38(311 n; 7 25 (111, d); 4.94

s) 25 M5 - APCI 272 (M1) Exanple 13
Th? Ellzle CORBOU Wasi %912356% by ihﬁlmﬁih‘@d‘r@ft dApls bbiep yii) adyepmple 2
usih@ detprodue rdm\WR 2@ 46 BRGH60RETRESAAM O D8R3 %:). BR1d (b'@SU
"COS 00 F FF (i) 2-lodo-4-(trifluoronet yI)pheno

1.S0di um i odi de (3.32g) then chloramne-T (5.91g) were
H NMRPVSOd6s 5 7. 7L6. 93&6&& mon46f7 (3H, s) ;3.35 (2H, q) ; 2.23 3H, s) ; 1.15
GH,t) fl uor onet hyl phenol (3.0g) in DMF (30nl) at OC. The

' dto RT, 5 stirred for 1h, diluted
Mﬁ@é&[}(ﬁe&ﬁeﬁﬁ%ﬁcm oric acid then extracted with

di ethyl ether. The organic |ayer was washed with
Examphopus sodi um t hi osul phate sol ution, dried and the.

emved und reduced pressure. Yield 5.25g
KS%%“RB&I‘“*{‘YGE)YS sHacel] M?%‘ 30 (i) {
-(Methyl thio)-5-(tri éggronethyl)blphenyl 2-yl ] oxy}
acetlc acid The title co und
met hod of exanple 1 using t e d uct fromstep (i)
RE gcid. Yield 0.13g 15
s) ; 7.68-7.18 (7H, m ;
M5: APClI (-ve): 341 (M1)

1IH NI VI R DVBSO d6: 613. 16
4.85 (2H, s) ; 2.51 (3H, s
Exanpl e 14

The title compound was prepared by the method of example 1 using 3-bromo-4-
hydroxybenzonitrile and phenylboronic acid. Yield 0.175g

'"H NMR DMSO-d6: § 13.18 (1H,s) ; 7.81-7.17 (8H, m) ; 4.87 (2H, s)
MS: APCI (-ve): 252 (M-1)

Example 12
[(5-Nitrobiphenyl-2-yl)oxylacetic acid

HO\EO

o

The title compound was prepared by the method of example 1 using 2-bromo-4-
nitrophenol and phenylboronic acid. Yield 0.065g

'H NMR DMSO-d6: § 13.26 (1H, s) ; 8.23 (1H, dd) ; 8.12 (1H, d) ; 7.63 (2H, d) ; 7.50-
7.38 3H, m) ; 7.25 (1H, d) ; 4.94 (2H, s)

MS: APCI (-ve): 272 (M-1)

Example 13

{[4'-(Methylthio)-5-(trifluoromethyl)biphenyl-2-yl]oxy}acetic acid
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{[4"-(Methylsul fonyl)-5-(trifluoromnethyl)biphenyl-2-yl
] oxy}acetic acid, amonium 20 salt HOO F F F The
w0 aosmswesrpound was prepared by the met hods of PERSREDE000535
1 and 2 using the product fromexanple 13 step (i)
and 4-(nethy|thio)benzeneboggpic acid. Yield 0.14g 25
"H NVR DVMBO-d6: S 13.21 (1H~5) ; 8.00-7.69 (6H m ;
7.27 (111, d) ; 4.89 (211, s) ; 3.27 (3H, s) Ms APC
(-ve): 373 (M1) Examgple 5 30 :
{[4"-(Ethylsul fonyl)-2"-frethyl-5-(trifluoronethyl)biph
enyl - 2-yl ] oxy}acetic aci WO 26Q45Q089885
PCT/ SE2004/ 000535 33 HO J0 Q FF The title
conmpound was prepared byfthg nmet hods of exanple 1 and
2 using the product fromexanple 13 step (i) and the
product from exanple 10 stlep (ii). Yield 0.055g 5 1H
NVR DMBO-d6: 6 7.80-7.12F(BH, m ; 4.63 (2H, s)

QE%F 9230&94!_(@1&%@@?&11}%%%&3H, s) ¢ L1g111 (3H t)
Sodune ('Egé ééé/ggﬁqqﬁq’i‘?rmeﬂ &ﬁé%p%%r%é@@qddo Actigred solution of 4-

triflmnrommgthiytpbadol (3.6£)1ih DOIF G0mll) bt G°CeiThé mixtagsweyd warmed to RT,
stirkd 2L TP -t M&P«t@iﬁlﬁé‘ M%dr‘é&ﬁ)}tSﬁc g&g @(én R Gith Wertfibther. The

was. added to a stirred mxture Q ) i
orgBif 1a5i7h WA Bishsdopeaieous sadiury shigswphts seluiogngiried and the solvent
remeaed onddreedi2@d fgpsure) Yo (. 230mL) . After 72h, the

m xture was 15 partitioned between diethylether and

vis{ AP rretS T BERbr at e under reduced pressure. The
residue was purified by chromatography on silica
&yt { (A9 ch fd)- F bR 1B henl- 8\ Hok ) abric acid
The title compound was prepared by the method of example 1 using the product from step
(1) and 4-(methylthio)benzeneboronic acid. Yield 0.13g

'H NMR DMSO-d6: § 13.16 (1H, s);7.68-7.18 (TH, m) ; 4.85 (2H, s) ; 2.51 (3H, s)
MS: APCI (-ve): 341 (M-1)

Example 14
{[4'-(Methylsulfonyl)-5-(trifluoromethyl)biphenyl-2-ylloxy}acetic acid, ammonium

salt
HO (0]
T ;
LN
S
e

F
F7OF

The title compound was prepared by the methods of example 1 and 2 using the product
from example 13 step (i) and 4-(methylthio)benzeneboronic acid. Yield 0.14g

'"H NMR DMSO-d6: & 13.21 (1H, s) ; 8.00-7.69 (6H, m) ; 7.27 (LEL d) ; 4.89 (2H, s) ; 3.27
(3H, s) ‘
MS: APCI (-ve): 373 (M-1)

Example 15
{[4'-(Ethylsulfonyl)-2'-methyl-5-(trifluoromethyl)biphenyl-2-yl]oxy }acetic acid
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1H NVMR CDC13: 6 7.55 (1H, s) ; 7.46-7.18 (6H m ;
6.84 (1H, d) ; 5.14 (2H, s) 20 (ii)

WO 2004889885 | oxy) - 5- chl or ophenyl ] boroni ¢ aci d A BCI/SE3004000535
of butyl lithium (1.6Min hexane) (50ml) was added
dropwise to a stirred sol utslgon of the product from
step (i) (23g) in diethylether (300nl) at -70C. After
lh a further 18m of butyl |ithiumwas added, |eft
for 0.75h, then trimgjhylborate (10m ) added 25 and
the m xture warmed to and lefq for 16h. 2M
Hydrochl oric acid (100my, was~s = stirred for |h
then the organic |ayer separ d &d extracted with
aqueous sodi um hydroxi ¢ée>s ion. The basic |ayer
was acidified with 2M hydeechlloric acid sol ution,
extracted with diethylether which was dried and
evapor ated under reduceg”pgessure. The reS| due was

T 5 06 e ik o e BA FBBis bt LA o Brocuc

from egpmpleH]3 sggp (D) andghe pragipet fspm emmpled.()g@ep( (i, Yigdd 0.0%509
(2H, s) ; 5.12 (2H, s) 5 (iii)

1H§;\Ir§p1@§ 2! 9190, 2&152{5 f;‘{??%{%ﬁ @‘3‘3‘?59@1—?‘&95 BGH,s);

Hﬁﬁg Yrim dine (0. 169) sodi um car bonate (0. 21Q)

Msamalegtvie)alqmt(m phenyl phosphi ne pal | adi um (0) (0.059)

in di oxane (6ml) was heated under reflux for 48h. The

m xture was partitioned between Et CAc and water, the
Exynpkrlibcs separated, dried, and evaporated under
(4-CRIW62pyimATilEylp ii@ﬁ‘oyfy%deﬁk! ﬁciﬁaﬁnﬂa%xﬁuﬁi daled by

chr omat ogr aphy on S|I|o~m tlng with 20%

Et OAc/ i sohexane. Yield 0.%83g. Ms: APCI (+ve): 297/9

(M+1) (iv) 4-Chloro-2-pyrivgdi yl phenol 15 A

m xture of the product fro iii) (0.28g), 10%

pal | adi um on carbon (0. 04 t hanol (20nl) was

hydr ogenated at 2Bar for After filtration the

sol vent was evaporated under reduced pressure. Yield

0.19g MS: APCI (+ve): 207/ F'(Mr1l) 20 (v) tert-Butyl

(i%l cEﬁbnzybz-qumcv-iﬁtmhbbrnplﬁnyl ghenoxy) acet ate The subtitle

BoHa: W@Slnﬂg%é‘ﬁ&&dt% 2GR %gfsgm%h 515 %H 1
Yield 321
(20(’7'g3 éf?t%ssg%wgaqa&g&%ég) %,PE@FQ éhdhe m1xture was
parmm@dlbatwaa IdietHylethet aﬂdewaxem:lmmganmmypr wpsireddvithywitle, dried and
the SEIVERLYRlor X TRAS rddib@Bresiurt.) The'tetidde Y0 Pabtied by

chromatography on silica elutlng with 2% EtOAc/ischexane. Yield 18.1g

"H NMR CDCls: §7.55 (1H, s) ; 7.46-7.18 (6H, m) ; 6.84 (1H, d) ; 5.14 (2H, s)

(ii) [2-(Benzyloxy)-5-chlorophenyl]boronic acid
A solution of butyl lithium (1.6M in hexane) (50ml) was added dropwise to a stirred
solution of the product from step (i) (23g) in diethylether (300ml) at —=70°C. After lh a
further 18ml of butyl lithium was added, left for 0.75h, then trimethylborate (10ml) added
and the mixture warmed to RT and left for 16h. 2M Hydrochloric acid (100ml) was added,
stirred for 1h then the organic layer separated and extracted with aqueous sodium
hydroxide solution. The basic layer was acidified with 2M hydrochloric acid solution,
extracted with diethylether which was dried and evaporated under reduced pressure. The
residue was triturated with iso-hexane and filtered. Yield 10.8g
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111 NVR DMSO-d6: S 9.15 (1H, s) ; 9.08 (2H, s) ; 7.57
(1H, d) ; 7.44 (1H dd) ; 7.10 (1H, 30 d) ; 4.67 (2H
WG p00MB89888Cl (+ve): 265/ 7(M+l) Exanple 17 PCT/SE2004/000535
{2-[5- (Am nosul fonyl ) pyridi n-2-yl]-4-chl orophenoxy}ace
tic acid WO 2004/089885 PCT/ gE2004/000535 35 HO O -
NH2 N~ O C The title conpound was prepared by the

met hod of exanple 16. Yield 0.022g 1HNUR
DVMSO- d6: 613. 19( 1H, s); 9. 05(1H, s); 8. 29(1H, d) ;
8.21(1H,d)7.84(1H, 5 d);7.65(2H,s);7.49(1H, dd);

H mEX (dibcl l:?)ss 2.38@1BHI)S)7.4457 3ARSHL, 1)} Vebo (Bd3h)3(GMYlH, s) ; 5.12 (2H,
a e
s) [ 2- ?g Ami nopyri m di n-5-yl)-4-chl or ophenoxy] aceti c
acid, trifluoroacetate salt HO-O N OYNH2 N 10 C

e §J[2J(Berfz916%9 sr&hm HRhONFyadidie t he met hod of
A Igli(?ur}g:ﬁ H}be o a%c? 2 step élg( g/gga?mop (0. dire @1562 (sgdHlum
carliorage (02H,2) a@f} tema,lamphmho(spmm :pammra ((Wn)os gﬁmlrpkame (6ml)
wagd-Beated under reflux for 48h The rmxture was RartltIO{lCd betweeal EtOSAc d water,

the h%%éﬁaé%ﬁeé dg@da va@@@ﬁ ugdg re&pceépréslsgr]e The res1due%vas

purified by chromatography on silica eluting with 20% EtOAc/isohexane. Yield 0.283g.
MS: APCI (+ve): 297/9 (M+1)

(iv) 4-Chloro-2-pyrimidin-5-ylphenol
A mixture of the product from step (iii) (0.28g), 10% palladium on carbon (0.04g) in

ethanol (20ml) was hydrogenated at 2Bar for 24h. After filtration the solvent was
evaporated under reduced pressure. Yield 0.19g

MS: APCI (+ve): 207/9 (M+1)

(v) tert-Butyl (4-chloro-2-pyrimidin-5-ylphenoxy)acetate
The subtitle compound was prepared by the method of example 1 step (i). Yield 0.216g

MS: APCI (+ve): 321/3 (M+1)

(vi) (4-Chloro-2-pyrimidin-5-ylphenoxy)acetic acid, ammonium salt
The title compound was prepared by the method of example 1 step (iii). Yield 0.033g

'H NMR DMSO-d6: §9.15 (1H, s) ; 9.08 (2H, ) ; 7.57 (1H, d) ; 7.44 (1H, dd) ; 7.10 (1H,
d) ; 4.67 (H, 5)
MS: APCI (+ve): 265/7(M=+1)

Example 17
{2-[5-(Aminosulfonyl)pyridin-2-yl]-4-chlorophenoxy}acetic acid
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2-[ 2- (Benzyl oxy) - 5- chl or ophenyl ] - N- net hoxy- N- met hyl ace
WO 2004089883 - ( 3- Di net hyl am nopr opyl ) - 3- et hyl car bpdi/sRi004000535

hydrochl ori de (8.6g) was added to a solution of

(2- benzyl oxy-5-chl orophenyl )sacetic acid (10.69),

N, O di net hyl hydr oxyl am ne hydrochl ori de (4.49),

1- hydr oxybenzotri azol e (6.9g) and

N, N- di i sopropyl et hyl agg neo (20nl) in DVF (150mL) and

the mxture stirred at for 16k, @ﬂen partitioned

bet ween 25 et hyl acetate d s 1Re organi cs were

washed with 2M hydrochlor[c [ @ater, dried, and

evapor at ed under reduce fe. Yield 12.2g WO

2004/ 089885 PCT/ SE2004/ 35 36 MB: APCl (+ve):

320/ 2(Mt1) (ii) 1- [2-(Behzyl oxy)-5-chl orophenyl]

acetone s A solution of net hyl magnesi um chl ori de (3M
The titlF EFnp¢Grly asyaspactiieyithd mankb S 6f é@nmple 56.1viER.022

solution of the product fromstep (i) (5.29) in THE

1 t -70C. After |h the mxture was warned to
H&‘ﬁﬂ%@ 1ob3- Bh(IFheh: Y02 Adhed s ji2OK  Hodedl2l ifron Ted (1H,
d) chbd(IHe) ; 3D Hpdd) ; This (Wi H)y £838@FIRGr ti ti oned
MP ABERR S er and water, the organics

separarggﬂ, 9%Iérwylxg\g-?-b)and evapor at ed under reduced

pressure. The residue was purified by 10
Exainpbni8 ogr aphy on silica eluting with 10%

- 3h b SRk N 220 1H N 3. S 7.40-7. 30
(2R AARBIAR% 1Yot fropliCaid, Higuotogzeiaioralf
S) 3.67 (2H,- s) ; 2.1Z (3H, s) 15 (iii)
4] -4-(di met hyl am
hgfg?oguct(ngﬁ1s¥egn]no
mamm de di net hyl acet al

(32) - 3-[ 2- (Benzyl oxy) - 5- or
) but - 3-en-2-one A m xture |of
(ii) (5.72g) and di nethy
(3.5m) in toluene (50nl re heated at 100C for 12h.
The sol vent was evapor at e, under reduced pressure to

Lye an oil, 6.37q9. 20 . APCl (+ve): 330/2(1+1) (iv)
TheiSedpabindivas pyemar Y&H%Bﬁgm%qfﬁ&wﬁﬁleﬂ;@ deé ROBAgI t hi
1 o)pyrimdine A solution of the product fromstep (iii)
H \MBOMEO-&: B3y . dodst Li .

9 m xture of sodi ungzgtgmﬂ\ﬁ%ﬁ&g%%%?d@ ’7(65661{’ d); 4.76 (2H,
S-net hyl i sot hi our oni um sul phate (2g) in ethanol 25
MS( 38 (+vean2BUW/H@®+t)xt ur e heated under reflux for 8h. A

further 2g of S nethylisothi ouroni um sul phate and
Exl.#gqgof sodi um et hoxi de were added and heati ng
rmued for 16h. The m xture was cool ed, partitioned
[4-Qlaloveedr(4dnethlyl:2-endrpholind-ylpyeimidin- 591)phedoliylscetid a5ad
with water, dried, aH Qapor at e der reduced
pressure. The residUETZES pu ifkﬁngy chr omat ogr aphy
05% t?&c i'sohexane. 30 Yield
)

on silica eluting with
1.84g Ms: APClI (+ve): 3

Ci

@) 2—[2—(Benzyloxy)-5-chlorophenyl]-N-methoxy—N—methylacetamide
1-(3-Dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (8.6g) was added to a
solution of (2-benzyloxy-5-chlorophenyl)-acetic acid (10.6 g), N,O-dimethylhydroxylamine
hydrochloride (4.4g), 1-hydroxybenzotriazole (6.9g) and N,N-diisopropylethylamine
(20ml) in DMF (150ml) and the mixture stirred at RT for 16h, then partitioned between
ethylacetate and water. The organics were washed with 2M hydrochloric acid, water,
dried, and evaporated under reduced pressure. Yield 12.2¢g
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v

(5- % 2- (Benzyl oxy) - 5- chl or ophenyl ] - 4- net hyl - 2- ( et hyl sul
wo ooogloygsys i m di ne 35 The subtitle conmpound waBCT/SE2004/000535

prepared by the nethod of exanple 2 step (i). Yield

0.85g Ms: APClI (+ve): 389/ ML) (Vi)

4- Chl oro- 2-[ 4- met hyl - 2- (et hyl sul fonyl’) pyri m di n-5-yl ]

phenol WD 2004/ 089885 PCT/ SE2004/ 000535 37 The

subtitl e conmpound was prepared by the nmethod of

exanple 16 step (iv). Yield 0.5g WMs: APCl (+ve):
MIIFAA (M 320/3(NIvil) ) tert-Butyl

{4-chl oro-2-[4-net hyl - 2- (et hyl sul fonyl ) pyri m di n- 5-

yI__l phenoxy} acetate The subtitle conpound was prepared

1) t hd2ABeHIEPXyPD-Sesbdorpplzenyllacesgne(i ). Yiel d 0.65g MsS:
A Sﬁmon(o‘f\l‘ﬁ)thylﬂl}iéﬁdgthﬁﬁ lcﬂ-l@ri(ky (3IM )rll IR (3L ¥ as rzrlidcée_:d dropwise to a

. r0-2r (4- - 2- i.n+4s ri - 5-
syt S Bt ol Bera SeeTh Bron it bbb 1 Afergh e
mixtyfe Wyas(waresg)to Rid stimepfes[Lh tizen(qiendretl)withnaqiieowsaremoRiui) chloride
solu@én. et Btk tae v&@@aﬁﬁfon%ﬁetw@&?ﬂi@ﬁly‘l’éﬂﬁer%ﬂﬁ g&sa@e%r}’ﬁ@%aganics
sep%’a@%fé ﬁ%%{é%nig%%o é_tgg ;Jn:(l:c?eg ﬁ%ﬁg‘%‘%‘{%ﬁ%‘fél ?l}}y;rgmg&e Wzlljssfurified by
chipmatgigraphy op-silicareduting with High hOACAscheyhpy Nietidl @i22g5- yl ) p

henoxy]acetic acid The title conpound was prepared by

ds of Lii). Yiel 046 20
TR R e BB 59 7 43 ambe 68 (B B 0B o
3.67 (28, 91R,12d$H, s)7. 00 (1H, d) ; 4.71 (2H, s) ;
3.73-3.67 (8H, m ; 2.18 (3H, s) Ms: APClI (+ve):

/ 1 5 20 ) .
0 e Rt FipP by b me e ing s e pes
A migture ofithegprodyct Jrom stép (V) (£V2g)iand dimethylformamide dimethyl acetal

(3.5ml) Zn (RRREY SO weze GEIQT ARBB7Y kdr12nC AinRBRYAH WA HAEorated under
he, subti t | e.corrpo;u% was prepared by the nethod o

3
redy FRUE Q=LY 41 o1 #ng the 30 product from exanple
16 step (ii) (3.2g) and 2-chl oro-5-bronmopyri m di ne

Mt AFEEQhve) YBRYAvi+1)

(@iv) 5-[2-(Benzyloxy)-5-chlorophenyl]-4-methyl-2-(methylthio)pyrimidine
A solution of the product from step (iii) (4.3g) in ethanol (20ml) was added to a stirred
mixture of sodium ethoxide (0.98g) and S-methylisothiouronium sulphate (2g) in ethanol
(30ml), and the mixture heated under reflux for 8h. A further 2g of S-
methylisothiouronium sulphate and 1.18g of sodium ethoxide were added and heating
continued for 16h. The mixture was cooled, partitioned between diethylether and water,
the organics washed with water, dried, and evaporated under reduced pressure. The
residue was purified by chromatography on silica eluting with 3-5% EtOAc/isohexane.
Yield 1.84g

MS: APCI (+ve): 357/9(M+1)

(v) 5-[2-(Benzyloxy)-5-chlorophenyl]-4-methyl-2-(methylsulfonyl)pyrimidine
The subtitle compound was prepared by the method of example 2 step (i). Yield 0.85g

MS: APCI (+ve): 389/91(M+1)

(vi) 4-Chloro-2-[4-methyl-2-(methylsulfonyl)pyrimidin-5-yl]phenol
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2.43g Ms: APCI (+ve): 331/3(M+l) (ii)

5-[ 2- (Benzyl oxy) - 5- chl orophenyl ] - 2- (propyl t hi o) pyrimd
WO @4 €889004/ 089885 PCT/ SE2004/ 000535 38 Pr ope@ESK1004/000535

(3.1'mM) was added to a stirred suspension of sodium

hydride (1.4g, 60%in oil) é"P DMF (30ntl). After 1

hour a solution of the product fromstep (i) (2.4g) in

DMF- (10m ) was added. The reaction m xture was

stirred at RT for 1 hour then partitioned between

Thepubticle gampardvas prpared i thecsethed of owasiniel 1Gisten (nat Bield 0.5g
brine, dried and 5 evaporated under reduced pressure.

s u Lfied by chronatogr aphy on silica
Se:}{jqéllﬁive ?%d)’g@/})(gt‘ c/ i sohexane. Yield 1.87g ME:
APCI(+ve) 371 (M+l) io (iii)

Eivﬁ)’zteem V! 41L<M)>ro52 @M}Q@m@ﬂ&ﬂly@ulﬁ&@%yﬁmﬁ gnyl ) pyr

%@I’ e .S e conmpound was prepared by t
mat ho © step (i) using the product from

The stémtl@cpmpom w@mbpamé))y 4@3néthd pf &Gn(ple ) step(i)- Bield/0.65g
‘14-chl oro- 2-[ 2- (propyl sul fonyl ) pyri m di n-5-yl ] phenoxyl
te Th t.itl e conpound was prepared by the
Mﬁé&t@&’*’?ﬁ) g@ﬁ@r% 16 step (iv) and exanple 1 step (i)
usi ng t he product from step (iii). Yield 1.04g Me:
t'éi't@ut it &Mké)z ﬂ 0 holm-4-y1 yrimi
4- hy a &1 rormd rpél FJ]np?]enoxy}a
cetl c @é’ﬁano ”ﬁé %y am ne hydrochl ori de (0.82g) was
A satidied of theepreduict froch Sep (vii) §01 15¢) dnkenqrpbalitet(0f150m) insli@ne (3ml)
wag hé’a)ted 29 1) thNﬁ:d}héﬁ ARORE VLR D) AL MG (ﬁeQrecgﬂ:)e(il bg;és&re

OIF\F ﬁgfg The reaction mxture was heat

Pr B?“@F\ FREF diluted with Et QAc, washed with water,

MSoAR, (+25): 420/422(Wld ) evapor at ed under reduced pressure.
The residue was dissolved in DCM (10m ) then

trlf u tic ac:ld(lom added .and stirred for 18h

41 Rif-CHED- 2 dgeon-2roemho inya¥lPyEpEheoaxlibenexdesrhe geid

Thetide tdrapoundivwiis@rgpardd byedie hetlieMeesemplasaegfililC Yield 0.046g
followed by trituration with nethanol to give a V\,hite

1 S0lid. Yiel 035g. 30 1H NVR DVSO- d6: 58. 60 (2 )

i1 583 S0 s 08 12 G 7 SR8 055 (iF dhgy7.00 G 471 (2B,

s) (327-136§X8H @) 181§ G, 5). MS: APCI (-ve) 306 (M1)

[ I(QV% %&l?g(‘vﬂl)phol i n-4-yl pyrimdin-5-yl)phenoxy] ac

etic acid
Example 20

{4-Chloro-2-[2-(dimethylamino)pyrimidin-5-ylJphenoxy }acetic acid
Ho\ﬁo

|
N N
/\lr\
N

cl
@ 5-[2-(Benzyloxy)-5-chlorophenyl]-2-chloropyrimidine
The subtitle compound was prepared by the method of example 1 step (ii) using the
product from example 16 step (ii) (3.2g) and 2-chloro-5-bromopyrimidine (2.59g). Yield
243g
MS: APCI (+ve): 331/3(M+1)

(ii) 5-[2-(Benzyloxy)-5-chlorophenyl]-2-(propylthio)pyrimidine
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WD 2004/ 089885 PCT/ SE2004/ 000535 39 HO Or O O

NM/Nv N C The title conpound was prepared fromthe
w@r@dogessdf exanple 20 step (iv) and norphol i NECT/BE20041@0535

nmet hod of exanple 20 step (v). 5 1H NVR DMSO d6:

813.10 (1H, brs) ; 8.65 (21}13 s) ; 7.45 (1H, d) ; 7.34

(1H, dd) ; 7.06 (1H, d) ; .877 (2H, s) ; 3.75 (4H, m

; 3.67 (411, m Ms: APCI(-ve) 348 (M1) Exanple 22 10

{4- Chl oy o- 2-[ 2- (net hyl ami no) pyri m di n-5-y1] phenoxy}ace
Proparethie} @ 1oplgywag adslad topgstined Ruspensiamef sqdiure hydudso(lrg, 60% in
oﬂ)vi/astrEeqaamlem Afftep mrll'xbgﬁa %@Ml . %f tﬁ% pﬁiﬂ%ﬂ@ﬂr&?ﬁ%gs(bg@%) MDMF

ne rochloride od 0 i
GOBEngT By B lyid § Rkt ot ST s e pprigioned
betweeBEiOAS ang) waterz The ofganics vepay wastiedagitl Weter g, dried 34 ,
eval %ﬂgted er refucdd ﬂr@dﬁgr?’es Tléé redidB4 was Burified H¥PchrdRE ey on silica
e !

elu %W&%%}eﬁ&cﬁg}%ﬁ%ﬁrfﬁdﬂ% yl ] - 4- chl or ophenoxy} ace

ticacid HIO~O NN\ OY, N C The title conmpound

MSVAPAYSRRs AN @M t he product of exanple 20 step (iv)
and enzyl am ne by the nethod of exanple 20 step (v).

25 1H NVR DVSO-d6: 813.09 (111, brs) ; 8.54 (211, s) ;

Tiii9 05-(2 Benzyoxy)-F-chrégieayl]-@) (propyldfonyl )pyrimidine
The subtitle compound was prepared by the method of example 2 step (i) using the product
from step (ii).
MS: APCI(+ve) 403 (M+1)

@iv) tert-Butyl {4-chloro-2-[2-(propylsulfonyl)pyrimidin-5-yl]phenoxy }acetate
The subtitle compound was prepared by the method of example 16 step (iv) and example 1
step (i) using the product from step (iii). Yield 1.04g

MS: APCI(+ve) 427 (M+1)

(v) {4-Chloro-2-[2-(dimethylamino)pyrimidin-5-yl]phenoxy}acetic acid
Dimethylamine hydrochloride (0.82g) was added to a stirred solution of the product from
step (iv) (0.2g) and N,N-diisopropylethylamine (0.9ml) in NMP (5ml). The reaction
mixture was heated at 90°C for 6h then diluted with EtOAc, washed with water, brine,
dried and evaporated under reduced pressure. The residue was dissolved in DCM (10ml)
then trifluoroacetic acid (10ml) added and stirred for 18h at RT. The reaction mixture was
evaporated to dryness and the residue purified by reverse phase HPLC followed by
trituration with methanol to give a white solid. Yield 0.035g

1H NMR DMSO-dé6: 88.60 (2H, s) ; 7.42 (1H, d) ; 7.32 (1H, dd) ; 7.05 (1H, d) ; 4.77 (2H,
s); 3.16 (6H, s).
MS: APCI(-ve) 306 (M-1)

Example 21
[4-Chloro-2-(2-morpholin-4-ylpyrimidin-5-yl)phenoxy]Jacetic acid
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7.29(5H, M ;7.22(1H, mM;7.03 (1H,d); 4. 76(2H,s);4.55 (2H,

d) WD 2004/ 089885 PCT/ SE2004/ 000535 40 WMs: APCI (-ve)
WCB&BM(OMS&Q Exanpl e 24 PCT/SE2004/000535
[4-Chl oro-2-(2-pi per| di n- 1-yl pyri m di n-5-yl ) phenoxy] ac

etic acid HOONN N 5 cl e title conpound was

prepared fromthe product of "exanple 20 step (iv) and

pi peridine by the method of exanple 20 step (v). 1H

NVR DVBO-d6: 513.10 (A4 _Hrs) ; 8.59 (1H d) ; 7.32

(1H, dd) ; 7.04 (1H, d) ¥ 4.77 1¢/T H s) ; 3.79 (4H,

t) ; 1.65 (2H, m ; 1.5 &4Hu)u%/ .~ APCI (-ve) 346

(M1) Exanple 25 lN

(4-Chl oro-2-{2-[net hyl ( fonyl ) am no] pyri m di n-

5-yl } phenoxy) acetic aci O "toNNS I I /] \

N O 15 cl (i)

N (5- Er omopyri mi di n- 2-yl ) ¥'N- et hy| et hanesul f onani de
Thedidle gempgend Wes 1rop2edfros0¥e prodott of exampidifeddert (v)Pand morpholine
by$1§éxﬁ&ﬂh@ﬂopéyﬁﬁh}§51@2@%?i(ﬂ ni di n-2- yl)met hyl ani ne

(0.85g) in at 0C and stirred for 30m n.

Met hanesul phonyl chloride (0.62g) was added dropw se,

1H: RMRIDMSO-€ondi k(1 by ; 8166 (QHl, s)reHS @H, d) { netier, &0 ; 7.06
| th wat er and then
(AR ; W @ﬁag} e %%ﬁ n%%l’he OGganl

were washed with

Mm&"@f?& d evapor at ed under reduced pressure.

The reS|due was purified by chromat ography on silica
#9 W th 1% nmethanol/DCM Yield 0.42g Ms: APCI

25, ( L
{4 f@f{@)"(%f%SMW&YWWWWMW@W] N- et hy
| met hanesul f onami de \fubt itle conpound was
prepared by the nethod of\exa H@N.‘L step (ii) using
t he

ci
The title compound was prepared from the product of example 20 step (iv) and
methylamine hydrochloride by the method of example 20 step (v).

1H NMR DMSO-d6: 88.54 (2H,s) ; 7.42 (1H, d) ; 7.32 (1H, dd) ; 7.25 (1H, brs) ; 7.04 (1H
d);4.76 (2H, s) ; 2.84 (3H, s)
MS: APCI(-ve) 292 (M-1)

Example 23
{2-[2-(Benzylamino)pyrimidin-5-yl]-4-chlorophenoxy}acetic acid

HO (0]
T o Q0
o} /\l(

S

Cl
The title compound was prepared from the product of example 20 step (iv) and
benzylamine by the method of example 20 step (V).

1H NMR DMSO-d6: 613.09 (1H, brs) ; 8.54 (2H, s) ; 7.90 (1H, t) ; 7.42 (1H, d) ; 7.35-
7.29 (5H, m) ; 7.22 (1H, m) ; 7.03 (1H, d) ; 4.76 (2H, 5) ; 4.55 (2H, d)
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product fromstep (i) and 2-hydroxy-5-chl oroboronic
acid (0.27g). Yield 0.2g 30 Ms: APCI (+ve): 314(Mrl)
wO\2»0208988089885 PCT/ SE2004/ 000535 41 (| ii) PCT/SE2004/000535
(4-Chl oro-2-{
2- [ met hyl (et hyl sul f onyl ) am Et?] pyri m di n-5-yl
}phenoxy)acetic acid The title conpound was prepared
by the nethod of exanple 1 step (i) and (iii) using
h product fromstep (ii). Yield 0.017g 1H NWR
M%WS‘%‘?‘Z@S%@%M@(W s) ; 8.94 (2H, s) ; 7.57 (1H, d)
; 7.45-7.42 (1H, m ; 7.14 (1H, d) ; 4.82 (2H, s) ;
E&égkn s) ; 3.47 (3H, s) Ms: APCl (-ve): 370(M1)
e 26
H—Fﬂltoros’& (3-pinesidin- ALYIPEHlletﬁ-YBDMW]dcéubatpﬂenyI ]-2-yl
(i)

] oxy] - acetic acid FKP*E%

2- Chl oro-4-(ethylthio)-1iodoxn b zane 15 A sol ution

of 3-chloro-4-iodo-aniling (b.6Q), isoanylnitrite

(8.8mL) and ethyl di sul phj .4m) in acetonitrile

(100m ) was heated at 6 or 24h. The sol vent was

renoved under reduced prgssure and the residue

purified by chromatography on silica eluting with 1%
Th %PH?P%B?%W@%M @Om epipductod gx2opleJONKR (CDELE pigridine
by the #flethddHof eaniple’2B&efp &b, d) ; 6.87 (1H, dd) ; 2.94

(2H, q) ; 1.32 (3H t) (i)

5-Dichloro-4'-(ethylthio)[1,1 -bi phenyl]-2-yl]o

1H}‘§M&IHM%Q dée@ﬂﬁeWeﬂthfSéu&ﬁPt(l @oﬁpf@;ﬁﬁ wdk; b%bﬂiaﬂ 4.77
(2m3s)me9mmngd1@5(gﬂaﬂipl .53 (gmem) (1) using the

r t.ep (i) and the product from exanple 16
Mgé’fﬁep&if i“@@ﬂi 3.64g 25 1H NVR CDC13: 6 7.4 (1H, s)

. 7.32-7.18 (9H, m) ; 6.92 (1H, d) ; 5.03 (2H, s) ;
Exa2mfR 422H, q) ; 1.36 (3H t) (iii)

y L chl - & . f . 1. -hi ph -2y .
<4-H]a»%gﬁﬁ%ﬁﬁ%?f(%@?‘r%%g@ép%ﬁgn@eév s e pBener aretic hod
prepared by the neth exanpl g 2, step (i) using the
product fromstep (i |) Y| el \%h&ég 1H NVR CDC13: 6

d .

8.00 (111, s) : 7.81 (1H, 48 1H, d)
7.36-7.20 (7H, m) ; 6.9

Cl

(i) N-(5-Bromopyrimidin-2-yl)-N-methylmethanesulfonamide
Sodium hydride (0.22g, 60% in oil) was added to a solution of (5-bromopyrimidin-2-

. yDmethylamine (0.85g) in DMF (10ml) at 0°C and stirred for 30min. Methanesulphonyl

chloride (0.62g) was added dropwise, the mixture warmed to RT and stirred for a further
2h. The reaction was quenched with water and then extracted with EtOAc. The organics
were washed with water, dried, and evaporated under reduced pressure. The residue was
purified by chromatography on silica eluting with 1% methanol/DCM. Yield 0.42g

MS: APCI (+ve): 266(M+1)
(ii) N-[5-(5-Chloro-2-hydroxyphenyl)pyrimidin-2-yl]-N-methylmethanesulfonamide
The subtitle compound was prepared by the method of example 1 step (ii) using the

product from step (i) and 2-hydroxy-5-chloroboronic acid (0.27g). Yield 0.2g

MS: APCI (+ve): 314(M+1)
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d ; 5.04 (2H, s) ; 3.16 (2H, q) ; 1.32 (3H t) WO
2004/ 089885 PCT/ SE2004/ 000535 42 (i V)
wQ2003/0848851 oro-4' - (et hyl sul fonyl)- [1, 1 -bi phePgT/FEDH000535
The subtitle conpound was prepared by the nmethod of
exanple 16 step (iv) using the product fromstep
(iii). Yield 2.44g.5 1HN 13: S8. 03(1H, s);
7.85(1H,d); 7.55(1H,d); 7. 30(1H,d); 7. 16(1H,s); 6.92
(1H, d) ; 5.20 (2H, s) ; 3.17 (2H, q) ; 1.36 (3H, t)

(v)
[(iD" (4s€Hlosdvl dentkthyl @hdth}IsulEdngimidolp rimidiR 8 YdHenax Whcetic
] oxy] etic acid }(lg?hy* esthP PP]% subt f%??ﬂ Y
conpoungpmas prepared by the nethod of exanple 1 step
Thq pt)le CRTPRY: Wéasmrm y the amatkadeqf expmpleahstep (i) and (iii) using the
pro@hdnyftdin epaicetyadie 0.007! d 2. 23g (vi)
[[2',5-Dichloro-4"-(ethylsul fonyl)[1, 1" -bi phenyl]-2-yl

1on | OX @/{acetlc aC|d A m xture of the product from step
HW 59cr6: Sl 1L a); B (Ashy A5G X1 ed)(;TOH-Y 4A1HH, m) ; 7.14

(1HL.9) ] THEZSZH”@) 3VESS(38L, lsy Te4 &3, rgy f or 3h: The m xture
MSWC’:}E-V (é{me) 2M hydrochloric acid, extracted
& ﬁbﬁ r and the organics mashed with water,
dri ed, and evaporated under reduced pressure. The
Exﬁlﬁ ledie Was recryst allised from

| acet at el.d 0 1HN
oRfoeh 3 b RSy gla%bmmgy 2y ity 268 114 a)
7.48(1H, dd) ; 7.34 : 7.98 (1H, d) : 4.70 (2H,
s) : 3.44 (2H q) ; 1 1 % APCI (-ve): 387/9
(M1) Mt. 163-4C 25 Exg
[[2 - Chl or 0-4' - (et hyl sulAfs
-blphenyl] 2-yl ] oxy] -
F (i)
2 Brono- | - (phenyl net hoxy)t 4- (trifluoromethyl)-benzene

He feﬁﬁéfbﬁK qqﬂﬁgsb ared by the nmethod of
lsked

As f( n‘ﬁ F | usi n orm-
glufipp of § Hg %ﬁ@%ﬁ( %)e}sea@glnﬁgtel@ SuiRawmbethzidisglphide

(13 An8Bin deltonitjile; (100mI)-WasIiRate8 lk 60AC for 84R8Thd kblveht was Perddved
undef fdduSed pressure and the residue purified by chromatography on silica eluting with
1% ethylacetate/isohexane. Yield 4.02g

-(trifluoronmethyl)[I,i
yacid HOOSO C F F

'H NMR CDCl;: §7.70 (1H, d) ; 7.36 (1H, d) ; 6.87 (1H, dd) ; 2.94 (2H, q) ; 1.32 (3H, t)

@) [[[2',5-Dichloro-4'-(ethylthio)[1,1'-biphenyl]-2-yl]oxy]methyl]- benzene
The subtitle compound was prepared by the method of example 1 step (ii) using the
product from step (i) and the product from example 16 step (ii). Yield 3.64g

'"HNMR CDCl;: § 7.4 (1H, s) ; 7.32-7.18 (9H, m) ; 6.92 (1H, d) ; 5.03 (2H, s) ; 2.99 (2H,
qQ); 1.36 (3H, 1)

(iii) [[[2',5-Dichloro-4'-(ethylsulfonyl)[1,1"-biphenyl]-2-ylJoxy]methyl}- benzene
The subtitle compound was prepared by the method of example 2 step (i) using the product
from step (ii). Yield 3.8g

'"H NMR CDCls: § 8.00 (1H, s) ; 7.81 (1H, d) ; 7.48 (1H, d) ; 7.36-7.20 (7H, m) ; 6.95 (1H,
d);5.04 (2H, s) ; 3.16 (2H, q) ; 1.32 (3H, t)
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(ii) [2-(Phenyl met hoxy)-5-(trifluoronethyl)phenyl]-
boroni ¢ acid WD 2004/ 089885 PCT/ SE2004/ 000535 43 The

W@ aiwitiogdses conpound was prepared by the met hod BET/SE2004/000535
exanple 16 step (ii) using the product fromstep (i).
Yield 30.7g 'H NMR CDC13: 8 8,14 (1H, d) ; 7.68 (1H,
dd) ; 7.44-7.39 (5H m ; 7. (1H, d) ; 5.79 5 (2H,
s) ; 5.20 (2H, s) (iii)
[ 2- Hydr oxy-5-(trifl uoronethyl)phenyl]- boronic acid
The subtitle conpound was prepared by the nmethod of
kgl BDidhlabep(dthylbulbsiyhg [1,MevipRingduebl from step

b shikfe SRty BP0 Buel Y dos meiheq g permRIagFytep (1) sing the
pradyctifrany; fiere@iy). [Yigld @144 ni xture of pal | adi um acet at e
(0.045g) and tri-p-tolyl phosphine (0.213g) in nethanol

' d RT 30n] T 0 t._from |
HAM 2)&?%58 BB 05 Bonavs (70 ke s 738 e o)
6-9Br(b§u ; 320t ganp e (326)) ;dt3p(3H,}) (1.19g) and

nmet hanol (20nl) were added 15 and the m xture heated

nder. 4 efl.ux for, 6h.. The vent  was. renopved under |
A S Dotk P e o 10K bigeho 2cid, ethyl ester
The subiiglesoniperitd /et preparac iy 2 myitiod ohéxampde asteg.(i) Using the product

frofl §RPI(EF aMBEByISRRASRERE, Y%lh@dz\ggnd evaporat ed under
reduced pressure. The residue s purified by

chromat ography on silica eluting with 10%
dvhy [[3cebiahidrpsiotasicdmefonyi)El, t-biphen@BeR-PhoAyd: adeSt acid
A thix¥@ of i i
g it el AU TIOC e sedin ypide (10 and
H%l(, Doy asisdret L BT pr 3 el gty avas SridHiRdIVIA3M hydrochloric
acighrexpracted with didtkyleththaml the oegeaits veisBedsiitip wiater, disddnand S@porated

gr;dérf \Q}égi)\h:@é% %1%)5%19{( &mﬁ%(ﬁgﬁ {v¥4d recrysBlifel tiofd GnBRcetelisohexane, yield
“*P$2' - chl oro-4' - (ethyl sul fonyl )-5-(trifluoronmethyl)[1,1
" -bi phenyl]-2-yl]oxy]-acetic 30 acid,
1 AR vl i shhvin %Zt §.bz}i‘ﬁ sgu'%téﬁ(' B APIPEY § 7.48 (1H, dd
d 3 hod o exannle 1 hsPnd 4t dd)
B R oA It S ibhre L P LT
MS}; APCICHepr3874- (thyl sul fonyl ) -5-(trifluoronmethyl)[1, 1

Mpt.DieBheay! ] - 2-y1] oxy] - acetic 35 acid The title
compound was prepared by the nethod of exanple 1 step

(iii) using the product fromstep (vi). Yield 0.154g
Example 27

[[2'-Chloro-4’-(ethylsulfonyl)-S-(triﬂuoromethyl)[l,l'-biphenyl]-z-yl]oxy]- acetic acid
HO._ O
3
O O S\\/\
o)
O cl

F
FOF

(i) 2-Bromo-1-(phenylmethoxy)-4-(trifluoromethyl)-benzene
The subtitle compound was prepared by the method of example 16 step (i) using 2-bromo-
4-trifluoromethylphenol. Yield 58.7g

'"H NMR CDCl;: § 7.83 (1H, s) ; 7.51-7.32 (6H, m) ; 6.98 (1H, d) ; 5.21 (2H, s)

(i) [2-(Phenylmethoxy)-5-(trifluoromethyl)phenyl]- boronic acid
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WD 2004/ 089885 PCT/ SE2004/ 000535 44
1HNMRCDC13: 813. 12(1H,s); 8.04(1H,s);7.91 (1H, d) ;

W@ 281089885 d) ; 7. 72(1H,d); 7.63 (1H, s) ; 7.25 PAFSEIYP4/000535
4.82 (2H, s) ; 3.45 (2H, q) ; 1.17 (3H t) M5 APC
(-ve): 421/3 (M1) 5 Mt.1 §C Exanple 28
[[5-Chl oro-4'-(ethylsul fonyl "-fluoro[ 1,1 -bi phenyl]
-2-yl]oxy]- acetic acid HO'To olr I . OF d 10 (i)

- Br n

Th%\%]gu ﬁ&%’[&p‘%t}eslt h !g“szﬂr}éga?rgﬁbééh%%e%hc?deonfzeexglenple i)6n]ste§ (i1) using t?1

produce fitoyd sep {iprgieldB0ETgior o- benzene (1 g) in chloroform
(20ntl) at OCthen vvarrred to RT After 2h the rrixture

. was di | with ag sodi u

HNM%%(Hh %1%61%t4)eﬁ 68c£|1Heéd) é7n414 & ;ﬁéHamédWﬁdéH d);5.79

(2H, edu20l(2Hprsessure. The residue was purified by
chromat ography on silica eluting with 10% 15
diethyl et her/iso-hexane. Yield 1.2g 1H NMR CDC13: 5
ﬁlu4[%ﬂgéroe<3+§ (tﬁﬂueromeﬁg'l)zhwll( Peronig acid 1. 42- 1. 30 (3H,

The Subtitlé témhpdunid 1he Whdtesty bf) ex@rpld 08 ey m?g the

pro&%t}-gﬁle§§%§ lﬁﬁlﬁ%@tp vaas prepared by the rret)fz1

ng the product from step (|)
Yleld094g 1H NMR CDC13: 57.81-7.07 (3H, ;

Bivl b’@hl&o(@'(‘éthﬂihm 5—(t31¥}u33r01196tl€ ltl) blp%én}(l
b g A Cen i e PN
%rsélﬁredw RAdonsimiod Tote peoduepfremistent @ip) (1g), sodisingrbonate
(1 27@53 th@p@amtfm‘rﬁ @xms @PZd)'steb ( r(@l 195)9,1;1@&{4&!@19&01 zm were added
and éeag@xt%reé‘g rlr}‘%s Ux g) % T%ﬁ sglgrfr]ﬁ. w%s rfgloge %nx{eﬁ qduﬁﬁd
pressure, [@g-the 12:31(1(13 |p|art1(t1pned mw(eqemc)lethylether and 2M hydrochloric acid. The
orgé}n@é’kk/% @eﬁaraté@tdﬁéhsaﬁh E%];Wrétedzuncfelr WofiRed ﬂnegsur@' Phieiilahe was

oo by b B ST 5 AL S

0.5¢3g ), yield 0.35g WD 2004/ 089885 PCT/ SE2004/ 000535
MS: ESI (-ve): 331/3 (M-1)

(v) 2'-Chloro-4'-(ethylsulfonyl)-5-(trifluoromethyl)- [1,1'-biphenyl}-2-ol
The subtitle compound was prepared by the method of example 2 step (i) using the product
from step (iv). Yield 0.277¢g

MS: ESI (-ve): 363/5 (M-1)

(vi) [[2'-chloro-4'-(ethylsulfonyl)-5-(trifluoromethyl)[1,1"-biphenyl]-2-yl]Joxy]-acetic
acid, 1,1-dimethylethyl ester
The subtitle compound was prepared by the method of example 1 step (i) using the product
from step (v). Yield 0.253g

(vii) [[2'-Chloro-4'-(ethylsulfonyl)-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]oxy]- acetic
acid
The title compound was prepared by the method of example 1 step (iii) using the product
from step (vi). Yield 0.154g
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45 WMs: ESI (-ve) 313 (M1) (v)
[[5-Chloro-4'-(ethylsulfonyl)-2"-fluoro[1, 1'-biphenyl]

WO 20041038y ] - acetic acid The title conpound WeST/SE2004/000535
prepared by the nethod of exanple 1 step (i) and step
(iii) using 5 the product f[i@mstep (iv), yield
0.205g 1H NVR DMBO-d6: 6 7.81-7.08 (6H, m ; 4.73 (2H,

s) ; 3.44-3.39 (2H, q) ; 1.17-1.14 (3H, t). M ESI
(-ve) 371 (M1) 10 Exanple 29
[[4"-(Ethyl sul fonyl)-2"-fluoro-5-(trifluoromethyl)[1,1

"H'NMRobBOYt §1213 11 Hxy)];-samet s spei. o (1159 wn @bt 4072 (1H, d) ;

[ ok The ,tjt [oXe] S prepared
T G o 48R aa el PGP SREI AT
MPHMREBYe)512/DEM7)S57(5H, m) ; 7.09-7.07 (1H d) ; 4.31
Mft2t7°6) ; 3.44-3.35 (2H, q) ; 1.18-1.14 (3H, t). M

SI (-ve) 405 (M1) 20 Exanple 30
[5-Chloro-4'-(ethylsulfonyl)-2"-(trifluoronethyl)[1,1
ExanpleP®ny| ] - 2-yl Joxy] - acetic acid O OH0 / | Sam

' [[@Ch’foﬁ-f-(eﬂﬂy]sﬁiﬂmﬁll)g;-ﬂuoro[l,l’-bi henﬁgﬁ;?}ll]g)fy]bacetic acid,

1-Brono-4-(éethylt ol2-ldrifluoro enzene
| odoet hane (0.84nl) wasf added to & stirred sol ution of
3-trifluoronethyl-thiop %nol

Cl
(1) 1-Bromo-4-(ethylthio)-2-fluoro-benzene
Bromine (0.3ml) was added to a solution of 1-ethylsulfanyl-3-fluoro-benzene (1g) in
chloroform (20ml) at 0°C then warmed to RT. After 2h the mixture was diluted with
DCM, washed with aq. sodium thiosulphate solution, dried, and evaporated under reduced

pressure. The residue was purified by chromatography on silica eluting with 10%
diethylether/iso-hexane. Yield 1.2g

"H NMR CDCls: § 7.44-6.93 (3H, m) ; 2.99-2.90 (2H, q) ; 1.42-1.30 (3H, t).
(i1) 1-Bromo-4-(ethylsulfonyl)-2-fluoro-benzene

The subtitle compound was prepared by the method of example 2 step (i) using the product
from step (i). Yield 0.94¢g

'"H NMR CDCls: §7.81-7.07 (3H, m) ; 3.17-3.10 (2H, q) ; 1.32-1.19 (3H, t).
(iii) [[[5-Chloro-4'-(ethylsulfonyl)-2'-fluoro[1,1"-biphenyl]-2-ylJoxylmethyl]-benzene

The subtitle compound was prepared by the method of example 1 step (ii) using the
product from step (i) and the product from example 16 step (ii). Yield 0.55g

'"H NMR CDCl;: §7.73-6.96 (11H, m) ; 5.09 (2H, s) ; 3.19-3.13 (2H, q) ; 1.33-1.27 (3H, t).
(iv) 5-Chloro-4'-(ethylsulfonyl)-2'-fluoro-[1,1'-biphenyl]-2-ol

The subtitle compound was prepared by the method of example 16 step (iv) using the
product from step (ii), yield 0.35g
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and potassium carbonate (1.42g) in DVF (20mL). After

72h the m xture was partitioned between diethylether
w@nah4msdses , t he organi cs separated, dried and PCT/SE2004/000535

evapor at ed under reduced pressure. The residue was

di ssol ved in acetic acid (ZQEQ), cooled to OC, then

brom ne. (0.51nl) added. The m xture was stirred at RT

for 16h, the solvent renoved WD 2004/ 089885

PCT/SE2004/000535 46 under reduced pressure and the
MS: EST gye) P Miled by chromat ography on silica el uting

W th 25%DCM|so hexane. Yield 2.05g (ii)

Ch -2 o tr' f.h 0

RS i T Y R Zemichio 1 BBy gcetic acid
Th @ﬁ%@m@wmﬁ Waseprepsrasl OF neotzadriexamptechstep (i) andsstemy(iii) using
thetph®iucPfrofiusikp {ivpnyisldamdig) and

- chl or o- 2- hydroxyphenyl boronic acid, yield 0.26g

M5 ESI (- 347 (M1) 10 (iii)
"HNMR OMS 61645 -1 817y0& (60 ) 2'4- 13 (RHE, KLict- 48 3RYRH] @), ;1. 1'bil. 14
Gmhenyl ] -2-yl]oxy] - acetic acid, 1,1-dinethylethyl

r T tI e conmpound was prepared by the nethod

““F%k$§§ﬁ85Q4§E ep (i) using the product fromstep

(ii), yield 0.26g is Ms: APClI (-ve) 389/391 (M1) -
Exﬁl(élétﬂ (iv)

inslopy .2 SflogtosrribBatanefupind pinbeid Zyixbsshic acid,

sodimmm spltepar ed by the met hod of exanple 2 step (i) and
exanple 1 step 20 (ifPi)sQUsing the product from step
(iii), yield 0.045g 'H NWR DNBC>Q§: 6 7.62-7.01 (6H,
m ;4.69-4.66 (2H, s) ; ® H q) ; 1.40-1.35
(3H, t). Ms: ESI (-ve) 25 Exanple 31
2-[[5-Chloro-4"-(ethyls , " -Dbi phenyl ]-2-yl]ox
y] -propanoic acid (r) X 1F (1)
2- (2- Brono- 4- chlorophen04 % propanoic aci d,
1, 1-di net hyl et hyl esterF The subtltle conpound was

oSS W Gramhrat o 6 PR Rl il Hiea
tert-butyl ester, yleld I Ig 1H NVR DNBC>d6 6
'H X DMEO6-de218.7. 9?@—7,56/(514 1@) 7";109(7361 () d ; 837 ©r 3, 38)4-3.35 (21,

o 118132 Gulgt 9

MS: ESI (-ve) 405 (M-1)

Example 30
[[5-Chloro-4'-(ethylsulfonyl)-2'-(trifluoromethyl)[1,1'-biphenyl]-2-ylJoxy]- acetic acid
Oy OH

(i) 1-Bromo-4-(ethylthio)-2-(trifluoromethyl)- benzene
Iodoethane (0.84ml) was added to a stirred solution of 3-trifluoromethyl-thiophenol (2g)
and potassium carbonate (1.42g) in DMF (20ml). After 72h the mixture was partitioned
between diethylether and water, the organics separated, dried and evaporated under
reduced pressure. The residue was dissolved in acetic acid (20ml), cooled to 0°C, then
bromine (0.51ml) added. The mixture was stirred at RT for 16h, the solvent removed
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WD 2004/ 089885 PCT/ SE2004/ 000535 47 (ii)

2-[[5-Chloro-4"-(ethylthio)[1, 1 -bi phenyl ]-2-yl]oxy]-
w@e@paswsst acid, 1,1- dinethylethyl ester The BCSE10D4£000535

conmpound was prepared by the nmethod of exanple 1 step

(ii) using the s product frgmstep (i) and

4- (et hyl t hi o) benzeneboronic acid, yield 1.2g. M. APCI

(-ve) 336 (M1) - t-butyl (iii)

or o- 4' eth [ sul fon [1, 1" - Dbi phenyl ] -
unff?f %91“6 P Rnd PéeSﬂiJ@ P\mfil/ Borhseuaeseaby pnép@aé tmg with
25%DCHdisorattaned. ficleXe0my e 2 step (|) and exanple 1 step
(i ii) usi ng the product from step (ii), yield 0.08g 1H
. S 7.97-6.96 (7H, . 4.79-4.76 (1H, m) ;
3‘11)395~§3hé3.|¥0(42|@thﬂ)h10) 2- (leuogzomvth(/bfil Hypiphenyli@-dl. 07
The Sitititle bombbuldSivasirepiredt BY thbrhethdl &f cxdexon |sﬁ: 33) usi é the

el o 08 344 q]ﬂgggﬁ-%g%;«yﬂﬁep@ b et o

00 FF 20F(|)

Mslfﬁi[ows)zh’;(@nnyl sul fonyl ) - 2- et hyl - benzene The
subtitl e conmpound was prepared by the nethod of

exanpl e 2 step (i) using the product from exanple 10
4tiBp [-Fhloya-¢1H@thylthip)-22GrifiBoroB®EhyHEVA FbipBenyl M-y) Jok ¥} Roetic
[ 2- (Pmemhqealﬁwlet Ryl(estet f | uor omet hyl ) phenyl ] - bor oni ¢
T BT R R S A b
fromx stap(iD, Y7eldO&6e(1), yield 5.5g. 30 'H NVR CDC13: S
8.14-7.62 (2H, m ; 7.43-7.38 (5H, n) ; 7.01 (1H, m

bl iyl (o1 ) ve soon omee
[[[4-(Ethylsulfonyl)-2"-methyl-5-(trifluoromethyl)[1,
Tav) bipleaiotbl4 LethyikdirshyHl PR M okorn B8 PEANE biphenyl]-2-yljoxy]- acetic
acid
The title compound was prepared by the method of example 2 step (i) and example 1 step
(iii) using the product from step (iii), yield 0.045g

"H NMR DMSO0-dé: § 7.62-7.01 (6H, m) ;4.69-4.66 (2H, s) ; 4.20-4.10 (2H, q) ; 1.40-1.35
(3H, t).
MS: ESI (-ve) 421 (M-1)

- Example 31

2-[[5-Chloro-4'-(ethylsulfonyl)[1,1'-biphenyl]-2-ylJoxy]-propanoic acid

HOIO 0
‘ S~
)

Cl
(i) 2-(2-Bromo-4-chlorophenoxy)-propanoic acid, 1,1-dimethylethyl ester
The subtitle compound was prepared by the method of example 1 step (i) using 2-bromo-4-
chlorophenol and 2-bromopropionic acid, tert-butyl ester, yield 1.1g

"H NMR DMSO-d6: § 7.54-7.16 (2H, m) ;6.74-6.71 (1H, d) ; 3.70 (3H, s) ; 1.78-1.76 (1H,
d) ; 1.48 (94, s). '
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The subtitle conpound was prepared by the nmethod of
exanple 1 step (ii) using the product fromstep (i)
ware4(084885 yield 2.72g. 5 MS: ESI (+ve) 452 ( MAEBEDRP4/000535

(iv)

- (Ethyl sul fonyl)-2" - met hyl ;5- (trifluoronethyl)-[
1,1 -biphenyl]-2-01 The subtitle conpound was prepared
by the nethod of exanple 16 step (iv) using the 10
product fromstep (iii), yield 2.1g. Ms: ESI (+ve) 362
(MEL+NH3) (V)
23} [ 2°[F5¢Ehloyd-8ulethgitio) F12 -bipehyll-25y1{dxfi-f rapml@feeetoﬁwlni 1

, 1 b'cﬁ’llﬁ '{Bﬁeh]ﬁ% %/thll oxy]- 15 (2S)- Ss;opgnoﬂlc acid

&

math I azodi car boxyl ate (0. 14m) vvas
Th%&%laletcem@%nd W?%MeBﬁiﬁ@ by 81 methodof prampled stepdii) sdmpthe
profust)frdrd st3f Xi) ah diythylthibfehadRbéPn 831l yicdd d.2g. ‘

tri phenyl phosphi ne {0.228g) in THE (10 ) at  OC.

After 4h, the m xture was diluted with water and

MSsARCI(tvedl 336 (M- Bt-Hiybuilet ate, the organics separated,

dried and evapor at ed under reduced pressure. The

re 2 ¢ mat.ogr aphy. on sil.ica
G TG -SSR PP e R RaY-Broarerie S6g
Thmle gsnpquadayaspepataditiyHilieiB)etifad 9f example 2 step (i) and example 1 step
(111)2usf11{1g1the(pﬁéd'ﬂﬁé{ﬁ51lnf a8y lid); é]@blm‘ﬂ -5-(trifluoromethyl)[1,
b1 phenyl ] - 2-yl ] oxy] - (2S) - propanoic acid A
mxture of the product from step (v) (0.49) and
"H NMR VS Gy 64 9e-6(% @Him)); 4T9-47e (1K, 1) 3.32:88 v@ket) ; 1.39-
13(7%@11&) Wers-sbY (31gd).at RT overnight. The m xture was
tvveen et hyl acet at e/ water, the aqueous
Mqogﬁ ﬁ)ag awgsfl ed wth 2M hydrochloric acid and
extracted wth ethyl acetate. The organic | ayer was
ExétbpRB2 evaporat ed under reduced 30 pressure and the

oAl b B e 25 5 e

proppnpichedl - 4. 86 (111, q) ; 3 30 3 25 (2H, q) ; 2.22
(3H, s) ; 1.33-1.24 ( ; 1.310-1.07 (3H t). M
ESI (+ve) 434 (Mr1+NH3) 35 Exangl e 33
2-[[4' - (Et hyl sul fonyl ) 72 0ne &5<(trifluoronethyl)

[ pr opanoi ¢ acid, sodium

004/ 000535 49 HO O O

(i) 1-Bromo-4-(ethylsulfonyl)-2-methyl-benzene
The subtitle compound was prepared by the method of example 2 step (i) using the product
from example 10 step (i), yield 4.3g.

MS: ESI (+ve) 264 (M+1)

(i) [2-(Phenylmethoxy)-5-(trifluoromethyl)phenyl]-boronic acid
The subtitle compound was prepared by the method of example 16 step (ii) using the
product from example 27 step (i), yield 5.5g.

"H NMR CDCl;: § 8.14-7.62 (2H, m) ; 7.43-7.38 (5H, m); 7.01 (1H, m) ; 5.67 (2H s);
5.19-5.16 (2H, s)
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OISO F F F The title conmpound was prepared by the
nmet hod of exanple 32 using nethyl-S-lactate, vyield
W@ :20g/08B81H NVR DMSO-d6: 6 7.77-7.35 (5H, m) ;PCT/SE2004/000535

7.02-7.00 (1H, d) ; 4.32 (1H, n) ; 3.39-3.25 (2H, Q)

; 2.32 (3H, s) ; 1.21-1.07 (4@H d+ t). Ms: ESI (+ve)

434 (M+1+NH3) Exanple 34 10

2 [[2' 5-Di chl oro-4' - (ethylsulfonyl)[l 1' - bi phenyl ] - 2-
él é g gp an0|c acid, sodiumsalt HO~0 o Cl

Wty an@eﬂhﬁk%taﬂb@r@aetbyl)&llsﬂerbnﬁlemﬂéb%f
exarrplyle]o;aﬂn&u@m “betze@nd (vi) using the product from

TS ot 4o i 195 PR

proguctifrogy step 6) 2l (i}, Beld@He. q) ; 1.20-1.06 (6H, d+t).
MS: ESI (-ve) 402/403 (M 1) 20 Exanpl e 35

2+ ‘- -4' - (et hyl'sul fonyl)-5-(trifluoronethyl)[1
Ms;ﬁéiévﬁﬂ%{l\?fgtw?oxy] -(2S)- propanoic acid HO-O O F
O FF The title conpound was prepared by the rret hod of

WrmJ(Eth%suﬁb )Q\lﬁxetﬁ?Iij(ﬁﬂﬂ)uokb?héi el
SHO UM L T

prodr;ctfroemaseu)ay(eimlg) ; 4.68 (1H, m) ; 3.20-3. 15 (2H
 1.48-1.39 (3H, m ; 1.34-1.30 (3H, t).. MS: ESI

MS(E¥f2+ve§3§65 NiH g,

(v) 2-[[4'-(Ethylsulfonyl)-2'-methyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylloxy]-
(25)-propanoic acid, methyl ester
Diethyl azodicarboxylate (0.14ml) was added to a stirred solution of the product from step
(iv) (0.3g), methyl-R-lactate (0.083ml) and triphenylphosphine (0.228g) in THF (10ml) at
0°C. After 4h, the mixture was diluted with water and extracted with ethylacetate, the
organics separated, dried and evaporated under reduced pressure. The residue was
purified by chromatography on silica eluting with 50% diethylether/iso-hexane. Yield 0.4g

MS: ESI (+ve) 448 (M+1+NHz)

(vi) 2-[[4'-(Ethylsulfonyl)-2'-methyl-5-(trifluoromethy!)[1,1'-biphenyl]-2-yl]oxy]-(2S)-
propanoic acid
A mixture of the product from step (v) (0.4g) and lithium hydroxide (2 equiv) in THF
(10ml) and water (10ml) was stirred at RT overnight. The mixture was partitioned
between ethylacetate/water, the aqueous layer was acidified with 2M hydrochloric acid and
extracted with ethyl acetate. The organic layer was dried, evaporated under reduced
pressure and the residue purified by reverse phase HPLC. Yield 0.035¢g

'H NMR DMSO-d6: § 7.78-7.44 (5H, m) ; 7.16-7.14 (1H, d) ; 4.91-4.86 (1H, q) ; 3.30-
3.25 (2H, q) ; 2.22 (3H, 5) ; 1.33-1.24 (3H, d) ; 1.10-1.07 (3H, 1).
MS: ESI (+ve) 434 (M+1+NH;)

Example 33
2-[[4'-(Ethylsulfonyl)-2'-methyl-5-(trifluoromethyl)[1,1'-biphenyl]}-2-yl]oxy]-(2R)-
propanoic acid, sodium salt
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Exanpl e 36

2-[[4"-(Ethyl sul fonyl)-2"-nmethyl-5-(trifluoronethyl)
wQ 2902/08488phenyl ] - 2-yl ] oxy] - 2- met hyl - pr opanoi BCEHSEZ)4/000535

sodiumsalt OO HO-To O | \ F F F 10 The title

conmpound was prepared by the4 thod of exanple 1 step

(i) and exanple 26 step (vi) using the product from

exanple 34 step (iv), yield 0.18g. 1H1I1

RDMBO-d6: 87. 72( 111, S) ; e 7)y (1H, d); 7. 56( 1H, d) ;

7.44(1H,d); 7. 35(1H, s% . 10( 1H, @ 2.29(3H, s);

1.38(6H,s); 1.13(3H,t) I5d¥E: ..\(ve) 429 (M 1)

Exanpl e 37

2-[[4" - (Ethyl sul fonyl)-2'|-nethyl -5-(trifluoromethyl)

[ 191" - bi phenyl ] - 2-y1] oxxy]F butanoi c acid, sodium salt

HO X10 FF 20 F The titl ecpnpound was prepared by the

nmet hod of exanple 1 step (i) and exanple 26 step (vi)
Thaitlagomipeupt wakuptpdredhy ereangthed 3fexaingie §2 uémg Ye@lydlS-lactate,
yidd §9¢.  1HNMRDMSO d6: 87. 78(1H,s); 7. 71 (1H, d);

7.64C1H,d);7.41 (1H,s);7.01 (1H, 25 d) ; 4.27 (1H,

brs) ; 3.36 (211, q) ; 2.33 (3H, brs) ; 1.64-1.55 (2H,
"HAYMR DMBO-(@H 7.7J~7.30(%B86 m)(;3H2-B108) 1 NI ;B2 (1118)) :429.3.25
(21(1'\&)1)2 32E(>3§1rrp) e123181\(59(8ﬁ0<§4889885 PCT/ SE2004/ 000535 51

%% ?'ﬁé@ﬁ%?%%ﬁ"fléﬁl}'@(phenyl met hyI ) ani no] - 5- pyri m di nyl
] phenoxy] - acetic acid HOo ~C NN S
Example 34

2-[[2,5-Dichloro-4'-(ethylsulfonyl)[1,1'-biphenyl]-2-ylloxy]-(2S)- propan01c acid,

sodium salt
PAPS
0 e

Cl

The title compound was prepared by the method of example 32 step (v) and (vi) using the
product from example 26 step (iv), yield 0.18g.

'H NMR DMSO-d6é: § 7.99-7.23 (5H, m) ; 6.93-6.91(1H, d) ; 4.26-4.24 (1H, q) ; 3.46-
3.37 (2H, q) ; 1.20-1.06 (6H, d+t).
MS: ESI (-ve) 402/403 (M-1)

Example 35
2-[[2'-Chloro-4'-(ethylsulfonyl)-S-(trifluoromethyl)[l,l'-biphenyl]-Z-yl]oxy]-(2S)-

propanoic acid
HOIO 0
O

S~
gL
O a

FFF

The title compound was prepared by the method of example 32 step (v) and (vi) using the
product from example 2 step (v), yield 0.05g.
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NO d (i)
N- (5- Brono- 2- pyri m di nyl ) - N- ( phenyl net hyl ) - et hanesul f
WO r@wiogissd Sodi um hydride (0.1g, 60% di sp. in BPCT/BPE2004000535
added to a stirred solution of benzyl-
br omo- pyri m di n-2-yl)-am ne % .5509) in DVF (8m) at
0C. After 30m n nethanesul phonyl chloride (0.2860Q)
was added and the m xture stirred at RT for 2h then
partitioned between ethyl acetate and water. The
organi cs were separated washed wth water, dried and

"H IR RISEL A6t BIE D8 L EERIGRT R 50316 ®1 (1FN&)) Q%ISQHJH H@S3 20-3.15
(21% i fl"ﬁdhg%(@% )h%og gr@% on silica eluting
D i N APC (ive) 344 (|v++1)
MY:iBSI (ve) 83¢ Manl or o- 2- hydroxyphenyl ) - 2-pyri m di nyl]-N
(phenyl met hyl ) - 15 net hanesul f onam de The subtitle
co ogéd was prepared by the nmethod of exanple 1 step

the product fromstep (i) and
2 [Bl-'dEﬂqumlﬂniyy)en'anglﬂ)lybﬁ-;(tmﬂmmmmhﬁ;tﬂlﬂ:-bylblcdr@l]m-jlﬁgxy]-2-

20 (iii)
meﬁ?lcﬁftéﬂan()fc ?ﬁd %?‘rquet ¥ %ubf onyl ) ( phenyl net hyl ) am no] -5
- pyri m di nyl ] phenoxy] - @cetic aci{d The title conpound

was prepared by the net eyampte 1 step (i) and
step (iii) using 25 the un@ Yromstep (ii), yield
0.07g. 1H NVR DMSO- d6: 3 .16l (1H, s) ; 8.93 (2H, s)
; 7.56 (1H, d) ; 7.44-7. , m ; 7.37-7.31 (4H,
m ; 7.27-7.23 (1H, m ; L. 12 (1H, d) ; 5.28 (2H, s) ;
4.81 (2H, s) ; 3.59 (3ﬁF§3. 30 Ms: APClI (-ve): 446

Thi %lé%?rgw;é%? V%tgo 4 Ogﬁ?;? 5f e@%p?Elz (s)t(e)g' /(190()(? examp?e 26 step

(Vi) wieghipe peedigt ameml]np %ﬁlyf’rtmr(lﬂ] mﬁllq%ég}oxy] acetic
acid HOYO O N N~ Y NNO d

'H NMR DMSO-d6: §7.72 (1H, s) ;7.71 (1H, d) ; 7.56 (1H, d) ; 7.44 (1H, d) ; 7.35 (1H,
s);7.10 (1H, d) ; 2.29 (3H, s) ; 1.38 (6H, s) ; 1.13 (3H, t)
MS: ESI (-ve) 429 (M-1)

Example 37
2-[[4'-(Ethylsulfeny])-2'-methyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylloxy]-butanocic

acid, sodium salt
§V
1
F B F

The title compound was prepared by the method of example 1 step (i) and example 26 step
(vi) using the product from example 34 step (iv), yield 0.29g.

'"H NMR DMSO-d6: § 7.78 (1H, s) ; 7.71 (1H, d);7.64 (1H, d); 7.41 (1H, s) ; 7.01 (1H,
d); 4.27 (1H, brs) ; 3.36 (2H, q) ; 2.33 (3H, brs) ; 1.64-1.55 (2H, m) ; 1.11 (3H, t) ; 0.66
(3H, brs)

MS: ESI (-ve) 429 (M-1)

Example 38
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(i)
N- (5- Brono- 2- pyri m di nyl ) - N- (phenyl net hyl ) - et hanesul fo
WO 200140189885 The subtitl e conmpound was prepared bRCT/RE2004/000535
met hod of exanple 38 step (i) using benzyl-(5-
br omo- pyri m di n-2-yl)-am ne %Ed et hanesul phonyl
chloride , yield 0.31g. Ms: Cl (+ve) 358 (Mrl) 10
(i)

Chl oro-2 drox pheny 2-pyrimdinyl]-N(phen
H%‘h@f@r?ﬂ% 1(1@@%{#@ Fbnydmenter etghﬂ)%%mﬂ-ﬁl-levmmmnﬂﬂlmeumsy]
acgtiompdd ed by the method of exanple 1 step (ii) using

the product fromstep (i) and
5-chl or o- 2- hydr oxyphﬁfﬁyl bor oni c @ yield 0.25g. 15
M5: APCI (+ve) 404 ( (|||)

%}nh@wyl met hyl ) am no] - 5-

[4-Chloro-2-[2-[(ethyls Ifon/
720 The title

pyrim di nyl ] phenoxy] - acegti
conmpound was prepared b € hod of exanple 1 step

(i) and step(iii) usi n he product fromstep (ii),
yield 0.13g. 'H NVR DDMSQ-d6: b 13.14 (1H, s) ; 8.92
(2H, s) ; 7.56 (1H, d) ;CW.44-7.31 (5H, M ;

7 (iR F-(B-B8mo1Hpytinidinyl)-D2(phédyllmethyl)-m8thddestBbharkile ; -

Socfig%]h)élﬂhl’: ((?i % 668%0 ﬁhg;blﬁ E}m(l&q)af adc%g%g a(sﬁrred soﬂmon ot5 benzyl (5-

beFIED Pyipigits )c@m% Péégwg%(%@}) % OB r iAfted BAmpin] - 4- chl
metinoguiphoxy] chisridel (0.286 5 w00 4nDBREBR ture stirred at RT for 2h then

P e RO 3Re 3nd R SK ep d with
Lol L b e

chrexargtaph$8n il e(un)ngwsltm_@acmaﬂﬁﬂétha(n% Yield 0.41g _
br omo- pyrim di n-2-yl')-am ne and acetylchloride , yield

0.21 5 Ms: APCl (+ve) 306 (Mrl) (ii)
MMP&I%@@%%KM@)hydr oxyphenyl ) - 2- pyri ni di nyl ] - N- (phen

yl met hyl) - acet am de The subtltl e compound was

p{}g pﬁ’&gg f)—e%—ﬁg gg}gpé‘%;l 15?—1) dmyﬁtﬁ Qplge!rf‘y]metﬁylyg

5- chmé‘ihéneéu 9ermaido phenyl - boronic acid , yield 0.16g.
ThdvibtilPCbmp k) wahtepdytd by the method of example 1 step (ii) using the

product from step (i) and 5-chloro-2-hydroxyphenyl-boronic acid , yield 0.25g.

MS: APCI (+ve) 390 (M+1)

(iii) [4-Chloro-2—[2-[(meth'ylsulfonyl)(phenylmethyl)arhino]-5-pyrimidinyl]phenoxy]—
acetic acid

The title compound was prepared by the method of example 1 step (i) and step (iii) using
the product from step (ii), yield 0.07g.

'H NMR DMSO-d6: & 13.16 (1H, s); 8.93 (2H, s); 7.56 (1H, d) ; 7.44-7.41 (1H, m) ;
7.37-1.31 (4H, m) ; 7.27-7.23 (1H, m) ; 7.12 (1H, d) ; 5.28 (2H, s) ; 4.81 (2H, s) ; 3.59
(3H, s).

MS: APCI (-ve): 446 (M-1)

Example 39
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(iii)
[ 2-[ 2-[ Acetyl (phenyl met hyl ) am no] - 5- pyri m di nyl ] - 4-chl
wor@plgnssxy] -acetic acid is The title conmpounPiCEB2004/000535
prepared by the nethod of exanple 1 step (i) and step
(ii1) using the product fromstep (ii), yield 0.08g.
1H Nla DMSO-d6: S 9.01 (2H, ; 7.59 (1H, d) ; 7.44
(1H q) ; 7.30-7.18 (5H, m ; 7.13 (1H, d) ; 5.26
(2H, s) ; 4.81 (2H, s) ; 2.45 (3H, s). 20 Ms: APC
[4(€h19)'0 24[22[(f(tMFlwlfOIB;&(pbeleylmthyl)ammo]-S-pyrlmldmyl]phenoxy]-acetlc
acii[ 4' - (Et hyl sul fonyl)-5-fluoro-2'-nethyl[1, 1' - bi phenyl ]
-2-yl]oxy]-acetic acid HO-O F 2 [
[ 4- (Et hyl thio)-2-nmet hgl phenyl ]- bo
portion of a sol uti of " from exanple 10
step (i) (120.7g9) in T fas added to a
stirred mxture of magne$i u \E\inps (13.4g) in THE
(100m ). D bronoet hane et added, and the
m xture gently refluxeo |n|t|at|on The remai ni ng
brom de sol ution was addéd dropwi se nmi ntaining the
reaction at reflux. Aftef! 30 addltl on the m xture was

c acid A 100ni

)| oes-Bromoabpyrimidiiyl)- Ne(lph&rf rsﬁﬁhnmﬂfoﬁaﬂma a
Thd y{baﬂ@cgﬁlg;;&r@%ﬁ %9449 eﬁ’@ At SOHREE) pitig penzyl-(5-
broge-pyrHeidif-21yl)raming 80del On)F]ﬂ?h ogide s B”@&ﬂ%éﬂg 2h then

quenched with 2M hydr ochI oric acid (300m). After

| Al i or 18h the THE was renpved under
MR

res e’ and the m xture extracted with
di et hyl ether. The organi cs were separated, washed with

V@) ens[545-iCatorarich ritap@hah Ayl 24pyeietidiny T 20 R yRiSSANT €.

The r riturated with di et hyI et her/i sohexane
and f%ﬁag%gﬁﬁémdel d 53.02g 1HNVRCDC13:5 8.08(1H,d);

Thezs‘-lbsth Pprapomdmsmqe@afecsbm@mthgd of exepple; bitep (i) 1BB1g the

(&t froim std® (1§ bad 5-CRIOBS-2MRdfxy bR | id,
pro1 1- I;Zil rrsetﬁglﬁ et hyl ester Thgbsubtl?%g@%%gﬁﬁg%%c

ared by the nethod of exanple 1 step (i). (iii)
MS[EW'O CI(Eteny04 Mfdhyl ) - 5-fl uoro-2' -nethyl [ 1, 1' - bi phenyl ]
-2 yl ] oxy] -acetic acid 15 The title conmpound was

O AP PR oy BV Bndin agme o oy g eegon-

produ@@@:‘,lcfacm step (i) and (ii), yield 0.045g. 1H NYM
DVSO- d6: 678764(2H n ; 742(2H d) ; 7.8-6.0

Thé §l[-| le cggap(bund was alredS I?)y the metgod &2 exam% e I step 2'? argd?' step (i E i) using

the product from step (ii), yield 0.13g.

"H NMR DMSO-d6: § 13.14 (1H, s) ; 8.92 (2H,s);7.56 (1H, d) ; 7.44-7.31 5H, m) ;
7.27-71.23 (1H, m) ; 7.12 (1H, d) ; 5.27 (2H, s) ; 4.81 (2H, s) ; 3.87 (2H, q) ; 1.25 (3H, t).
MS: APCI (-ve): 460 (M-1)

Example 40
[2-[2-[Acetyl(phenylmethyl)amino]-5-pyrimidinyl]-4-chlorophenoxy]-acetic acid
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20 Ms: APCl (-ve): 351 (M1) Exanple 42

[[4'-(Ethylsul fonyl)-4,5-difluoro-2'-nethyl[1,1"-biphe
wonpdopo9sys | oxxy] -acetic acid H(r)~(r) X F F PSI/SEa904/000535

title conpound was prepared by the nethod of exanple

41, yield 0.081g. 1H NMR dé: 6 7.76 (1H, s) ;

7.71 (111, dd) ; 7.44 (1H, ; 7.23 (1H, t) ;

7.01-6.94 (1H, m ; 4.32 (2H, s) ; 3.39 (2H m ;

2.25 (3H, s) ; 1.18 (3H, t) Ms: APCl (-ve): 369 (hﬁl)

30 Exanple 43

[[4' - (Ethylsul fonyl)H852difl uore~2--nethyl[1, 1'-bi phe

nyl]-2-yl]oxy]-acetic akgid 2004/ 089885

PCT/ SE2004/ 000535 55 FO F The title

conmpound was prepared b t Kdd of exanpl e 41

yield 0.15g. 1H NWR 6: 8 7.82-7.70 (2H,|ﬁ ;

7.49- 7 38 (2H n) ; 7.0246.90 (1H n) ; 4.40 5 (2H,

é 2H, 1.11° (3H, t) npl e 44

( %(iuﬁrﬁ@ﬂsi Prmrmﬂpnm th@y}mt;lyl& a@@tﬂnmqlmor omet hyl ) p
Thefﬁlibmw]:empmﬁidl Wasqst ﬁared@‘the@léthd\l ofNHaniple 33 te dﬂ@) ding benzyl-(5-

brofrby i blPLAMEL B LAPRENMbaa AR 215§ SO U

stlrred solutlon of 4-
MS: APCI (+ve) 306 M+1)

(i) N-[5-(5-Chloro-2-hydroxyphenyl)-2-pyrimidinyl]-N-(phenylmethyl)-acetamide
The subtitle compound was prepared by the method of example 1 step (ii) using the
product from step (i) and 5-chloro-2-hydroxyphenyl-boronic acid , yield 0.16g.

MS: APCI (+ve) 354 (M+1)

(i) [2-[2-[Acetyl(phenylmethyl)amino]-5-pyrimidinyl]-4-chlorophenoxy]-acetic acid
The title compound was prepared by the method of example 1 step (i) and step (iii) using
the product from step (ii), yield 0.08g.

'H NMR DMSO-d6é: § 9.01 (2H,s);7.59 (1H,d) ; 7.44 (1H, q) ; 7.30-7.18 (5H, m) ; 7.13
(1H, d); 5.26 (2H, s) ; 4.81 (2H, 5) ; 2.45 (3H, s).
MS: APCI (+ve): 412 (M+1)

Example 41
[[4'-(Ethylsulfonyl)-5-fluoro-2'-methyl[1,1'-biphenyl]-2-yl]oxy]-acetic acid

Ho\i O‘\S\ g\
(]

F
(1) [4-(Ethylthio)-2-methylphenyl]-boronic acid

A 100ml portion of a solution of the product from example 10 step (i) (120.7g) in THF

(500ml) was added to a stirred mixture of magnesium turnings (13.4g) in THF (100ml).

Dibromoethane (0.2m!) was added, and the mixture gently refluxed on initiation. The

remaining bromide solution was added dropwise maintaining the reaction at reflux. After

addition the mixture was allowed to cool to RT then transferred via cannula into a stirred
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hydr oxybenzo-trifluoride (10g) in tetrahydrofuran

(150nml) at -78C. The cooling bath was renoved, the
woroossssstirred for | h then methyl bronpacet ap€r/§H2009/000535

added. After |h, water was added, the tetrahydrofuran

evaporated of f under reduced pressure and the 15

residue partitioned between ethyl acetate/2M

hydrochloric acid. The organic |ayer was evaporated

under reduced pressure and the residue dissolved in

solpien ahtanesiniberate (1 bum jn THRLAGMBIat 0¥0nThe mituesrwas warmed to
RT(, 86kidg fornH tieanfuenaediwith iMdfy@i@cﬂR;rﬁ:‘HcLﬂ (300mf{ GWﬁer\é@ﬁmg at RT

t The
rorcth TS b el R e f St e T B e
dlelt "FtHQIe Thgrorganiesrieate benavasech veashgd with tatee, doed @M evaporated under
rediyéll preftugd. | Theaekidue WaSrRGGRQI v@t?n didthyWehed/i SR RL g'fﬂtered.
Y1%r |5§g) and evapor at ed under reduced pressure, yle
954948 1H NVR DVBO d6: 6 13.13 (1H, s); 7.65 (2H d):

7.10 (2H, d); 4.80 (2H,-s). MB. APCl (-ve) 219 (M1)

"HNNIR dj]écths BiosueHOmRI Y4 g]ﬂtt & 1Mk (uggé‘)t '3°q4a<fztﬁﬁ 276 (3H,5) ;

hyl - 3- oxet anyl’) net ester
13%%§ﬁﬁ -was added to a solutlon of the product from
step (i) (12.42g) and N, N-dinethylfornanide (2 drops)
(@) di@B:8kRIRARGBh bR PMhdctic 38, lldifyRin RLbOT 72

s eva r.r ressure, the
The AR5 otPous vacpr are@%z?n eﬁet e
triethylamne (20nl) and 3- nethyl 3- oxet anenet hano

(EH iy @ﬁﬁiﬁﬁtlfoﬁfy &-1185kol S ?ncﬁﬂﬂ u% %@?ﬁ?g@g@“a&éﬁc acid

NI episE e e e, example 2 step (i)

andpenanipled stop (i) msmgttlmgprapmm fromsstdpi @eandl (i1}, iy d Gi04B g,
di chl oronet hane, yield 14.2g. 1H NVR DVBSO d6: 5.7.66

' 838 Ssspla 8 g oy % 28 Bt o o o

3.20(RB1 gy 118 GER Y tri f | uor omet hyl ) phenoxy] met hyl ] -

MR AP (e clo [2.2.2] octane Boron trifluoride
di etcgl( 65 ?(g%ey(l 48ml) was added to a sol ution of
t he product fromstep 10 (ii) (14.2g) in

Exampld d2onet hane at -78C. The cooling bath was reaned

[ 1 ] [ f n
(14, SR A SR Pimet S Pt A ) bl o

under reduced pressure tfhen f|IKEr d. The filtrate was
evapor at ed under' reduce %5 e hen the residue
purified by chromatograp I 'ca (pre-eluted wth
one colum vol une of n¢ trijethylam ne) eluting with
di chl or onet hane, vyi el dr g. 15 1H NVR DVMSO-d6: 5
7.62 (2H, d); 7.14 (2H, dF; 4.04 (2H, s); 3.91 (6H

ThStitle Q)nzgod(nﬁ 'dras%)feparé}ﬁy e g‘let}{o"avo%)ex%%gle(éﬂ\flf }i)eld 0.081g.

'"H NMR DMSO-dé: § 7.76 (1H, s) ; 7.71 (1H, dd) ; 7.44 (1H, d) ; 7.23 (1H, t) ; 7.01-6.94
(1H, m) ; 4.32 (2H, s) ; 3.39 2H, m) ; 2.25 (3H, s) ; 1.18 (3H, t)
MS: APCI (-ve): 369 (M-1)

Example 43
[[4'-(Ethylsulfonyl)-3,5-difluoro-2'-methyl[1,1'-biphenyl]-2-yl]oxy]-acetic acid
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(iv) [2-Borono-4-(trifluoronethyl)phenoxy]- acetic

acid 20 A solution of sec-butyllithium (66nml, 1.4Min
weyakokmsgzane) was added dropwi se over 10m n t PCESE2004/000535

stirred solution of the product fromstep (iii)

(9.44g) in THE (100m) at -Z8C. After 3h the mixture
-was warned to -40C for 5mn, "then cooled to -78C

Trimet hyl borate (14.1nm) was added, then after 10mn

the reaction quenchedygd th 2M hydrochloric acid. The

m xture was warnmed to and the&, gKganl c phase

separated. The 25 aqueo | ay Rast extracted with

et hyl acetate, the organi ck cQ

under reduced pressure. @ rgsi due was dissolved in

met hanol (500m ) then bonge [

and the mxture swirled for O 5h then filtered. The

hed wi.th O% t X th
od 58 e S S0 AP TGRSl ApTLED e o
dri ed under high vacuum The resi due was dissolved in

H nmhmmmmz&m ezl}!llj ﬂdﬁ ?%er%gzglﬁm I)7 (9%%19%1}1 m) ; 4.40
(Zﬂsgﬁ g%‘fﬂ{ég EﬁSZM hy)ér ochloric acid (50ml) added

and the organlcs evapor ated under reduced pressure.
Exgl;ﬁﬁleréﬂ& dual aqueous | ayer was extracted with

2 AR e ooyl g @%/gﬁﬁrg&‘yﬂab%%«?ﬁégggsciﬁH
S 89

NVR DMSO-d6: 5 8.07 (1H, (1H, d); 7.75 (1H, -
dd); 7.14 (1H, d); 4.85 (2 M5: APCI (-ve) 263
(M1) (v)
[ 2- (2- Ami no- 5- met hyl - 3- py
henoxy] - acetic acid WO § ‘
57 A m xture of the produ fromstep (iv) (0.1g),

2- am no- 3- br ono- 5- net hylfgyxi di ne (0. 071g),
tetrakis(triphenyl phosphi nefpal | adi um(0) (0.0469),

$odi U Eafilunspmedyphenogyl- pecticrasichanol (2m ) was heat ed

SodilimaySEM (1 %gow%% Vﬁfdn@hm ANREA BOLstitRed QIiRA\F 4at

e o S SOANSE S0 P B s v

remotjed, sherahirgureetioeé ﬁowhtthemthahbtman@meaﬁmbmlded After 1h,

watBBlRanelel QﬂB@é‘faﬂy&bfL{rérﬁé@poﬁ@eﬂ (tﬁ‘g @ﬁ%&ﬁg&&fée&' leéﬁsfure and the

L P ey s N

evapprateddinger tedwesdipagsolrt avé thegesidueldissileed mé@trﬁénwdltozﬁaeeﬂwnﬂ)

Meﬁi‘éh& (Bo by VoaRr mﬂwﬁp&fnat seﬂuﬁﬁﬂ &loRide@BIudef di}HI)'vsfa's @dded and
P-}Ilﬁures t1rre?l a; gefl qv'glrm q %ge g@g weg ren:}ovgg Ll(l_dl_ﬁ re@ljced pressure

andxhqus( Bl ,partdl)onembegw(empthylacegatg a(n@ kydrogviorigie@i. Thesenganics

werd 48pdrifed,)dried and evaporated under reduced pressure, yield 12.42g

'"H NMR DMSO-d6: § 13.13 (1H, s); 7.65 (2H, d); 7.10 (2H, d); 4.80 (2H, s).

MS: APCI (-ve) 219 (M-1)

j“-4-(tri fl uoronethyl)p
4/ 0885 PCT/ SE2004/ 000535

(ii) [4-(Trifluoromethyl)phenoxy]- acetic acid, (3-methyl-3-oxetanyl)methyl ester
Oxalyl chloride (14ml) was added to a solution of the product from step (i) (12.42g) and
N,N-dimethylformamide (2 drops) in dichloromethane (100ml), and stirred at RT for 72h.
The mixture was evaporated under reduced pressure, the residue dissolved in
dichloromethane (100ml) then triethylamine (20ml) and 3-methyl-3-oxetanemethanol
(17ml) added. After 2h the mixture was washed with water, evaporated under reduced
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‘preg%.lre anc? t%e (resulue purified by chromatography on si

15 Exanpl e 45-123 The foll owi ng conpounds were
synt hesi sed i n an anal ogous nethod to exanple 44
WE2E0B8S8315 PCT/SE2004/000535

[[4"-Amino-2" -nethyl-5-(trifluoronmethyl)[191" - bi phenyl
]-2-yl]ox~y]- acetic acid %6 NH2 OT OH rF 20 'H NMR
DMSO-d6: 6 7.62 (1H, d); 7.32 (1H, s); 7.05 (1H, d);
6.81 (1H, d); 647(1H s); 6.44 (1H, d); 4.74 (2H,

Ms. - APCI (-ve) 324 fMl) 25 Exanpl e

ica eluting with

dich[ofométhineo y2ld thRgr o- 5- (tri fl uoromethyl )[ 1, 1' - bi phenyl
]-2-yl]oxy]- acetic acid OTOH NH2 OcI FF Fd H NVR
DVBEO-d6: 6 7.65(1H, d) 1 15( 1H,
RO NSO -8 2656 2P d)sch 14 (Ob):chss (BB, ad 2 @bid); 4.24
(2H) s); W 221040898 BHIRGT/ SE2004/.000535 58 Ms: APCI
(-ve) 344/ 6 (M 1) Exanple 47
[[2"-Chloro-4'-hydroxy-5-(trifluoronethyl)
[(m1)14 l\ﬁtbﬂehw}(nzﬂ@qr?mwl plesexylmetleyllt 2,7y OH OH Cl
F 5 F tholddidywi 6998(1H s); 7.69 (1H, d);

Bofg ndtﬁiglgé%d %th]dstﬁer&{eglgl 4(‘35@ W% éld%ﬂ:/éjfo é\gg%m?n st';% Q&%{;lqt from step
(11)( M ig) 1n;|d@c amgthand 8t ~78°C. The cooling bath was removed, the mixture
stirred for 3h then triethylamine (6.2ml) added. The mixture was reduced to half the
volume under reduced pressure then filtered. The filtrate was evaporated under reduced
pressure then the residue purified by chromatography on silica (pre-eluted with one column
volume of neat triethylamine) eluting with dichloromethane, yield 11.1g.

"H NMR DMSO—d6: 0 7.62 (2H, d); 7.14 (2H, d); 4.04 (2H, s); 3.91 (6H, s); 0.77 (3H, s).
MS: APCI (4ve) 305 (M+1)

(iv) [2-Borono-4-(trifluoromethyl)phenoxyl- acetic acid
A solution of sec-butyllithium (66ml, 1.4M in cyclohexane) was added dropwise over
10min to a stirred solution of the product from step (iii) (9.44g) in THF (100ml) at ~78°C.
After 3h the mixture was warmed to —40°C for Smin, then cooled to ~78°C.
Trimethylborate (14.1ml) was added, then after 10min the reaction quenched with 2M
hydrochloric acid. The mixture was warmed to RT and the organic phase separated. The
aqueous layer was extracted with ethylacetate, the organics combined and evaporated
under reduced pressure. The residue was dissolved in methanol (500ml) then bondelut-
NH; resin(180g) added and the mixture swirled for 0.5h then filtered. The resin was
washed with 10% acetic acid /methanol, the washings then evaporated under reduced
pressure and dried under high vacuum. The residue was dissolved in methanol(50ml),
tetrahydrofuran (50ml) and saturated aqueous sodium hydroxide solution (2ml), left for
30min then 2M hydrochloric acid (50ml) added and the organics evaporated under reduced
pressure. The residual aqueous layer was extracted with ethylacetate, the organics
separated, dried and evaporated under reduced pressure, yield 5.05g.

'H NMR DMSO-d6: & 8.07 (1H, s); 7.89 (1H, d); 7.75 (1H, dd); 7.14 (1H, d); 4.85 (2H,
s).
MS: APCI (-ve) 263 (M-1)

(v) [2-(2-Amino-5-methyl-3-pyridinyl)-4-(trifluoromethyl)phenoxy]- acetic acid
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[2-(2, 4-D nmet hoxy-5-pyrimdinyl)-4-(trifluoronethyl)ph
enoxy]- acetic acid OOH NOINN FFF'HNM
wOrBDsBss S 8. 32 (1H, s); 7.71 (1H, d); 7.63 (BEX/SBEIP4/000535
7.20 (1H, d); 4.8 (2H, s); .3.95 (3H, s); 3.87 (3H
s). 15 Ms: APCl (-ve) 357 (M. 1) Exanple 49
[[2' -Chloro-5-(trifluoronethyl)[ 1,1 -bi phenyl]-2-yl]ox
y]- acetic acid il F F F 20 1H NVR DMSO- d6: 6 7.75
(1H, d); 7.55 (1H, m, 7.50 (1H, s); 7.42 (1H m; ‘
A nmixtit€ oflthe pdiduct from Gtep ) (B)1g), 2-dRindBFhrotho;-5-eltdlfRdine

© @)1 / Q@akﬁi%hén @g%)&%ﬂé&%ﬁ OgXpOZ@gq4£o%§ﬁ§§§rbonate (0.12g) in

metf FI?P gsteped o R REpvave (bl arafiape 2P §a § 3] at 100°C
for a0m@in. CT teahitktur®wabtba@edonto FCX resin & quﬂoﬁiNBcﬁN@@‘x ¥ @lustied with

met%n?cﬁ }l(eiﬁhf(‘ ﬁﬁdugt)eﬁgteé év'j;{'h Jg%tbirqu/ o]nul 7’gﬂe’§ ﬁh ééoma filtrate

wasppaporategamderrgdiqer pressyxe b onto bonde ut—NHz resin. The resin
wad filshedlvitarmetRamolreieh Gbeyp @dﬁ&tremtém[tﬁ iRdttinhlo)/ bdetid acidl FIH@N

methhaolficdttd XY fiftraBCGhd eci/as&laged and% residue purified by RPHPLC. Yield
0.089g

"H NMR DMSO0-d6: § 7.87 (1H, s); 7.79 (1H, d); 7.69 (1H, s); 7.63 (1H, s); 7.26 (1H,
d); 4.9 (2H,s); 2.2 (3H, s).
MS: APCI (-ve) 325 (M-1)

Example 45-123
The following compounds were synthesised in an analogous method to example 44

Example 45
[[4'-Amino-2'-methyl-5-(trifluoremethyl)[1,1'-biphenyl]-2-yllexy]- acetic acid
O OH

NH,

"H NMR DMSO0-d6: § 7.62 (1H, d); 7.32 (1H, s); 7.05 (1H, d); 6.81 (1H, d); 6.47 (1H, s);
6.44 (1H, d); 4.74 (2H, s); 1.98 (3H, s).
MS: APCI (-ve) 324 (M-1)

Example 46
[[4'-Amino-2'-chloro-5-(triflnoromethyl)[1,1'-biphenyl]-2-ylJoxy]- acetic acid
Os__OH
g
(T

F
F~OF

'H NMR DMSO-d6: & 7.65(1H, d); 7.4 (1H, s), 7.15( 1H, d); 7.04 (1H, d); 6.7 (1h, s);
6.56 (1H, d); 4.76 (2H, s).
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O:r F 10 F F 1H NV\R DVMsO-d6: 8 7.68 (1H, d); 7.51
(1H, s); 7.20 (11-1, d); 7.17 (1H, m; 7.15 (1H, m;
wQ@209/089885 d); 4.78 (2H, s); 3.7 (3H, s). NS PPCIIEE2004/000535
(-ve) 343 (M 1) .15 Exanple 52
[[5 -Cyano-2' - net hoxy- 5- (t rigé uor onet hyl )
[1, 1 -bi phenyl]-2-yl]oxy]- atetic acid N OOH F F F
1H NVMR DMSO-d6: 5 7.87 (1H, d); 7.74 (1H, s); 7.71
1H d): 7.56 (1H,s); 7.29 (1H, d); 7.19 (1H d); .
MSE&.WI((Z@,%%Q( 181" (3H, s). 20 MS: APCl (-ve) 350
(M1) Exanple 53 ‘
1o 4hloro-2' -nethyl -5-(trifluoronethyl)[1, 1" -bi pheny
ExH“f’Eﬁ‘ﬁl] oxy]- acetic acid WD 2004/ 089885
[[2>Eihlerod ohy doasS5(trifigorommthy B 151 FhiphenNR2 BIBRy B Gicetfic acid
7.71 (1H, d), 7.47 (1H, @134 (1H, d), 7.30 (1H,
d, 7.24 (1H, s), 7.13 (1K, d), 73 (2H, s), 2.11
(3H, s) Ms: APCl (-ve) 3 / ?)f\*/kl) 5 Exanpl e 54
[[2",5 -Dinmethyl-5-(trifluor hyl )[ 1, 1' - bi phenyl ] - 2-
yl ] oxy] - acetic acid F FF 1H NVR DMSO- d6:
6 7.64 (1H, d), 7.35 (1 ), &.13 (1H, d), 7.07 (1H,
d), 7.02 (1H, d), 10 .94 (1H s), 4.50 (2H, s), 2.30
(3H, s), 2.08 (3H, s) ¢

'H NMR DMSO-d6: & 9.98 (1H, s); 7.69 (1H, d); 7.44 (1H, s); 7.21 (1H, d); 7.14 (1H, d);
6.91 (1h, s); 6.80 (1H, d); 4.76 (2H, s).
MS: APCI (-ve) 345/7 (M-1)

‘Example 48

[2-(2,4-Dimeth0xy-S-pyrimidinyl)-4-(triﬂuoromethyl)phenoxy]- acetic acid
Ox_-OH
j/ N._ O
-~ ~
Y

o

F
F~OF

"H NMR DMSO-d6: § 8.32 (1H, s); 7.71 (1H, d); 7.63 (1H, s); 7.20 (1H, d); 4.8 (2H, s);
3.95 (3H, s); 3.87 (3H, s).
MS: APCI (-ve) 357 (M-1)

Example 49
[[2'-Chloro-5-(trifluoromethyl)[1,1'-biphenyl}-2-yl]oxy]- acetic acid
Oy OH

5
5N

F
FF

"H NMR DMSO-d6: § 7.75 (1H, d); 7.55 (1H, m), 7.50 (1H, s); 7.42 (1H, m); 7.41( 1H, d);
7.40 (1H, d); 7.19 (1H, d); 4.78 (2H, s).
MS: APCI (-ve) 329/31 (M-1)
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MS: APCI (-ve) 323 (M1) Exanple 55

[[5'-Chloro-2'-nethyl -5-(trifluoronethyl)[1, 1" -bipheny
WO pe020g48Boxy] - acetic acid Qr)HC F 15 F F BEI/BRAA04/000535

DVSO-d6: 6 7.70 (1H, d), 7.43 (1H, s), 7.38 (1H, s),

7.29 (1H, d), 7.19 (1H d), s¢4.14 (1H s), 4.70 (2H

s), 2.14 (3H, s) Ms: APCI (-Ve) 343/345 (M1) 20

Exanpl e 56

[[2'-Fluoro-6"-methyl-5-(trifluoronmethyl)[ 1,1 -bi pheny
Exaqtmk%ﬂ]oxy] acetic acid WD 2004/ 089885
[[PETBiSERPRG+EAEhID[1, ﬁ'lbl)bﬂe 7}192@1]5 J]E aetic ﬂéiuNNR

DMSO-d6: 5 7.71 (1H, d), 7044061H s), 7.27 (1H q),

7.18 (1H, t), 7.11 (1H, d),ﬁ47.04 (1H, d), 4.67 (2H,

s), 2.06 (3H, s) Ms: APCl ¢<ver 327 (M1l) 5 Exanple

57

[[4'-Fluoro-2"-methyl-5-(

[1-2-yl]oxy]- acetic acid ke

DVBO-d6: 5 7.70 (1H, d), £Z]42 (1H, s), 7.30 (1H t),

7.12 (1H, d), 7.10 (1H, d&y,>F 10 7.04 (1H, d), 4.69

'H NAIR D¥1S02d6: 5 {818 )My s AREl) (7 YEUIBZH; 1.08 B, 1); 7.44 (1H, s);

745@1&}3) I4 a‘???no)carbonyl]amno] 2'-methyl -5-(triflu
hmb#ﬂﬂﬂﬂhvﬂﬁ6¥QQID bi phenyl ]-2- 15 yl]oxy]- acetic acid

| upronet hyl )[ 1, 1' - bi pheny
O.Po..F OF F F 1H NW\R

Example 51
[[5'-Fluoro-2'-methoxy-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylloxy]- acetic acid
Os_ _OH

'H NMR DMSO0-d6: § 7.68 (1H, d); 7.51 (1H, s); 7.20 (1H, d); 7.17 (1H, m); 7.15 (1H, m);
7.10 (1H, d); 4.78 (2H, s); 3.7 (3H, s).
MS: APCI (-ve) 343 (M-1)

Example 52
[[5'-Cyano-2'-methoxy-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]oxyl- acetic acid
N

'"H NMR DMSO-d6: § 7.87 (1H, d); 7.74 (1H, s); 7.71 (1H, d); 7.56 (1H,s); 7.29 (1H, d);
7.19 (1H, d); 4.77 (2H, s); 3.81 (3H, s).
MS: APCI (-ve) 350 (M-1)

Example 53
[[4'-Chloro-2'-methyl-S-(triﬂuoromethyl)[1,1’-biphenyl]-Z-yl]oxy]- acetic acid



OOH O/ NYN _/ F FF 1H NWR DVMsO-d6: 5 8.49 (1H, s),
7.62 (1H, d), 7.31 (111, s), 7.29 (1H, s), 7.24 (1H,
wWa@I2004/089883 (1H, d), 7.00 (1H, d), 6.25 (1H, t)PCHSBD04/000535
(2H, s), 3.10 (2H, m, 1.06 (3H, t) Ms: APCl (-ve) 395
(M1) 20 Exanple 59 6
[[2'-Methyl -4"-[[ (met hyl am n(%carbonyl]am' nol-5-(trifl -
uoronmethyl) [1,1' -biphenyl]-2- yl]oxy]- acetic acid WO
2004/ 089885 PCT/ SE2004/ 0095354 62 o0oH ONy N \ \ |
O FFF'HNW DVSO d6: 5j’8.52(1H, s), 7.65 (1H, d),
7.39 (1H, s), 7.26 (1H, s)s 7 ¢1H, d), 7.07 (1H,
d), 7.00 (1H, d), 6.05 (1 4.72 (2H, s), 2.09
(3H, s) Ms: APClI (+ve) 38 s 5 Exanple 60
[[4"-[[(Cycl opropyl am n dr bonyl ] am no] - 2' - net hyl - 5- (
trifluoromethyl)[1,1 - biphenyl]-2-yl]oxy]- acetic
acid OOH FF N(r)N_ F F_»81H NMR DVBO d6: 8 8.33 (1H,

.S), 7.66 (1H_d), 7.37 (1H" s). 7.31 (1H_s), 7.26

i RNR TS0\ 486 L 8, 747 65, B ASABIEL &) TS ULH dbyl 24 (IEL s),
7.13 (18, O2¥73%2H, &, 241 (3Hs , 0.63 (2H m, 0.42 (2H m
MSYRPATYe) §Z¥?3454&?-1§W1) 15 Bxanple 61

Example 54
[[2',5'-Dimethyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]oxy]- acetic acid
Os_OH

'H NMR DMSO-d6: § 7.64 (1H, d), 7.35 (1H, s), 7.13 (1H, d), 7.07 (14, d), 7.02 (1H, d),
6.94 (1H, s), 4.50 (2H, s), 2.30 (3H, ), 2.08 (3H, s)
MS: APCI (-ve) 323 (M-1)

Example 55
[[5'-Chloro-2'-methyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]oxy]- acetic acid
O+_.OH

J

"H NMR DMSO0-d6:  7.70 (1H, d), 7.43 (1H, s), 7.38 (1H, s), 7.29 (1H, d), 7.19 (1H, d),
7.14 (1H, s), 4.70 (2H, s), 2.14 (3H, 5)
MS: APCI (-ve) 343/345 (M-1)

Example 56
[[2'-Fluoro-6'-methyl-5-(trifluoromethyl)[1,1'-biphenyl}-2-ylJoxy]- acetic acid
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[[2' -Methyl-4"-[[(propyl am no)carbonyl ]am no] -5-(trifl
uoronethyl) [1, 1" -biphenyl]-2- yl]oxy]- acetic acid, O
wOrRhoBsIsN~~ O F 1H NVR DVSO-d6: 6 8.48 (1H, BQT/SE2064000535
(1H, d), 7.36 (1H, s), 7.30 (1H, s), 7.24 (1H d), 20

7.07 (1H, d), 7.00 (1H, d), K.23 (1H t), 4.68 (2H,
s), 3.05 (2H, qg), 2.10 (3H, 5s), 1.44 (2H m, 0.88
(3H, d) Ms: APCI (+ve) 411 (M+l) Exanple 62 25
[[2',4 -Dinethyl-5-(trifduogonmethyl)[1,1"-biphenyl]-2-
yl Joxy] - acetic acid WO 2004/ 089885 PCT/ SE2004/ 000535
63 OTOH OFF F 1HN DNED~(6: 6 7.63 (1H, d),
7.34 (1H, s), 7.03 (4H m, 3 2H, s), 2.32 (3H

s), 2.11 (3H, s) Ms: APC 23 (M1) 5 Exanple

[[5" - Fluoro-2'-nethyl - (tFrlquororrethyI)[ll bi pheny
l]-2-yl]oxy]- acetic acidgO{OHF F OFF F 1H

' MR PGS0 5%t B3 ﬁ%ﬂ%)ﬂ)% e, g8 B! Pl g, o,

7.0¢ 2HI, &) 4.62 (21, 306 GHMS: APCl (-ve) 327 (M 1)

Mmml(eve%m M-1) .
[[ -(Am nocarbonyl )-2"-methyl -5-(trifluoronethyl)[1,1

- bi phenyl ]-2-yl]oxy] - acetic
Example 57

[[4'-Fluoro-2'-methyl-5 -(trifluoromethyl)[1,1'-biphenyl]-2-ylloxy]- acetic acid

T
X g

F
F7OF

'H NMR DMSO-d6: § 7.70 (1H, d), 7.42 (1H, s), 7.30 (1H, 1), 7.12 (1H, d), 7.10 (1H, d),
7.04 (1H, d), 4.69 (2H, s), 2.11 (3H, 5)
MS: APCI (-ve) 327 (M-1)

Example 58
[[4'-[[(Ethylaminc)carbonyl]amino]-2'-methyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-

yl]oxyl- acetic acid
OH

F~OF
'H NMR DMSO-d6: & 8.49 (14, s), 7.62 (1H, d), 7.31 (1H, s), 7.29 (1H, s), 7.24 (1H, d),
7.04 (1H, d), 7.00 (1H, d), 6.25 (1H, t), 4.60 (2H, s), 3.10 (2H, m), 1.06 (3H, t)
MS: APCI (-ve) 395 (M-1)

Example 59
[[2'-Methyl-4'-[[ (methylamino)carbonyl]amino]-5-(trifluoromethyl)[1, 1'-b1phenyl]-2-
ylloxy]- acetic acid
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15 acid OT OHONHR F F F 1H NVR DVsO-d6: 6 (1H, s),
7.77 (1H, s), 7.70 (1H, d), 7.63 (111, d), 7.34 (1H,
W@ 200498885 (1H, s), 7.25 (1H, d), 6.98 (1H, d)PCHSED04/000535
(2H, s), 2.21 (3H, s) Ms: APCl (+ve) 354 (wm+l) 20
Exanpl e 65 ‘ ,
[[3'-Fluoro-2'-nethyl -5-(tri6f2I uoronethyl)[ 1, 1' - bi pheny
I7-2-yl]oxy]- acetic acid WO 2004/ 089885
PCT/ SE2004/ 000535 64 @QH,O/ \ \ F FFF 1H NWR
DMSO-d6: 5 7.66 (1H, d),J7.40 (1H,s), 7.27 (1H, d),
7.24 (1H, d), 7.16 (1H,+t) . NIH, d), 4.45 (2H,
s), 2.07 (3H, s) Ms: ABRCI ) 327 (M1) 5 Exanple
66

[[2'",5 -Difluoro-5-(t uororrethyl)[l,I'-biphenyl]-2;
ylJoxy]- acetic acid p[JOHF O | F FFF 1HNMR
DMSO-d6: 5 7.68 (1H, d),F7.58 (111, s), 7.53 (1H, m,

'H X080 DIMESD-dB. 5 875228 H( 17.65Qu) o), 7.99%1 6118, 785 (18; 647,060, a),

7.07 AT BATDR 6 D o595 (18 O 472 A3 RSN orret hyl ) [ 1
MS: APddlteve) 1383 2MH1) oxy] - acetic acid

Example 60
[[4'-[[(Cyclopropylamino)carbonyl]lamino]-2'-methyl-5-(trifluoromethyl)[1,1'-
biphenyl}-2-yl]oxy]- acetic acid t

"H NMR DMSO-d6: § 8.33 (1H, s), 7.66 (1H, d), 7.37 (1H, 5), 7.31 (1H, s), 7.26 (1H, d),
7.08 (14, d), 7.00 (1H, d), 6.46 (1H, s), 4.75 (2H, s), 2.54 (1H,m), 0.63 (2H, m), 0.42 (2H,
m)

MS: APCI (+ve) 409 (M+1)

Example 61
[[2'-Methyl-4'-[[(propylamino)carbonylJamineo]-5-(trifluoromethyl)[1,1'-biphenyl]-2-

ylloxy]- acetic acid,
OH

'H NMR DMSO-d6: § 8.48 (1H, s), 7.64 (1H, d), 7.36 (1H, s), 7.30 (1H, s), 7.24 (1H, d),
7.07 (1H, d), 7.00 (1H, d), 6.23 (1H, t), 4.68 (2H, s), 3.05 (2H, q), 2.10 (3H, s), 1.44 (2H,
m), 0.88 (3H, d) :
MS: APCI (+ve) 411 (M+1)

Example 62
[[2',4'-Dimethyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]oxy]- acetic acid
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20

OHNER 0=Ss=0 0C FF 15 F'H NVR DVMSO-d6: 6 7.93
(1H, d), 7.82 (1H, d), 7.76 (1H, s), 7.73 (1H, d),
wQ@2®3/089885 s), 7.10 (1H, d), 4.38 (211, s) NSPCHFEI004/000535
(+ve) 408/410 (m+l) 20 Exanple 68
[[4'-Cyano-2' -nethyl -5-(triflyuoromethyl)[I,1"-bi phenyl
]-2-yl]oxy]- acetic acid WD 2004/ 089885
PCT/ SE2004/ 000535 65 OOCHON F F F'H NVR DVMSO d6:
57.78 (1H, s), 7.71 (1H ot) ou7-71 (1H, m, 7.46 (1H,
s), 7.40 (1H d), 7. 11‘(17j,/ dy, 4.61 (2H 's). 2.18
(3H, s) Ms: APCl (-ve) 334-(MA 5 Exanpl e 69 (
[[4"-Chloro-2"-fluoro-5-(Tri ronmet hyl )[ 1, 1' - bi pheny
[1-2-yl]oxy]- acetic aci p OF FFF'HNW
DVBO-d6: 5 7.73 (1H, d), 60 (1H, s), 7.56 (1H, s),
7.52 (1H, d), 7.36 (1H, 10 7.17 (1H, d), 4.70
(2H, s) Exanple 70 [[2 i fluoro-4'-nethoi,
y-5-(trifluoronethyl)[191F-bi phenyl]-2-yl]oxy]- acetic
'H 2R DNISY-&6: 1807 62L(1H, d), 7.34 (1H, ), 7.03 (4H, m), 4.50 (2H, 5), 2.32 (3H, 5)
2.11 (3H, s)

MS: APCI (-ve) 323 (M-1)

2

Example 63
[[5'-Fluoro-2'-methyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylloxy]- acetic acid
O~_OH

)

'"H NMR DMSO-d6: § 7.65 (1H, d), 7.38 (1H, s), 7.29 (1H, d), 7.27 (1H, d), 7.11 (1H, d),
7.06 (1H, m), 4.40 (2H, s), 2.13 (3H, s)
MS: APCI (-ve) 327 (M-1)

Example 64 :
[[4'-(Aminocarbonyl)-2'-methyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylloxy]- acetic
acid

Oj, OH

'H NMR DMSO-d6: & (1H, s), 7.77 (1H, s), 7.70 (1H, d), 7.63 (1H, d), 7.34 (1H, s), 7.30
(1H, s), 7.25 (1H, d), 6.98 (1H, d), 4.22 (2H, s), 2.21 (3H, s)
MS: APCI (+ve) 354 (M+1)

Example 65
[[3'-Fluoro-2'-methyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylJoxy]- acetic acid
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/| FFF F 15 1H NMR DMSO-d6: 6 7.63 (1H, d), 7.60

(1H, m, 7.52 (1H, s), 7.19 (1H, m, 7.06 (1H d)
wa289/088B5 s), 3.91 (3H, s) Exanple 71 PCT/SE2004/000535

[[2"-fluoro-5"-nmethyl -5-(trifluoronmethyl)[ 1,1 -bi pheny

I1-2-yl]oxy]- acetic acid 2004/089885

PCT/ SE2004/ 000535 66 OCH I F FFF 1H NWR

DMSO-d6: 5 7.74 (1H, d), 7.57 (1H, s), 7.25 (1H, d),

7.26 (1H, s), 7.19 (1H d), o7.14 (1H d), 4.85 (2H,

s), 2.35 (3H s) 5 Exanpl ey72

[[2' - Fluoro-4"-nethyl-5-(t

[1-2-yl]oxy]- acetic aci

DVSO-d6: 6 7.67 (111, d

7.10 (1H, d), 7.07 (1H,

s), 2.34 (3H, s) 10 Exanp 73

[[4'-Methoxy-2'-nethyl ]5 i fluoronethyl)[1,1"-biphen

yl]-2-yl]oxy]- acetic acigl’ OCOH LO F F F 1H NWR

'H Wﬁ 5d676@266((é§k 511)7 407 1% sf, Y37 @ix, 0y 798 @i, P16 am, o,
70800 &% Mo B8
MS: APCI (1ve) 327 (M-1)

romet hyl )[ 1, 1' - bi pheny
OF F FF 1H NWR

8 (tH, s), 7.40 (1H, t),
7007 (1H, s), 4.49 (2H,

Example 66
[[2',5'-Difluoroe-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]loxy]- acetic acid
O+ OH

'H NMR DMSO-d6: § 7.68 (1H, d), 7.58 (1H, 5), 7.53 (1H, m), 7.30 (1H, m), 7.28 (1H,
m), 7.09 (1H, d), 4.44 (2H, s)

Example 67
[[5'-(Aminosulfonyl)-2'-chloro-5-(triflueromethyl)[1,1'-biphenyl]-2-yl]oxy]- acetic
acid
OH W,

O .
\I\: 0=8S=0

'H NMR DMSO-dé: § 7.93 (1H, d), 7.82 (1H, d), 7.76 (1H, s), 7.73 (1H, d), 7.53 (1H, s),
7.10 (1H, d), 4.38 (2H, s)
MS: APCI (+ve) 408/410 (M+1)

Example 68
[[4'-Cyano-2'-methyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylJoxy]- acetic acid
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15

1s 6.78 (1H, d), 4.45 (2H, s), 3.80 (3H, s), 2.13 (3H,
s) Exanple 74
wQ pov4/0§988F nosul fonyl )-2' , 5" -di fl uoro-5-(trifl uPCDREZ0NYH00535
[1,1 - bi phenyl]-2-yl]oxy]- acetic acid WO
2004/ 089885 PCT/ SE2004/ 0005%% 67 HOOFONH2 Op F
FF F 1H NVR DMSO-d6: 6 7. (1H, m, 7.75 (1H, d),
7.69 (1H, s), 7.63 (1H, m, 7.18 (1H d), 4.53 (2H,
s) Ms: APCI (-ve) 410 &Mg,) 5 Exanple 75
[ 2- Benzo[ b] t hi en-3-yl -4-(trifluorgget hyl ) phenoxy] -
acetic acid O~C]—IOS $H-RVR DVSO-d6: 5 8. 04
(1H, d), 7.87 (1H, s), 7. I d), 7.69 (1H, d),
7.67 (1H, s), 10 7.38 ( , 7.24 (1H, d), 4.81
(2H, s) Ms: APClI (-ve) 3S¥(M1) Exanmple 76
[[5-(Trifluoronethyl)[1, 1]-bi phenyl]-2-yl ] oxy] - acetic
acid HOO OF F 15F DI\/ISOdG 8 69(1H, d),

'H %}&ﬁg p(@%?o cig,g)fi‘sgéﬂg R z) o207 Uk, £, 7.46 a8, S8 5'.’405(%}1, ),

7.11 (1H, d), 4.61 (2H, s), 2.18 (3H, s)
MS: APCI (-ve) 334 (M-1)

Example 69

[[4'-Chloro-2'-fluoro-5-(trifluoromethyl)[1,1'-biphenyl}-2-yl]Joxy]- acetic acid
O _OH

Cl

'H NMR DMSO-d6: § 7.73 (1H, d), 7.60 (1H, s), 7.56 (1H, s), 7.52 (1H, d), 7.36 (1H, d),
7.17 (1H, d), 4.70 (2H, s)

Example 70
[[2',5'-Difluoro-4'-methoxy-5-(trifluoromethyl)[1,1'-biphenyl]-2-yloxy]- acetic acid
O+ OH

'H NMR DMSO-d6: § 7.63 (1H, d), 7.60 (1H, m), 7.52 (1H, s), 7.19 (1H, m), 7.06 (1H, d),
4.39 (2H, s), 3.91 (3H, s)

Example 71
[[2'-fluoro-5'-methyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylloxy]- acetic acid
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Exanple 77 20

[ 2- (2-Benzofuranyl)-4-(trifluoronethyl)phenoxy] -
w@e®niogIssti d WO 2004/ 089885 PCT/ SE2004/ 000535 PGBSEH®I/@0535

O FFF "HNW DVOd6: 8 8.24 (1H, s), 7.85 (1H, s),

7.75 (1H, d), 7.70 (2H, d), g 33 (3H m, 5.07 (2H,

s) Ms: APCI (-ve) 335 (M1) 65'Ex.arrple 78

[[4"-Chloro-5-(trifluoronmethyl)[1,1"-bi phenyl]-2-yl]ox

y]- acetic acid HO'T cion O\ F F F 1H NWR

DMSO-d6: 5 7.70 (1H, d), 7.64 (1H, d), 7.62 (1H, s),

7.62 (1H, d), 7.50 (1H, d)5o 1@ 50 (1H, d), 7.21

(1H, d), 4.81 (2H, s) M e) 329/331 (M1)

Eanple 79 '

[[3'-(1-Methylethyl)-5-(t uorforret hyl )[ 1, 1" - bi phenyl

]-2-yl]oxy]- acetic acid OTo O FF 15 F 1H NWR

DVMSO-d6: 8 7.67 (1H, d), ¥7.5F (1H, s), 7.48 (1H, s),

: , 7. 25 d 7,20 (1H,
'm iR o i 73t Duid 127,83 Rl 2t Fiebpoatss.
7.18@1H, d), 4.85 (2H, s), 2.35 3H, s)
[[3",4"-Difluoro-5-(trifluoronmethyl)[1,1"-biphenyl]-2-

Exiipfyd - acetic acid

[[2'-Fluoro-4'-methyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylJoxy]- acetic acid
OH

0

'H NMR DMSO-d6: § 7.67 (1H, d), 7.46 (1H, s), 7.40 (1H, t), 7.10 (1H, d), 7.07 (1H, d),
7.07 (1H, s), 4.49 (2H, s), 2.34 (3H, s)

Example 73
[[4'-Methoxy-2'-methyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylloxy]- acetic acid
OH

X

'H NMR DMSO-d6: § 7.62 (1H, d), 7.33 (1H, s), 7.08 (1H, d), 7.00 (1H, d), 6.82 (1H, s),
6.78 (1H, d), 4.45 (2H, s), 3.80 (3H, s), 2.13 (3H, s)

Example 74
[[4'-(Aminosulfonyl)-2',5'-difluoro-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]oxy]-
acetic acid
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WD 2004/ 089885 PCT/ SE2004/ 000535 69 F HOCOF OFF
F 1H NMR DVsO-d6: 6 7.76 (1H, d), 7.71 (1H, d), 7.65
W@ 2044/089885 7. 51 (1H, d), 7.48 (1H, s), 7.25 (1pCT/EE2004/000535
4.89 (2H, s) Ms: APClI (-ve) 331 (M1) 5 Exanple 81
[2- (1, 3-Benzodi oxol -5-yl)-4-Ltrifluoromethyl)phenoxy] -
_acetic acid HOOO OF F 1H NVR DMSO-d6: 6 7.63
(111, d), 7.57 (1H, s), 7.22 (1H, s), 7.16 (1H, d),
7.05 (1H, d), 10 6.9,30(154 d), 604(2H, s), 4.83
(2H, s) Ms: APClI (-ve) 9 (MFl), anpl e 82
[[4"-Ethyl-5-(trifluoro hy 31" b| phenyl ] - 2-yl ] oxy
]- acetic acid HOtO O @ B 1H NVR DVBO- d6: 6
7.66 (1H, d), 7.58 (1H, 7. 1 (2H d), 7.27 (2H,
d, 7.18 (1H, d), 4.86 , , 2.65 (2H, q), 1.22
(3H, t) Ms: APCI (-ve) 323 (Ml) 20 Exanpl e 83
[[3' -Fluoro-5-(trifluorénefhyl)[1,1':4",1"-terphenyl]-

'H ﬁ%@%@ﬂé‘ggg§§§lﬁcmg 9/‘%%&94({)0?8&?&{ 5), 7.63 (1H, m), 7.18 (1H, d),

4.53 (2H, s)
MS: APCI (-ve) 410 (M-1)

Example 75
[2-Benzo[b]thien-3-yl-4-(trifluoromethyl)phenoxy]- acetic acid
O+_OH

"H NMR DMSO-d6: § 8.04 (1H, d), 7.87 (1H, ), 7.78 (1H, d), 7.69 (1H, d), 7.67 (1H, s),
7.38 (2H, m), 7.24 (1H, d), 4.81 (2H, s)
MS: APCI (-ve) 351 (M-1)

Example 76
[[5-(Trifluoromethyl)[1,1'-biphenyl]-2-yl]loxy]- acetic acid
HO._ O

'H NMR DMSO0-d6: § 7.69 (1H, d), 7.60 (3H, m), 741 (3H, m), 7.20 (1H, d), 4.88 (H, )
MS: APCI (-ve) 295 (M-1)

Example 77
[2-(2-Benzofuranyl)-4-(trifluoromethyl)phenoxy]- acetic acid
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70 HOO/ FI )I - OFF F 1H NVR DVMSO-d6: 8 7.74

(1H, d), 7.65 (2H, m, 7.60 (1H, m, 7.59 (211, m,
wQ2®8/089885 1), 7.52 (2H, m), 7.43 (1H, n), 7.BRCT/FRIP4/000535
m, 4.51 (2H, s) Ms: APCl (-ve) 389 (M1l) 5 Exanple
84 ~ ‘
[[4'-(Trif|uororrethoxy)-S-(t?%fluoromethyl)[l,I'-bi phe
nyl]-2-yl]oxy]- acetic acid HOOT OO /F ~F* FFF
1H NVMR DMBO-d6: 5 7.82,42H, d), 7.62 (1H, d), 7.58

(1H, s), 7.41 (2H, d), 705 (1H, d), 10 4.39 (2H, s)

‘Ms: APCI (-ve) 379 (M1) \Exanp )
[[2',3 -Dichloro-5-(trifluproneth [ 191" - bi phenyl ] - 2-
ylJoxy]- acetic acid HO/ TSSO« C F F 15 1H NWR
DMSO-d6: 8 7.68 (1H, d), 66 (1H, d), 7.47 (111, d),

7.48 (1H, s), 7.41 (1H, t) 7.05 (1H, d), 4.26 (2H,

d) Ms: APClI (-ve) 363 (Mgt 20 Exanpl e 86 ‘
. [[4"-(1,1-Dimethylethyl)-55(trifluoronethyl)[1, 1 -biph
HMR]DMSO-{@%yd.24 adts),c7. $1dL, W) 72004H08988H (2H, d), 7.33 (3H, m),
5.09@1_1,352004/ 000535

MS: APCI (-ve) 335 (M-1)

Example 78
[[4'-Chloro-5-(triﬂuoromethyl)[l,l’-biphenyl]-Z-yl]oxy]- acetic acid
HO.___O

T

o]

"H NMR DMSO-d6: § 7.70 (1H, d), 7.64 (1H, d), 7.62 (1H, s), 7.62 (1H, d), 7.50 (1H, d),
7.50 (1H, d), 7.21 (1H, d), 4.81 (2H, s)
MS: APCI (-ve) 329/331 (M-1)

Example 79
[[3'-(1-Methylethyl)-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylloxyl- acetic acid
HO.__O

T

'H NMR DMSO-dé: 5 7.67 (1H, d), 7.57 (1H, s), 7.48 (1H, s), 7.38 (1H, t), 7.36 (1H, d),
7.25 (1H, d), 7.20 (1H, d), 4.85 (2H, s)
MS: APCI (-ve) 337 (M-1)

Example 80
[[3',4'-Difluoro-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylJoxy]- acetic acid
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71 HOTOO FF FIHNNRDWOd6: 5 7.59 (1H, d),

7.57 (2H, d), 7.51 (1H, s), 7.44 (2H, d), 7.04 (1H
wa@2004/08984Y (2H, s) Ms: APCI (-ve) 351 (M 1) 5SrERSIDE000535

87 :

[ 2- (6- Met hoxy- 2- napht hal enyl }s4- (trifl uoronethyl)pheno

xy]- acetic acid HOOO' TOto FFF 1HnN/fR

DMSO-d6: 5 8.07 (1H, s), 7.87 (1H, d), 7.85 (2H, s),

7.62 (2H, d), 7.34 (1H,s),, 10 7.17 (111, d), 7.08

(1H, d), 4.41 (2H, s) I\/S:\EAPCI -ve) 375 (M1)

Exanpl e 38 o F

[[4"-(Ethylthio)-5-(triflugro et

yl] oxy~y]- acetic acid Oro

DVSO-d6: 6 7.61 (2H, d), Z

7.35 (2H, d), 7.07 (1H, d),] 4.50 (2H, s), 3.02 (2H,

q), 1.27 (3H, t) Ms: APCIF(l-ve) 355 (M1l) 20 Exanple

]H?T%%R-%Rrﬁﬁss‘i?-?@ (FHL B DB D] 71:65 (Ubispiedly (TH, 2D y A4 D H, 5),
7.25](AHad)tise (2K s WO 2004/ 089885 PCT/ SE2004/ 000535 ~ 72

M$IAFCR-R) 331 (M-1)

[)[1,1" -bi phenyl ] -2-
FF15 F IHNWR
(1H, d), 7.52 (1H, s),

Example 81
[2-(1,3-Benzodioxol-5-yl)-4-(trifluoromethyl)phenoxy]- acetic acid

O/\O .

'H NMR DMSO0-d6: § 7.63 (1H, d), 7.57 (1H, s), 7.22 (1H, s), 7.16 (1H, d), 7.05 (1H, d),
6.98 (1H, d), 6.04 (2H, s), 4.83 (2H, s)
MS: APCI (-ve) 339 (M-1)

Example §2
[[4'-Ethyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]oxy]- acetic acid
HO.__O

T

"H NMR DMSO-d6: & 7.66 (1H, d), 7.58 (1H, s), 7.51 (2H, d), 7.27 (2H, d), 7.18 (1H, d),
4.86 (2H, s), 2.65 (2H, q), 1.22 (3H, t)
MS: APCI (-ve) 323 (M-1)

Example 83
[[3'-Fluoro-5-(triflnoromethyl)[1,1':4',1"'-terphenyl]-2-ylJoxy]- acetic acid
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FFF 1H NVR DMSO-d6: 6 8.02 (2H, d), 7.77 (2H, d),
7.64 (1H, s), 7.72 (1H, d), 7.23 (1H, d), 4.83 (211,
W@ 200488685 (3H, s) Ms: APCI (-ve) 337 (M1) 5 BXEAFI004/000535
90
[ 2-(2- Chl oro-5-nethyl -4-pyridjpnyl)-4-(trifluoromethyl)
phenoxy] - acetic acid, amoniumsalt HOOClL F F F 10
"H NVR DMSO-d6: 6 8.30 (1H, d), 7.75 - 7.66 (1H, m,
7.49 (111, d), 7.04 (34, @), 2H, s), 2.15 (311,
s) Ms: APCl (-ve) 449 (MI) Ex
[[5" - (AmM nosul fonyl) -
' -bi phenyl]-2-yl]oxy]- acetid
1~00 NHz Os OFF
7.65 (311, nm, 7.63 (1H,
d, 7.01 (1H, d), 4.23 (2 s), 2.24 (311, s) 20
MS: APCI (-ve) 388 (M1) rExanpl e 92
! E -Qui nolinyl)-4-(tri fIFuoromst hyl ) phenoxy] - acetic
DMﬁﬁrdﬁmﬁgaKiHv&) 26542HB898F60RTH, 552989/(930889 58 (1H,
m)! 3. 52*(@1%)@4% (1H, m), 7.12 (1H, m), 4.51 (2H, s)

MS: APCI (-ve) 389 (M-1)

(R fluoromethyl)[l,l
aci d, anmoni um salt HO
| DVBO-d6: 6 7.73 -
7.44 (1H, d), 7.37 (1H,

Example 84
[[4'-(Triﬂuoromethoxy)-S-(triﬂuoromethyl)[1,1'-biphenyl]-Z-yl]oxy]- acetic acid
HO.___O

"H NMR DMSO-d6: § 7.82 (2H, d), 7.62 (1H, d), 7.58 (1H, s), 7.41 (2H, d), 7.05 (1H, d),
4.39 (2H, s)
MS: APCI (-ve) 379 (M-1)

Example §5
[[2',3'-Dichlom-s-(triﬂuommethy][)[l,1'-biphenyl]-Z-yl]oxy]- acetic acid
HO.__O

'HNMR DMSO-d6: § 7.68 (1H, d), 7.66 (1H, d), 7.47 (1H, d), 7.48 (1H, s), 7.41 (1. 1),
7.05 (1H, d), 4.26 (2H, d)
MS: APCI (-ve) 363 (M-1)

Example 86
[[4'-(1,1-Dimethylethyl)-5-(trifluoromethyl)[l,l'-biphenyl]-Z-yl]oxy]- acetic acid
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FFF 1HNW CDC13: 5 8.85 - 8.82 (1H, n), 8.33 -

8.29 (1H m, 7.95 - 7.91 (1H m, 7.82 - 7.78 (1H
WOorRgo4/p8B8 - 7.58 (3H, nm), 7.50 - 7.46 (111, n)PCTSE2004/000535

7.10 (1H, m, 4.54 (2H, s) MsS:APCI (-ve) 346 (M1) 5

Exanpl e 93 ‘

[[3'-Cyano-5-(trifl uoronet thl)[l, 1' - bi phenyl ] -2-yl] oxy

]-- acetic acid, anmpniumsalt HOCONO 14- FF F'H

NVR CDC13: 5 8.00 (1Hyod) o 7.87 - 7.83 (1H m, 7.66 -

7.52 (4H, m, 6.99 (1H, A 10 4.68 (2H, s) Ms: APC

(-ve) 320 (M1) Exanple

[ 2-] 4- Met hyl - 6- [ net hyl (et yI

yl]-4-(trifluoronethyl) &1foxy] - acetic acid,

ammonium salt HOO N, eil_(#)S\ F F F 1H NVR DVBSO- d6

8 8.20 (1H, s), 7.71 (2H, M, 7.51 - 7.47 (111, m,

7.33 (1H, s), 7.09 (1Hgay 4.52 (211, s), 3.32 (3H,

s), 3.18 (3H, d), 2.21 (BH s) Ms: APCl (-ve) 419 (M1)
1HBHV[E)DIV!BDEd(957 59 (1H, d), 7.57 (2H, d), 751 (18, s? 7.44 (2H, d), 704 (1H, d),
44[7[(3 thyl -5" - (et hyl sul fonyl ) - (trlf uor onet hyl ) [ |

%1 hen | ]oxy]- acetic acid, anmonium sal t WO

MSz@’d’ﬂIds\%éél %%552004/ 000535 74 O

f ohyl ) am no] - 3-pyridin

Example 87
[2-(6-Methoxy-2-naphthalenyl)-4-(trifluoromethyl)phenoxy]- acetic acid
o)

HOTO
o)

'H NMR DMSO-d6: § 8.07 (1H, s), 7.87 (1H, d), 7.85 (2H, ), 7.62 (2H, d), 7.34 (1H, s),
7.17 (1H, d), 7.08 (1H, d), 4.41 (2H, s)
MS: APCI (-ve) 375 (M-1)

Example 88
[[4'-(Ethylthio)-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]oxy]- acetic acid
HO.__O

'H NMR DMSO-d6: § 7.61 (2H, d), 7.59 (1H, d), 7.52 (1H, s), 7.35 (2H, d), 7.07 (1H, d),
4.50 (2H, s), 3.02 (2H, q), 1.27 (3H, 1)
MS: APCI (-ve) 355 (M-1)

Example 89
[[4'-Acetyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylJoxyl- acetic acid
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Ho o FF F 1H NV\R DVMsO-d6: 8 7.83 - 7.80 (1H, m,

7.74 - 7.69 (2H, m, 7.55 (1H, d), 7.49 (1H d), 7.09
W@ 2044/089885 4. 46 (2H, s), 3.23 (3H, s), 2.26 (3HCH}E2004/000535

M5: APCI (+ve) 406 (M+l) 5 Exanple 96

2' - (Car boxynet hoxy) -5' - (trlf,}iJororrethyI)

[1, 1" -bi phenyl]-3-carboxylic'“acid, 3- nethyl ester HO

O01" TO1 FF F 10 1H NY M DVSO d6: 8 8.15 - 8.13

(1H m, 7.99 - 7.93 (&4 49, 7.68 - 7.55 (3H, m,

7.10 (1H, d), 4.46 (2H Ys), 3.87|(3H, s) Ms: APCI

(-ve) 353 (M1) Exanpl e\f{y 15

" - (Car boxynet hoxy)-5" - (trjfl

(

o]
onet hyl ) -
acid, 2- methyl ester HOO
7.77 (1H, M, 7.66 - 7.59

[1, 1' - bi phenyl ] -2-car box
OO F F F 1H NVR DVSO d6s
(2H, m, 751-742(3H ,423(2H s), 3.59 (4H,
s) 20 Ms: APCI (-ve) 353 Exanpl e 98

e e A LT TR L
MS: APCI (-ve) 337 (M-1)

Example 90
[2-(2-Chloro-5-methyl-4-pyridinyl)-4-(trifluoromethyl)phenoxy]- acetic acid,

ammonium salt
HO.__.O
\E cl
i

FIF
F

'H NMR DMSO-d6: § 8.30 (1H, d), 7.75 - 7.66 (1H, m), 7.49 (1H, d), 7.04 (2H, d), 4.28
(2H, s), 2.15 (3H, s)
MS:APCI (-ve) 449 (M-1)

Example 21
[[5'-(Aminosulfonyl)-2'-methyl-s-(triﬂuommethyl)[l,l'-biphenyl]-2-yl]0xy]- acetic

acid, ammonium salt
Q
HO\EO oSN

'H NMR DMSO-d6: § 7.73 - 7.65 (3H, m), 7.63 (1H, d), 7.44 (1H, d), 7.37 (1H, d), 7.01
(1H, d), 4.23 (2H, s), 2.24 (3H, s)
MS:APCI (-ve) 388 (M-1)

Example 92
[2-(8-Quinolinyl)-4-(trifluoromethyl)phenoxy]- acetic acid, ammonium salt
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FFF1H NVR DMSO-d6: 5 7.75 - 7.62 (7H m, 7.53 -

7.46 (3H, m, 7.42 - 7.35 (1H, m, 7.21 - 7.15 (1H,
WORQ4489865 (2H, s) MsS: APClI (-ve) 371 (M1) 5 ERGIPE®OH®0535

[[3 -Fluoro-2',4"-dinmethyl-5-(trifluoronethyl)[1, 1" -bi

phenyl ] -2-yl]oxy]- acetic ackgl HO-COF F F F 1H NWMR

DMSO-d6: 5 7.66 - 7.62 (111, m, 7.55 (1H, d), 7.34

(2H, d), 7.16 (1H, d), 4.78 10 (2H, s), 2.25 (6H, d)

M5: APCl (-ve) 341 (M 1po_ Exanpl e 100

[[2"-Nitro-5-(trifluoronefhyl)[1, 1 -biphenyl]-2-yl]oxy

]- acetic acid, amoni um O / NO2 FF 15 F 1H

NVR DVMSO-d6: 5 8.00 (1H, m 7.76 (1H m, 7.70

- 7.55 (411, m, 6.94 (1 98 (2H, s) NMs: APCI

(-ve) 340 (M1) 20 Exanp j

[[2' - Met hyl -5- (trlfluororrethyl)[l,l bi phenyl ] -2-yl] ox

y]- acetic acid WO 2004/ (089885 PCT/ SE2004/ 000535 76

HOrO O FFF 1H NV\R DVMS®-d6: 8 7.65 - 7.61 (1H m,

IHNMR CD(@1;32883Hg 99 ,1H7m388 337854 ({AHm), "?95 7 (IH6m 2-
7 mi7.6€ 758 (S m V502 7136 bbb 161/5 710 (1}122 m), 454?20; 9

MS APC)I( ve) 346 (M-1)

Example 93
[[3'-Cyano-S-(trifluoromethyl)[1,1'-biphenyl]-z-yl]oxy]- acetic acid, ammeonium salt
HO___O N
~

"H NMR CDCl3: § 8.00 (1H, d), 7.87 - 7.83 (1H, m), 7.66 - 7.52 (4H, m), 6.99 (1H, d),
4.68 (2H, s)
MS:APCI (-ve) 320 (M-1)

Example 94
[2-[4-Methyl-6- [methyl(methylsulfonyl)amino]-3-pyridinyl]-4-(triﬂuommethyl)
phenoxy]- acetic acid, ammonium salt

HO O
\f N\ N\ ’/

~
l/o”

FIF
F

'H NMR DMSO-dé: § 8.20 (1H, s), 7.71 (1H, m), 7.51 - 7.47 (1H, m), 7.33 (1H, 5), 7.09
(1H, d), 4.52 (2H, s), 3.32 (3H, s), 3.18 (3H, d), 2.21 (3H, 5)
MS:APCI (-ve) 419 (M-1)

Example 95
[[2'-Methyl-5 '-(methylsulfonyl)-5-(triﬂu0romethyl)[1,1'-biphenyl]-Z-yl]oxy]- acetic
acid, ammonium salt
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5 Exanpl e 102
[[3'"-Chloro-2'-nethyl -5-(trifluoronethyl)[1, 1" -bi pheny
WO pe020g48Boxy] - acetic acid HO TO O C F F F RAWSBIOR/000535
DMSO-d6: 5 7.72 - 7.66 (1H, m, 7.47 - 7.40 (2H, m,
7.30 - 7.22 (111, m, 7.18 14 10 7.14 (1H, m, 7.10 -
7.06 (111, m, 4.56 (2H, s), 2.14 (3H, s) Ms: APCI
(-ve) 343 (M1) Mmple 103
[[5-(Trifluoronethyl)[I,1" :3", 15-terphenyl]-2-yl]oxy]-
acetic acid HOO F 15 FHALAVREOMSO- d6: 6 7.92 (1H
t), 7.76 - 7.72 (2H, m, 7.59 (411, m, 7.56 -
7.34 .(4H, m, 7.19 - 7.157(1f m, 4.69 (2H, s)
MS: APClI (-ve) 371 (M1) ~exarpl e 104
- (Car boxynet hoxy) -5' - (tr uoronet hyl ) -
[1, 1 -bi phenyl]-4-carboxyli¢ acid, 4- nethyl ester WO
2004/ 089885 PCT/ SE2004/ 0005 3% 77 HOO O FFF 1H NWR
1 d6; S 8.03 - }é g_) - 7.79 (2H,
H RVER DM5Ogl: é17H33n¥80 flEggn), 77461 @@H ), 735 (7, d)77.49 (1H, d),
70911-]:’[ d)) 4.46 (ZR, ) 23023 GQH, s3.28% 3BHs) s) Ms: APCl (-ve) 353

105
%‘béi ﬁé Eé@m?t rifluoromethyl)[l, 1" -biphenyl]-2-yl]oxy

- acetic aC|d HOO
Example 96

2'-(Carboxymethoxy)-5'-(trifluoromethyl)- [1,1'-biphenyl}-3-carboxylic acid, 3-
methyl ester
HO\EO 0

(0]

'"H NMR DMSO-d6: 5 8.15 - 8.13 (1H, m), 7.99 - 7.93 (2H, m), 7.68 - 7.55 (3H, m), 7.10
(1H, d), 4.46 (2H, s), 3.87 (3H, s)
MS:APCI (-ve) 353 (M-1)

Example 97
2'-(Carboxymethoxy)-5'-(trifluoromethyl)- [1,1'-biphenyl]-2-carboxylic acid, 2-
methyl ester

HO\fO

"H NMR DMSO0-d6: § 7.77 (1H, M), 7.66 - 7.59 (2H, m), 7.51 - 7.42 (3H, m), 4.23 (2H, s),
3.59 (4H, s)
MS:APCI (-ve) 353 (M-1)

Example 98
[[5-(Trifluoromethyl)[1,1':4',1'"-terphenyl]-2-yl]Joxy]- acetic acid
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N2 OFF F'HNW DVSO-d6: S 8.30 - 8.26 (2H, m,
7.99 - 7.94 (2H, m, 7.75 - 7.67 (2H, m, 7.20 10
W@ 2444/089885 4. 65 (2H, s) MS: APClI (-ve) 340 (M 1)PCESEUD/@0535
106 ,
[[5-(Trifluoronethyl)-3 -[‘(t.[' fluoromethyl)thio][1,1"-
bi phenyl ]-2-yl]oxy]- acetic da&cid HOOS CF3 OF 15 F
"H NVR DMBO-d6: S 8.05 (1H, s), 7.91 - 7.87 (111, m,
7.74 - 7.58 (4H, m, 4. 1% (1H d), _4.64 (2H s)
M5: APClI (-ve) 395 (M1)Y 20 Exanp 07
[[5-(Trifluoronethyl)-45](trh et hyl ) t hi 0]
[1,1" -bi phenyl]-2-yl]oxy] ag c acid WO 2004/ 089885
PCT/ SE2004/ 000535 78 K
DMSO-d6: 5 7.79 (4H, s), 76 - 7.72 (1H m, 7.69 -
7.67 (111, m, 7.25 (1H, [d), 4.89 (2H, s) Ms: APCI
(-ve) 395 (M1) 5 Exanptlerl08 ‘
[[4' -Methyl-5-(trifluororfethyl)[I,I"-biphenyl]-2-yl]ox
TH WMR MBS Oead6adi7d75 +H1062 (TBL,Gn), 7\53 -F.46 (3H, m), 7.42 - 7.35 (1H, m), 7.21 -

7.15 (1H, m), 4.76 (2H, s)
MS:APCI (-ve) 371 (M-1)

Example 99
[[3'-Fluoro-2'4'-dimethyl-5-(trifluoromethyl){1,1'-biphenyl]-2-ylloxy]- acetic acid
HO

'H NMR DMSO-d6: § 7.66 - 7.62 (1H, m), 7.55 (1H, d), 7.34 (2H, d), 7.16 (1H, d), 4.78
(2H, 5), 2.25 (6H, d)
MS:APCI (-ve) 341 (M-1)

Example 100
[[2'-Nitre-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]oxy]- acetic acid, ammonium salt
HO.__O

T

"H NMR DMSO-d6: § 8.00 (1H, m), 7.83 - 7.76 (1H, m), 7.70 - 7.55 (4H, m), 6.94 (1H, d),
4.08 (2H, s) :
MS:APCI (-ve) 340 M-1)

Example 101
[[2'-Methyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-yljoxy]- acetic acid
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F'HNW DVMSO-d6: 5 7.67 - 7.63 (1H, m), 7.57 - 7.54
(1H, m, 7.51 - 7.47 (2H, m, 7.25 10 (2H, d), 7.17

W@ 2044/089885 4. 82 (2H, s), 2.35 (3H, s) Ms: APCl (P@BYED0H000535
(M1) Eanple 109 -
[[4'-FIuoro-5-(trif|uororreth7\6I)[I,I'-biphenyl]-2-y|]ox
y]- acetic acid-HOO F F 15F 1H NVR DVsO- d6: 8 7.71
- 7.58 (4H m, 7.31 - 7.18 (3H, m, 4.86 (2H, s)
MS: APCl (-ve) 314 (M1),Exagple 110 20
[[3" -Fluoro-5-(trifluoro hyl )[ 1, 1' - bi phenyl ] -2-yl ] ox
y] - acetic acid WD 2004/ 089885 P&J/ SE2004/ 000535 79 F
HO-(OF F F'H NWVR DVSO- dé6: | 8 @‘ - 7.69 (1H, m,
7.66 - 7.64 (1H, m), 7.53 ¥ 427 (3H m, 7.26 - 7.18
(2H, m, 4.88 (2H, s) Ms: AR e) 314 (M1) 5
Exanple 111 ‘ :
[[3' -Methyl-5-(trifluoronmgthyd)[1,1" -biphenyl]-2-yl]ox

1 -acetic acid HOto O F F F 1H NVR DVSO-d6: 8

HEMR DMSOGS: 07165 1 61 (1Eb@ny 734 0332 (P 1 2524 lffL, m), 7.02 -

6.981H,MmP 1.36 (ZH15), 216 BHH) m), 4.82 (2H, s), 2.34 (3H,
¢ (N % 309 (M1) Exanple 112
MS%P%%( %%4&(%? -4-(trifluoronethyl)phenoxy]- acetic
acid .
Example 102 .
[[3'-Chloro-2'-methyl}-5-(trifluoromethyl)[1,1'-biphenyl}-2-ylJoxy]- acetic acid
o}

e

"H NMR DMSO-d6: § 7.72 - 7.66 (1H, m), 7.47 - 7.40 (2H, m), 7.30 - 7.22 (14, m), 7.18 -
7.14 (1H, m), 7.10 - 7.06 (1H, m), 4.56 (2H, s), 2.14 (3H, s)
MS:APCI (-ve) 343 (M-1)

Example 103
[[5-(Trifluoromethyl[1,1':3',1"-terphenyl]-2-yl]oxy]- acetic acid
H o)

<
R

F
F

'H NMR DMSO-d6: § 7.92 (1H, t), 7.76 - 7.72 (2H, m), 7.68 - 7.59 (4H, m), 7.56 - 7.34

(4H, m), 7.19 - 7.15 (1H, m), 4.69 (2H, 5)

MS:APCI (-ve) 371 (M-1)

Example 104
2'-(Carboxymethoxy)-5'-(trifluoromethyl)- [1,1'-biphenyl]-4-carboxylic acid, 4-
methyl ester
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HO-Co F F 15 F '"H NW\R DVsO-d6: 8 8.88 (1H, s), 8.56 -

8.53 (1H, m, 8.15 - 8.09 (1H, m, 7.68 - 7.60 (2H,
WORQ04/P39885 - 7.42 (1H, m, 7.10 (1H, d), 4.43 (PE¥/SEA004/000535

M5: APClI (+ve) 298 (wm+l) 20 Exanple 113

[[2"-FI uoro-5-(trif|uororretgzl)[l 1' -bi phenyl] 2-yl ] ox

y]- acetic acid WO 2004/ 089835 PCT/ SE2004/ 000535 80

HOOF FF F 1H NUR DVSO-d6: 8 8.02 (1H, d), 7.92 -

7.90 (1H m, 7.79 - %54 (4H m, 7.28 (1H d), 4.90

(2H, s) Ms: APCI (-ve) 313 (M1) 75 Exanple 114

[[2' - Met hoxy-5-(trifluorg ’ 571" - bi phenyl ]1-2-yl]o

xy] - acetic acid HO 'to F F 'H NVR DVBO-d6: 8

7.59 (1H, d), 7.42 (1H [ 7.37 - 7.30 (211, m), 7.11

- 6.95 (3H, m, 10 4.4 H s), 3.72 (3H, s) Ns: APCI

(-ve) 325 (M1) Exarrple

[[3' - Methoxy-5-(trifluo crrrEthyI)[ll 1' - bi phenyl]-2-yl]

IH%D%\@S@HE 8@@30' g’i@f?%}g é 57@'1'@'\@9}\’?2‘? 6(?[:},1?)77.63-
761-(1?12@1?111 1ﬁ‘)(1gI 71467 4&%)3889?3& {1H, d), 6. 95l
MSEATET (AH35BIM-1. 56 (2H, s), 3.79 (3H, s)

Example 105
[[4'-Nitro-5-(trifluoromethyl)[1, 1'-b1phenyl]-2-yl]oxy]- acetic ac1d

NO,

' NMR DMSO-d6: & 8.30 - 8.26 (2H, m), 7.9 - 7.94 (2H, m), 7.75 - 7.67 (2H, m), 7.20
(18, d), 4.65 (2H, 5)
MS:APCI (-ve) 340 (M-1)

Example 106
[[5-(Triftuoromethyl)-3'-[(trifluoromethyl)thio][1,1'-biphenyl]-2-ylloxy]- acetic acid

Ho\io &~CFs

'H NMR DMSO-d6: & 8.05 (1H, s), 7.91 - 7.87 (1H, m), 7.74 - 7.58 (4H, m), 7.17 (1H, d),
4.64 (2H, s)
MS:APCI (-ve) 395 (M-1)

Example 107
[[5-(Trifluoromethyl)-4'-[(trifluoromethyl)thio][1,1'-biphenyl]-2-ylJoxy]- acetic acid
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M5: APClI (-ve) 325 (M1) 20 Exanple 116

[[4' - Met hoxy-5-(trifluoronethyl)[1,1"-biphenyl]-2-yl]o
wogdo4/oseses i ¢ aci d WO 2004/ 089885 PCT/ SE2004/ 00PBBSE2084000535

HO~OO FF F 1H NVR DVMBO-d6: 8 7.62 - 7.54 (4H, m,

7.04 (1H, d), 6.98 (2H, d), %4 45 (2H, s), 3.79 (3H,

s) Ms:APCl (-ve) 325 (M1) 5 Exanple 117

[[3' -(Ethylsulfonyl)-5-(trifluoronmethyl)[1,1"-biphenyl

]-2-yl]l oxy] - acetic agbd oHO O r 0=S=0 F F F 1H NWR

DVBO- d6: 8 8. 19 - 8.17¥H, m, 8.11 - 8.07 (1H, m),

7.87 - 7.83 (1H, m, 7.73c- }ONFB4,(3H n), 7.11 (1H,

d), 4.39 (2H, s), 3.38 ( 1. 14 (3H, t) Ms: APCl

(-ve) 387 (M1) Exanpld '

[[3" -Propoxy-5-(trifluorogethyl)[ 1,1 -biphenyl]-2-yl]o

xy]- acetic acid HO'~( Ok F 15 F 1H NVR DMSO d6: 8

7.70 - 7.65 (1H, m, 7.%9¢(F1H, d), 7.33 (1H, t), 7.22

IH%&E F!gg:% 79,8803 7R 971#81% M 759@ %%jﬁfi} o) 7.25 (1H, d),

(-ve) 353 (M1) 20 Exanple 119

MS:ARCT Rreopsosydd1ftri fl uoronethyl )[ 1, 1' - bi phenyl]-2-yl]o
xy] - acetic acid WD 2004/ 089885 PCT/ SE2004/ 000535 82

Example 108 A
[[4'-Methyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]oxy]- acetic acid
HO.___O

'H NMR DMSO-d6: § 7.67 - 7.63 (1H, m), 7.57 - 7.54 (1H, m), 7.51 - 7.47 (2H, m), 7.25
(2H, d), 7.17 (1H, d), 4.82 (2H, s), 2.35 (3H, s)
MS:APCI (-ve) 309 (M-1)

Example 109
[[4'-Fluore-5-(trifinoromethyl)[1,1'-biphenyl]-2-yl]oxy]- acetic acid
HO.__O

"H NMR DMSO-d6: § 7.71 - 7.58 (4H, m), 7.31 - 7.18 (3H, m), 4.86 (2H, s)
MS:APCI (-ve) 314 (M-1)

Example 110
[[3'-Fluoro-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]oxyl- acetic acid
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HOO "to of F F'HNWR DVMSO-d6: 8 7.65 - 7.61 (1H m,
7.56 - 7.50 (3H m, 7.16 (1H, d), 7.01 - 6.96 (2H,
WORQ448885 (2H, s), 3.97 (2H, t), 1.80 - 1.70 (PEX/SKEI0P4/000535
0.99 (3H t) MS:APCl (-ve) 353 (M1l) 5 Exanple 120
[2- (2- Ami no- 4- net hyl - 5-pyri moodi nyl ) -4-(trifluoronethyl
) phenoxy] - acetic acid OOH N /NH2 NF F F 1H NWR
DMSO-d6: 5 7.99 (s, 1H), 7.62 (dd, 1H), 7.43 (d, 1H),
7.01 (d, 1H), 6.56 (s, ®dQ_2@H), 4. 41 (s, 2H), 2.15 (s,
3H). Ms: APCI (+ve) 328 anpl e |121
[[4'-Cyano-5-(trifluorornethyl 1' - bi phenyl ] -2-y1] ox
y]- acetic acid O/(r)H ' 5 H NVMR CD3OD: 6 7.86
- 7.73 (m 4H), 7.65 (dd, lAH), 7.60 (d, 1H, 7.14 (d,
1H), 4.66 (s, 2H Ms: APCl {+ve) 320 20 Exanple 122
[[4",5-Bis(trifluoromethylgtd, 1' - bi phenyl]-2-yl]oxy]-
acetic acid WD 2004/ 089885 PCT/ SE2004/ 000535 83 O CH
'"H RMIEDMS®-d6: § 7.74 - 7.69 (1H, m), 7.66 - 7.64 (1H, m), 7.53 - 7.42 (3H, m), 7.26 -

7.18 (2H, m), 4.88 (2H, 5)
MS:APCI (-ve) 314 (M-1)

Example 111 : , :
[[3'-Methyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]Joxy]- acetic acid
HO.__O

T

"H NMR DMSO-d6: § 7.70 - 7.63 (1H, m), 7.56 (1H, d), 7.42 - 7.28 (3H, m), 7.21 - 7.15
(2H, m), 4.82 (2H, s), 2.34 (3H, s)
MS:APCI (-ve) 309 (M-1)

Example 112
[2-(3-Pyridinyl)-4-(trifluoromethyl)phenoxyl- acetic acid
HO.__0

T .

'H NMR DMSO-dé: 5 8.88 (1H, s), 8.56 - 8.53 (1H, m), 8.15 - 8.09 (1H, m), 7.68 - 7.60
(2H, m), 7.48 - 7.42 (1H, m), 7.10 (1H, d), 4.43 (2H, s)
MS:APCI (+ve) 298 (M+1)

Example 113
[[2'-Fluoro-S-(trifluoromethyl)[1,1'-biphenyl]-2-ylJoxy]- acetic acid



F 1H NV\R DMSO-d6: 5 7.90 (2H, d), 7.78 (2H, d), 7.67

(1H, d), 7.62 (1H, s), 7.10 (1H, d), 4.47 (2H s) M
WGO\R©K/08§9888) 363 (M 1) 5 Exanple 123 PCT/SE2004/000535

[ 2- (2- Napht hal enyl )-4-(trifl uoronethyl)phenoxy] -

acetic acid OTOH O1 \ \ gy F F 1H NVR DM5O-d6: 6

8.15 (1H, s),  7.93 (4H m, 7.67 (1H, s), 7.64 (1H

d, 7.53 (2H, m, 10 7.09 (1H, d), 4.44 (2H, s) M

APClI (-ve) 345 (M1) e 124
[[4"-(1-Pyrrolidinyloul foryl)- 5-(trifluoromethyl)[1,1
- bi phenyl ]-2-yl]oxy]- acet ' OyOH (r)H O F 15

F F (i) 1-[(4-Bronophenyl) sy ]- pyrrolidine A
sol uti on of 4-bronobenzend phdnyl chloride (0.5q)
and pyrrolidine (0.284g) in”acétonitrile (5m) were
stirred at RT for 48h then oartltloned bet ween

et hyl acetate and wat er. Thge organlcs mere separ at ed,

' AERERE s B2 ) ?&g. S VBE BT TR TS by 728 111 0
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4.99 @Fhsxane and flltered yield 0.5g. 1H NWR CDCl 3: S
Ms?Aﬁ@I-(ZveﬁgléQM 1)”1) 3.28-3.21 (4H, m ; 1.84-1.76 (4H,
m (i)

4' - (1-Pyrrolidinylsulfonyl)-5-(trifluoronmethyl)[1,1
Exampleiddy| ] - 2-yl Joxy] - acetic 25 acid The title
¢ : {1 ExiRlRid 4,
R T i
NI\/RCD30D 8783-7.75 m 4H), 7.56 - 7.52 (m 1H),
7.50 (d, 1H), 7.01 (d, 1 (s, 2H), 3.20 - 3.14
(m 4H), 1.72 - 1.65 (m 4

"H NMR DMSO-d6: § 7.59 (1H, d), 7.42 (1H, s), 7.37 - 7.30 (2H, m), 7.11 - 6.95 (3H, m),
442 (2H, s), 3.72 (3H, s)
MS:APCI (-ve) 325 (M-1)

Example 115
[[3'-Methoxy-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]oxy]- acetic acid
HO.__O

'"H NMR DMSO0-d6: § 7.62 (1H, d), 7.56 - 7.54 (1H, m), 7.34 (1H, t), 7.27 - 7.25 (1H, m),
7.16 (1H, d), 7.11 (1H, d), 6.95 - 6.90 (1H, m), 4.56 (2H, s), 3.79 (3H, s)
MS:APCI (-ve) 325 M-1)

Example 116
[[4'-Methoxy-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylJoxy]- acetic acid
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M5: APClI (-ve) 428. 5 Exanple 125-134 The fol |l ow ng
conpounds were synthesised in an anal ogous nethod to
we@npsssi24 Exanple 125 10 PCT/SE2004/000535
[[4 -[(D nethyl am no)sul fonyl]-5-(trifluoronmethyl)[1,1
' -Dbi phenyl]-2-yl]oxy]- acetigg acid oSN\ O CH O p
FFF1IHNWR CD30D: 5 7.92 - 7.81 (m 4H), 7.67 - 7.61
(m 2H), 7.14 (d, 1H), 4.64 (s, 2H), 2.73 (s, 6H. 15
MS: APClI (+ve) 402 Exanrgl €0126 [[4'-[[(1
hhenyl met hyl ) annano] sul f a nyl ] - 5- (tlrlfl uoronmethyl)[1, 1
- bi phenyl ]-2-y1]ox y]- acepicAtyd O OH ~\ NH SO F
20 F F 1H NWVR CD30D: 5 7. 92 /7 (m 4H), 7.68 (d,
1H), 7.62 (s, 1H), 7.29 - 14 (m 6H), 4.73 (s, 2H),
4.13 (s, 2H) M5: APCl (-veyF464. 25 Exanple 127
[[4'-[[(2,2,2-Trifl uoroet IF)amno]squonyI] 5-(triflu
or onet hyI)[l 1' - bi phenyl ]~} ] oxy] - acetic aC| d WO

yl
i1 RRBERESEER. ST KSR HP P304 (BB, &, 69% a4 45 om, 5, 3.79
(3H, s)
MS:APCI (-ve) 325 (M-1)

Example 117
[[3'-(Ethylsulfony])-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylloxy]- acetic acid

HO\EO 0=8=0

'H NMR DMSO-d6: § 8.19 - 8.17 (1H, m), 8.11 - 8.07 (1H, m), 7.87 - 7.83 (1H, m), 7.73 -
7.64 (3H, m), 7.11 (1H, d), 4.39 (2H, s), 3.38 (2H, q), 1.14 3H, t)
MS:APCI (-ve) 387 (M-1)

Example 118
[[3'-Propoxy-5-(trifluoromethyl)[1,1'-biphenyl}-2-ylloxy]- acetic acid
HO.__O

'"H NMR DMSO-d6: § 7.70 - 7.65 (1H, m), 7.59 (1H, d), 7.33 (1H, t), 7.22 - 7.10 (3H, m),
6.95 - 6.91 (1H, m), 4.86 (2H, s), 3.97 (2H, t), 1.79 - 1.68 (2H, m), 0.98 (3H, t)
MS:APCI (-ve) 353 (M-1)

Example 119
[[4'-Propoxy-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]oxy]- acetic acid
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~" NH fF SO 1H NVR CD30D: 8 7.93 - 7.79 (m 4H), 7.64
(d, 1H), 7.59 (d, 1H), 7.12 (d, 1H), 4.64 (s, 2H),
wW@2@3/084885 2H) . M5 APCl (-ve) 456 5 Exanpl e 1PSI/SE2004/000535

[[4"-[[(5-Methyl-2-thiazolyl)am no]sul fonyl]-5-(triflu
oronet hyl) [1,1'-biphenyl]- yl Joxy]- acetic acid OOH
N~/SJ o~ NH FFioHNW oD 8 7.97 - 7.92 (m
2H), 7.82 - 7.78 (m 2H), 7.67 - 7.61 (m 1H), 7.61 -
7.58 (m 1H), 7.12 (dno2t), 6.82 (d, 1H), 4.61 (s,

2H), 2.27 (d, 3H). NMs: ARCI -ve)hd;}’l Exanpl e 129 15
[[4'-[(Phenylam no)sul fo fluoronethyl)[1,1'-
bi phenyl ] -2-yl ] oxy]- ac d O/ 0HOSO FFF 1H
NVR CD3OD: 8 7.81 - 7.7 4H), 7.60 (dd, 1H), 7.54
(d 111), 7.25 - 7.02 (m}|6H), 4.55 (s, 2H). M5 APC

(-ve) 450. 20 Exanple I¥30F

o A P LSS L S TED o e
(2HPGI)/ 682 (UHL/s)B0BBEH, 86 1.80 -QE 032HA)F0.99 (3H, t)
MS:APCI (-ve) 353 (M-1)

Example 120
[2-(2-Amino-4-methyl-5-pyrimidinyl)-4-(trifluoromethyl)phenoxy]- acetic acid
O OH
j/ N _NH,

Y

=N

F
F7OF

1H NMR DMSO-d6: 8 7.99 (s, 1H), 7.62 (dd, 1H), 7.43 (d, 1H), 7.01 (d, 1H), 6.56 (s,
2H), 4.41 (s, 2H),2.15 (s, 3H).
MS:APCI (+ve) 328

Example 121
[[4'-Cyano-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylloxyl- acetic acid
OsOH

=N

1H NMR CD;0D: & 7.86 - 7.73 (m, 4H), 7.65 (dd, 1H), 7.60 (d, 1H), 7.14 (d, 1H), 4.66 (s,
2H)
MS:APCI (+ve) 320

Example 122
[[4',5-Bis(trifluoromethyl)[1,1'-biphenyl]-2-ylloxy]- acetic acid
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FFHNWCD30D: S7.8 (s, 4H, 7.63 (dd, 1H), 7.59
(d, 1H), 7.11 (d, 1H), 4.58 (s, 2H), 3.27 (q, 4H,

wa 2@8/084885 6H) . MS: APClI (-ve) 450. 5 Exanpl e 1BAT/SE2004/000535
[[4"-[(Cycl opropyl am no)sul fonyl]-5-(trifluoromnethyl)[
1,1 - bi phenyl]-2-yl]oxy]- aggtic acid OCOH O H ~N'
17 Ol \ SOF FF 10 HNWRCD30D: S 7.95 - 7.84 (m
4H), 7.64 (dd, 1H) 7.61 (d, 1H) 7.12 (d, 1H), 4.61
(s, 2H), 2.23 - 2.16 (my 1H),, 0.58 - 0.53 (m 4H).
MS: APCl (-ve) 414. ExanpD,f 132 A5
[[4' - (AmM nosul fonyl)-5-(ted fl net hyl )[ 1, 1' - bi phenyl
]-2-yl]oxy]- acetic acid NH2 "F F F 1H NWVR
CD30D: S 7.94 (d, 2H), , 211), 7.63 (dd, 1H),
7.58 (d, 111), 7.12 (d, 4.60 (s, 2H). Ms: APCI
(-ve) 374. 20 Exanple
[[4"-[(Methylam no)sul fenyF]-5-(trifluoromethyl)[1,1"-

'H R oM O-d&: % Floowk dﬁ%ﬁ @@%,@.éd@%g%/ﬁ@?é@ s),7.10 (1H, d),

4417385_/1 SI):_2004/ 000535
MS: APCI (-ve) 363 (M-1)

Example 123
[2-(2-Naphthalenyl)-4-(trifluoromethyl)phenoxy]- acetic acid
H

FOF
'H NMR DMSO-d6: & 8.15 (1H, s), 7.93 (4H, m), 7.67 (1H, s), 7.64 (1H, d), 7.53 (2H, m),
7.09 (1H, d), 4.44 (2H, s)
MS: APCI (-ve) 345 (M-1)

Example 124
[[4'-(1-Pyrrolidinylsulfonyl)-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylloxyl- acetic acid

04 _OH Q
T : %

(i) 1-[(4-Bromophenyl)sulfonyl]- pyrrolidine
A solution of 4-bromobenzenesulphonyl chloride (0.5g) and pyrrolidine (0.284g) in
acetonitrile (5ml) were stirred at RT for 48h then partitioned between ethylacetate and
water. The organics were separated, washed with water, dried and evaporated under
reduced pressure. The residue was triturated with isohexane and filtered, yield 0.5g.

"H NMR CDCls: § 7.72-7.65 (4H, m) ; 3.28-3.21 (4H, m) ; 1.84-1.76 (4H, m)
(i) [[4-(1-Pyrrolidinylsulfonyl)-5-(trifluoromethyl)[1,1"-biphenyl]-2-ylJoxy]- acetic

acid
The title compound was prepared by the method of example 44, yield 0.13g.
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FF 1H NVR CD30OD: 5 7.80 - 7.74 (m 4H), 7.53 (dd,

1H), 7.50 (d, 1H), 4.48 (s, 2H)', 2.47 (s, 3H).
wORN0APEYIssY - ve) 388 5 Exanple 134 PCT/SE2004/000535

[[4"-[(4-Methyl-I-piperazinyl)sul fonyl]-5-(trifluorone

thyl)[ 1,1 -bi phenyl]-2-y|]o;§/J8- acetic acid 0 OH N NJ

SO\ F 10 1H NV\R CD30OD: 5 7285 - 7.70 (m 4H), 7.55 -

7.51 (m 1H), 7.49 (d, 1H), 7.00 (d, 111), 4.41 (s,

2H), 3.03 - 2.95 (m 411), 2.48 (t, 4H), 2.21 (s,

31-1). MS: APCl (-ve) 457 Exanple 135 15

HINMRATYRIDYS 723 (T 801V 7556di 0 -0y, K @)
ol Ao T G ﬁ%g%fz PR G S (B e a1,
4G Let 719 3 oSN 1t - MR§ (medE)E () |
MS2ABCD(-be)ots- 4- net hyl - pyrimi dine Isoanylnitrite (21ml)

was added to a stirred suspension of

5- br oyn-4- et hyl -2 20 pyrim di nam ne (1.75g) in
EXWB[FD#%P%“(SOM) and the mixture heated at 85C for 4h.
Thefdllewingamhpougds werehsyxthesis¢Bio Gnibhalvasusatieibdd anekdntpte 124

sol ution passed through a pad of silica-gel. The

silica was washed with petrol (1000m),
Exampl ¥Sonet hane (200ml) then the product eluted with

[[4&4] (Dilmetieglainino)Siil forgyl R ifhiokbmetlanfl, 1 Wb IRWAND-ABF - acetic
-qnder reduced pressure and the residue purified by

chromat ography on silicg_elgsting wth 5% diethyl et her/
25 i sohexane, yield 0.9g 2004/ \89885
PCT/ SE2004/ 000535 88 O S“o

F
F~OF
1y nvr CD30D: $ 7.92 - 7.81 (m, 4H), 7.67 - 7.61 (m, 2H), 7.14 (d, 1H), 4.64 (s, 2H),

2.73 (s, 6H). '

MS:APCI (+ve) 402

Example 126
[[4'-[[(Phenylmethy)aminelsulfonyl]l-5-(trifiuoremethyl)[1,1'-biphenyl]-2-yl]oxy]-
acetic acid

1H NMR CD;0D: § 7.92 - 7.77 (m, 4H), 7.68 (d, 1H), 7.62 (s, 1H), 7.29 - 7.14 (m, 6H),
4.73 (s, 2H), 4.13 (s, 2H).
MS:APCI (-ve) 464.

Example 127
[[4'-[[(2,2,2-Trifluoroethyl)aminolsulfonyl]-5-(trifluoromethyl)[1,1'-biphenyl]-2-
ylJoxyl- acetic acid
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H NVMR CDC13: 6 8.52 (s, 111), 2.64 (s, 3H ©Ms: APC
(-ve) 249/51/53 5 (ii)

WG 2Ba089383- met hyl - 2- (5- et hyl - 1, 1- di oxi do- 1, 2, BET/REM04/600535
zolidin-2-yl)- pyrimdine Sodiumhydride (0.128g, 60%
disp. in oil) was added to 5stirred solution of
2-nmethyl - 1,2,5-thiadiazolidne 1, 1-di oxide (0.433Q)
in THE (10m ). DWMF (10m ) was added and the m xture
heated at 80C for 5mn then a sol ytion of the product
fromstep (i) (0.8g) in DMF (5n J-mas added. The
m xture was heated at 6 ?Horo\l H] fi, poured into water
(100m ), io acidified wth &l i c acid and extracted
with ethylacetate. The anjlcs° wer e evaporated under
reduced pressure and t resSidue purified by
chromat ography on silic&eluting with diethylether,
yield 0.58g. 1H NMR COEA3: 6 8.50 (s, 1H), 4.05 (t,

2 3.45 (t, 2H), 2.87 (s, 3H), 2.58 (s, 3H). 15

Iy Q@D/[B\@QD_\(,QJ .9§g|)7"/7g ({q, i4H), 7 .64?21, 1H), 7.59((d, lH)',_|)7.12 (d, 1H), 4.64 (s,

2H], 3:064¢,IEDHhy| - 2- (5- net hyl - 1, 1- di oxi do- 1, 2, 5-t hi adi azol i
di - -pyrimdinyl]- 4-(trifluoronethyl)phenoxy] -

Msa‘*ég?f(c’y@z:‘ﬁg The title conpound was prepared by the
met hod of exanple 44, yield 0.05g. 20 1H NMR CDCl13: 6

Exdinpkt 128, 1H), 7.47 (dd, 1H), 7.32 (d, 1H), 6.90 (d,

s 30, b b Pt >

ylloxyb-acstic 2pid f ol | owi ng conpounds were synt hesised in an
anal ogous nethod to exanple 135 -—Fxanple 136
[ 2-[ 4- Met hyl - 2- [ net hyl (rcr)etg'yl S gnyl ) am no] - 5- pyrimd
inyl]-4- 30 (trifluorometytyl) phenoxy]- acetic acid OOH
O\ J~ OBl 0 NYN F LNVR CDC13: S 8. 37 (s,
1H), 7.63 (dd, 1H), 7.4d (d, 1HP, 6.96 (d, 1H), 4.60
(s, 2H), 3.57 (s, 311 3. (s, 3H), 2.40 (s, 311).
MS: APClI (-ve) 418 WO 2 71/ 089885 PCT/ SE2004/ 000535 89

F
1HNMRCDgoD: 87.97-7.92 (m, 2H), 7.82 - 7.78 (m, 2H), 7.67 - 7.61 (m, 1H), 7.61 -
7.58 (m, 1H), 7.12 (d, 2H), 6.82 (d, 1H), 4.61 (s, 2H), 2.27 (d, 3H).

MS:APCI (-ve) 471

g

Example 129
[[4'-[(Phenylamine)sulfonyl]-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]oxy]- acetic acid
OsOH

H
T O\\S/N©

\Y
SO

F
FOF

1H NMR CDsOD: 6 7.81 - 7.73 (m, 4H), 7.60 (dd, 1H), 7.54 (d, 1H), 7.25 - 7.02 (m, 6H),
4.55 (s, 2H).
MS:APCI (-ve) 450.

Example 130
[[4'-[(Diethylamino)sulfonyl]-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]oxy]- acetic acid
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Exanpl e 137

[2-[2-(1, 1- Di oxi do-2-i sot hi azolidi nyl)-4-nmethyl -5-pyri
wor@isogdsgs 4- . (trifluoronethyl)phenoxy]- acePCT/SE®DNH)00535

ammonium salt ooHO NOND iNF 5 F F H NW CDC13: 5

8.37 (s, 1H), 7.60 (dd 1H), S736(d 1H), 7.02 (d,

1H), 4.53 (s, 2H), 4.09 (t, 62 3.49 (t, 2H), 2.51

(quintet, 2H), 2.39 (s, 3H). I\/BAPCI (+ve) 432. io0

Exanpl e 138 :

[ 2-[2-(3- Hydr oxy- | - azet P Ay )0-4{-/rrethyl -5-pyrimdinyl]

- 4- (trlfluororrethyl)phen - Re®tic acid O\/OH YOH 0

yle _R¢
NN N FFF (i) ‘o «
w1 Wi nyl ) - i di is A

1- (5-flrono-4-nethyl -2 3-azetidi nol
m xture of the product om exanpl e 135 step (i)
(0.75g), azetidin-3-olghhydrochloride (0.66g) and
triethylamne (0.9ml) #n®thanol (10m) was stirred at
1 RVRaCD 20D SWQS%@'AVH)"U 63W@g, NENoVSH(AIMHS 7.1 EQUGEY, 458 (s, 2H),

SSur residue purified by chronatograp y on
3 22 ((I? %Q ?1?&’6 W th 60% di et hyl et her/i sohexane as

MSsABgh{-ve)d58 d 0. 7g. 20 1H NVR CDC13: 8 8.22 (s, 1H),

4.78 - 4.72 (m 1H), 4.40 - 4.33 (m 2H), 3.99 - 3.93

, 2.45 (s, 3H) (ii)

f (E Hydr oxy- I -azeti di nyl)-4-nmet hyl -5-pyri m di nyl ]
[[4'4¢ quqﬁmpﬂam)h9lf9nylbﬁdnmﬂwromeamdi[ild -Qiphen3y-2Fpoxy]- acetic
acifli t| e compound was prepared in an anal ogous nmethod to

exanpl e 44, yield 0.04gp oNVR CD30D: 5 8.09 (s, 1H),

7.64 (m 1H) 7.43 (d, 111), A d, 1H, 4.71 - 4.64

(m 1H), 4.61 (s, 2H),04. a4 3¢ (m 2H), 3.96 -

3.91 (m 2H), 2.25 (s, &t PCl (+ve) 384 30 WO

2004/ 089885 PCT/ SE2004

1H NMR CD;0D: 6 7.95 - 7.84 (m, 4H), 7.64 (dd, 1H), 7.61 (d, 1H), 7.12 (d, 1H), 4.61 (s,

2H),2.23-2.16 (m, 1H), 0.58 - 0.53 (m, 4H).
MS:APCI (-ve) 414.

Example 132
[[4'-(Aminosulfonyl)-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylloxy]- acetic acid

Ow__OH A

j/ Q _NH,
O S\\
(Jo

F
FOF

1H NMR CD;s0D: 6 7.94 (d, 2H), 7.81 (d, 2H), 7.63 (dd, 1H), 7.58 (d, 1H), 7.12 (d, 1H),
4.60 (s, 2H).
MS:APCI (-ve) 374.

Example 133
[[4'-[(Methylamino)sulfonyl]-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]Joxy]- acetic acid
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90 Example 139-141 The foll ow ng conpounds were
synt hesi sed i n an anal ogous nethod to exanple 138
W(EXWBSB85139 5 PCT/SE2004/000535
[2-[4-Methyl -2-(4-net hyl -1 - pi perazi nyl)-5-pyrim di nyI]
-4- (trlfluororrethyl)phenoxy] 7acetlc acid O/OH J'r r
ONYN') N FF HNI\/RCDCSlS 6 8.19 (s, 11-1), 7.57
(d, 1H), 7.38 (d, 1H), 6.99 (d, 1H), 4.51 (s, 211),
4.3-3.8 (br s, 4H), 3-2.8 (& s, 411), 2.63 (s, 3H),
2.29 (s, 3H. 10 Ms:APCI (J+ve) 041ﬁ1 Exanpl e 140
[ 2-[ 4- Met hyl - 2- (1- pyrrol bdi pA Sg pyrlmdl nyl]-4-(trif
| uor onet hyl ) phenoxy] - acgti€ _acird OOH OF N No F 15
FFHNWCD30D: 6 7.9 , 1H), 7.36 (d, 1H), 7.59 -
7.54 (m 111), 7.01 (d, “¥11), 4.65 (s, 2H), 3.50 (t,
4H), 2.15 (s, 3H), 1.96><1.91 (m 4H). M5 APCl (+ve)

ampl
HR B oo st P 4H0 7153 (16 1P 70 B 445 2R, 2.47
(S Lﬁd{)orret hyl ) phenoxy]- acetic acid OOH O\ NNiNF F
BOD: 6 8.05 (s, 1H), 7.67 - 7.63 (m 1H),
M/ 445J 111), 7.10 (d, 1H), 4.75 (s, 25 2H), 3.20
(s, 6H).

Example 134 A
[[4'-[(4-Methyl-1-piperazinyl)sulfonyl]-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylloxy]-
acetic acid

1H NMR CD;0D: § 7.85 - 7.70 (m, 4H),7.55-7.51 (m, 1H), 7.49 (d, 1H), 7.00 (d, 1H),

4.41 (s, 2H), 3.03 - 2.95 (m, 4H), 2.48 (t, 4H), 2.21 (s, 3H).
MS:APCI (-ve) 457

Example 135
[2-]4-Methyl-2-(5-methyl- 1 1-dioxido-1,2,5-thiadiazolidin-2-yl)-5-pyrimidinyl]-4-
(trlﬂuoromethyl)phenoxy] acetic acid

F~OF
(@) 2,5-Dibromo-4-methyl-pyrimidine
Isoamylnitrite (21ml) was added to a stirred suspension of 5-bromo-4-methyl-2-
pyrimidinamine (1.75g) in bromoform (30ml) and the mixture heated at 85°C for 4h. After
cooling, isohexane (300ml) was added and the solution passed through a pad of silica-gel.
The silica was washed with petrol (1000ml), dichloromethane (200ml) then the product
eluted with ethylacetate. The ethylacetate layer was evaporated under reduced pressure

‘and the residue purified by chromatography on silica eluting with 5% diethylether/

isohexane, yield 0.9g
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M5: APClI (+ve) 356 WD 2004/ 089885 PCT/ SE2004/ 000535 91
Exanpl e 142 [ 2-[ 5- Met hyl -

wQ pitlogdsgsret hyl sul f onyl ) am no] - 4- pyri m di nyl ] - BET/SE2004/000535
(trifluoronethyl)phenoxy]- acetic acid OOH FF NN-S O
5 (i) '
N- (4- Chl or 0- 5- et hyl - 2- pyri r%gdi nyl ) - N-net hyl - met hanesu
| fonam de A m xture of N nethyl sul phonam de (3.35q),
2,4-dichloro-5-nmethyl pyrimdine (5g) and potassium
carbonate (4.3g) in DVF (50nl) was heated at 80C for

HM/[RU]BCEG&@BQQB 2.64ughegd with water (2oomé) agd
tate. Th i ed,

MSEPEEERE e recuced pr scsur o and.the rest dod

triturated with ether. The solid was filtered off

(# | SPRRRd-43REN flg.(ﬁJrAétﬁﬁnel-aﬁmy fbedi el 1?1921.91§dpyrmmne
NS TR G R0 TR e
1,23- tBIBd(ath(ﬁh& 1,13didgid¢ £0. 4333@) in ZHFY10oh]). IDWIF (lmﬁl)(was)added and the
miftdre [Ralde tahﬁ@"czﬁoﬂ' R %Bﬁi’lbﬁ Wk ﬁi%fpflxi&fﬂh%ﬁl stép 8}?{(1)' ég) ¢h DME

(5] Vbl cRiness BRORHGE OH b h BB Bt Belor € 00mD,
acidiXedvpiith citdic ayidednd eQtrfeted wih efhiyil debateCOB e grRhni& Werb@v4sorated
un wedug'_?)d]ﬁegs%e alﬁg)the ge dﬁf %ggﬁ%%ﬂv{ él?rogﬁtc%?h%éongs@cafiﬁtﬁ% with
I%ﬁélyl%ld@ 82420" Exanpl e 143 25
[2 [ 2- [[(D| met hyl am no) sul f onyl ] am no] - 4- net hyl - 5- pyri

BT s(sbf(hf 0 ) BASROM) 2 3F &L 18128 58 (O3,
g ey 7

(B“Wsh%()wnet hyl - 2- pyri m d| nyl ) - NN-di met hyl -
sul fam de

(i) [2-[4-Methyl-2-(5-methyl-1,1-dioxido-1,2,5-thiadiazolidin-2-y1)-5-pyrimidinyl]-
4-(trifluoromethyl)phenoxy]- acetic acid
The title compound was prepared by the method of example 44, yield 0.05¢.

1H NMR CDCls: 6 8.34 (s, 1H), 7.47 (dd, 1H), 7.32 (d, 1H), 6.90 (d, 1H), 4.36 (s, 2H),
4.05 (t, 2H), 3.40 (t, 4H), 2.77 (s, 3H), 2.27 (s, 3H).
MS:APCI (+ve) 447

Example 136-137
The following compounds were synthesised in an analogous method to example 135

Example 136
[2-[4-Methyl-2-[methyl(methylsulfonyl)amino]-5-pyrimidinyl]-4-
(trifluoromethyl)phenoxy]- acetic acid

mn T
-

1H NMR CDCls: 6 8.37 (s, 1H), 7.63 (dd, 1H), 7.40 (d, 1H), 6.96 (d, 1H), 4.60 (s, 2H),
3.57 (s, 3H), 3.53 (s, 3H), 2.40 (s, 3H).
MS:APCI (-ve) 418
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A m xture of 5-brono-4-nethyl-2-pyrimdinam ne (0.75Q)
and di net hyl sul phonyl 30 chloride (0.43nml) in
WEoo4aseses (20nl) was heated at 80C for 17h. ThRCEHOE2004000535
was WO 2004/ 089885 PCT/ SE2004/ 000535 92 renoved under
reduced pressure and the resgqlue purified by
chr omat ography on silica eI uting with diethylether
then et hylacetate. The residue was then purified by
RPHPLC, vyield 0.12g. 5 Ms: APCl (-ve) 295/6 (ii) [2-
[2- [[(D nethyl am no) sul fonyl] am no]
Exadphet3dvyl - 5-pyrim dinyl] -4-

31 NP BSR4, SR SabBlalh
(tr@uaﬁwpethwphw@yg ayetie geid, ammmm sali3OD: 8 8. 27 (s,
1H), 7.68 (d, 1H), 7.49 Ps, CHHR 11 (d, 1H), 4.70
(s, 2H), 2.98 (s, 6H), 2.]32 (cs’|:§>0-l) MS: APCI (+ve)
Yl)arri no] -5-(trifluorone
| ]axy] acetic acid (r)y(r)HH

435. 15 Exanple 144
[[2'-Chloro-4"-[(met hox
thyl) [191' - bi phenyl]-2
NyO cl F F F i) Chl 0-2' -(phenyl nmet hoxy) -5
(trlfluoronethyl) r - bi phenyl] -4-am ne 20 The

spichel A 49 oo (5 o2t e

4.09 &1 dEhe’-4utt3ED, BOA avintet. 3HD) 2 2 atfeous sodi um

MSAPOD(akep4%2.m ) and Pd(PPh3)4 (0.115g) were added
sequentially and the m xture heated at reflux for 4h.

The. reaction was cool ed, evaporated, di ssol ved in
Examplecl38 ashed with water and bri ne, dri ed (MySHM) and

[2-42-4@alyArogy- 1-haetidiagl) d-mensyi-spprithidiAyIpa- HﬂﬁBP&ﬁ&h?BBHenoxy]
acegi'@?%id ica eluting 25 with 10% Et OAc/ i sohexane. Yié

1H NMR DMSO- d6: g?,@?(ddd 1H), 7.4 (d, 1H),
727734(m 6H) , 701 , H7(o| 1H), 6.55

(dd, 1H), 5.47 (s, 51N ii)
4' - Ami no-2' - chl or o- 5 (t fllu orrethyl) [1, 1' - bi phenyl ]
-2-01

) 1-(5-Bromo-4—methyl-2—pynmldmyl)- 3-azetidinol
A mixture of the product from example 135 step (i) (0.75g), azetidin-3-ol hydrochloride
(0.66g) and triethylamine (0.9ml) in ethanol (10ml) was stirred at RT for 2h. The solvent
was removed under reduced pressure and the residue purified by chromatography on silica
eluting with 60% diethylether/isohexane as eluant, yield 0.7g.

1H NMR CDCls: 6 8.22 (s, 1H), 4.78 - 4.72 (m, 1H), 4.40 - 4.33 (m, 2H), 3.99 - 3.93 (m,

2H), 2.45 (s, 3H)

(i) [2-[2-(3-Hydroxy-1-azetidinyl)-4-methyl-5-pyrimidinyl]-4-(trifluoromethyl)
phenoxy] - acetic acid
The title compound was prepared in an analogous method to example 44, yield 0.04g.
1y NMR CDs0D: 6 8.09 (s, 1H), 7.64 (m, 1H), 7.43 (d, 1H), 7.08 (d, 1H), 4.71 - 4.64 (m,
1H), 4.61 (s, 2H), 4.41 - 4.34 (m, 2H), 3.96 - 3.91 (m, 2H), 2.25 (s, 3H).

. MS:APCI (+ve) 384
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30 5% Pt/ C (0.088g) was added to a solution of the

product fromstep (i) in ethanol (20m) and
whyanogmssnt ed at RT and 1 bar for 18h. Extra PP¢TISE2004/000535

(0.1g) was added and hydrogenated for a further 3h at

2 bar. The catalyst was remgyed by filtration and the

filtrate evaporated to |leave a solid residue. The

resi due was purified by chromatography on silica

eluting with 50% Et OAc/i sohexane. Yield 0.083g. WO
EX%BE/@%Q%@S PCT/ SE2004/ 000535 93 1H NVR DVSO- d6: 8
Thelfbllawﬁ? ohgdunas Wre(s§nthddiBed ik a8 ab8logddd metho® b &Ampldi38

6.96 ( 6.68 (d, 1H), 6.54 (éd, 1H), 5.44 (s,

i)

Exqmplam no-2' -chloro-5-(trifluoromethyl)-[1,1"-bi pheny
[2-{4- Methtﬂ-m hﬁﬁﬁil‘-llpﬁiék'&bmylﬁ-sjpyl'nﬁidﬁﬁﬂlm(%1ﬂﬁbroﬁ§étﬁ¥l)phenoxy]-
acé[ eﬁ%# title conpound was prepared by the nethod

853 e 1 step (i) using the product fromstep (ii).

Yield 0.07g. Used in steﬁ/(lv)rﬁf fiout :

characterisation. iv) o

[[2' -Chloro-4"-[(met hoxycalb

thyl)-[1, 1" -bi phenyl] -

1-di net hyl et hyl este

q{ryl)amno] 5-(trifluorone
] oxy] acetic acid,

he product fromstep (|ii)

(O 07g) was di ssol ved DCM(5rr1) triethyl am ne

1y 024m) _added, foll'owed met hyl chl orof ormat e
FACk: Rd94ei Hilbd Fde. @@ 7. 3|3L(ﬁ1t Hé} 6.9% (det iy Hairti (Re 2H),

43008 OBAyl)T) and. 8t VI ChbD(HTIH)BRe (6,03@L3n) were
MS?&S@P +RJQ gf tinmes over to achi eve conpl ete reaction.
was renoved by evaporation to give the
crude is product which was carried forward to step (V)

Exmmg&qun characterisation. v)

o 316 e RS YA R LS b e
acidonpound was prepared by the nmet hod of exanple 1 step

(ii1) using the product °&*fro tep(rv) 1H NMR
DVMSO-d6: 8 9.94 (s, 111) ,J7.69 d 2H), 7.41-7.47 (m

211), 7.35 (d, 111), 7.1 Y 1I11), 4.65 (s, 2H), 3.7
(s, 3H) Ms: APCI (-ve) l\‘Exarrple 145
2-[[2'-Chloro-4"-(neth | fonyl)-5-(trifluoronethyl)

[1, 1" -bi phenyl]-2-yl]oxyy]-(2S)- propanoic acid o OH 0O
ol \ So F F~F

1H NMR CDs0D: 8 7.95 (s, 1H), 7.36 (d, 1H), 7.59 - 7.54 (m, 1H), 7.01 (d, 1H), 4.65 (s,
2H), 3.50 (t, 4H), 2.15 (s, 3H), 1.96 - 1.91 (m, 4H).
MS:APCI (+ve) 382

Example 141
[2-[2-(Dimethylamino)-4-methyl-5-pyrimidinyl]-4-(trifluoromethyl)phenoxy]- acetic
acid
Oy OH
D
o | NYN\
=N
F
F~OF

1I-I NMR CD30D: 6 8.05 (s, 1H), 7.67 - 7.63 (m, 1H), 7.44 (d, 1H), 7.10 (d, 1H), 4.75 (s,
2H), 3.20 (s, 6H).
MS:APCI (+ve) 356
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F i) 2-Chloro-1-iodo-4-(nethylthio)benzene 30 Sodi um
nmet hanet hi ol ate (5g) was added to a sol ution of
wd 2604089885 2- chl or o- i odobenzene (18.3g) and stPCT/EER0D49000535
20h. The m xture was poured into water, extracted with
ether, washed with brine, dyjed (MJSOH) and
evaporated. Yield 18.5g. 1H I&I\/R DMSO-d6:. 8 7.81 (d,
1H), 7.43 (dd, 1H), 6.98 (dd, 1H), 3.32 (s, 3H WO
2004/ 089885 PCT/ SE2004/ 000535 94 ii)
2-Chl oro-1I-iodo-4-(nethyl sul fonyl )benzene Mpba (8. 69)
Exumplestiled portionwise to a stirred solution of the

After 1h,
SIS TR B e 2
(triflworeraetbyDabereyyd- asetlt aeidbi car bonate, dried (MySO4)
and evaporated under r t'ed 5 pressure. Yield 3.2g 1H
NVR DVSO-d6: 6 8.26 (d, 06 (d, 1H), 7.59 (dd,
1H), 3.32 (s, 3H iii) @
2' -Chl oro-4'-(nethyl sul ‘ N’!!S\n(’?\rl fluoromethyl)-[1,1
"-Dbi phenyl ]-2- yl] oxy] meghyl ] bénZene i o The subtitle
compound was prepared by he nethod of exanple 144
step (i) using the producf fromstep (ii) and the
fnodNe(#- Gfﬂmfemﬂgﬂé Mmﬁmgl)(mmethy\ﬁmétdar%sﬂgonhmm

A ﬂ%@% @@N—Iﬁetﬁyﬂs&lp@lénan%h@ g%52 ﬁqgch %1@5 %t QSg) and

potfqﬂung> bo%a}_%gl @ 1n wes | he@ at18:§) Pr 4h The react1on was
qu@ch(dwmh gratkr {(200mlh 9ﬂ1¢eﬁtfaote31lv91tlﬁetby]acefthtao Taewtdayicy wede dried,

eva ok RNER¥ Jeagedd prestife ﬁ%ﬁtﬂﬂé fekﬁu& Pcl i@ﬁéth@f %@ L&k was

B Ty e IV S b an by b
RPHPLY20 Obtairl tHe, 2-Bof8r, (itld LBYg. 7. 93 (dd 1H), 7.63-7.68
(m 2H), 7.49 (d, 1H), 7.14 (d, 1H), 3.35 (s, 3H) 20

Y TR D) 55515, LHD OhiH GuPTRAAS 55 3D 229 Gbr et hy | ) [

1,1 - bi phenyl]-2-yl]oxy]- (2S)- propanoic acid,

R U T ST

the 48 m@bﬂbp}mﬁ)@t epFetic@§idand tert- butyl
TheFMla@dmpcmndWasI;ﬂe@rézﬁg an HnNYEBAVEAEH6d tcﬁe)@m'ple 44 ,yleldl‘D).,O4g
7.97 (d, 11-1), 782(dd 1H) 773(d 7.62
HM&&@(EZ@ %8&( 11@ 7 16 (d, 1H)( 7. 74 (dd '_?H) 7.62 (d(II—i),4 68)(5 2H),
3.5Q44, [ 3); $lbqs,03H), z(lm(shstul fonyl)-5-(trifluoronethyl)]
MSIARCT PJVB?%" ]-2-yl]oxy]- 30 (2S)- propanoic acid

Example 143
[2-[2-[[(Dimethylamino)sulfonyl]amino]-4-methyl-5-pyrimidinyl]-4-
(trifluoromethyl)phenoxy]- acetic acid

O OH
H
T i

Ofat

/NO\

F
F~OF

(i) N'-(5-Bromo-4-methyl-2-pyrimidinyl)-N,N-dimethyl- sulfamide
A mixture of 5-bromo-4-methyl-2-pyrimidinamine (0.75g) and dimethylsulphonyl
chloride (0.43ml) in pyridine (20ml) was heated at 80°C for 17h. The solvent was
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The title conpound was prepared by the nethod of

exanple 1 step (iii) using the product fromstep (V).
woe@iasBdsi2g. 1H NVR DMSO-d6: 6 8.09 (d, 1H), FCPSEZ0041000535

1H), 7.82 (s, 1H), 7.76 (dd, 1H), 7.58 (d, 1H), 7.14

(d, 1H), 4.87 (q, 1H), 3.36 ¢s, 3H, 1.35 (d, 311) 35

MS: APCI (-ve) 421 Exanple 146

2-[[ 3" -Cyano- 5- (trifluororrethyl)[l 1' - bi phenyl]-2-yl]o

ic acid WO 2004/ 089885

rorl e b GG S0 ind i pemccbbyshromptography on silica
eluging v@tk5d1¢%w1reetmm®galetlgdz[czta(cqa HEteytesidtin oy Jheb plitified b RPSBIPLC,
yle@abﬂbkphenyl] 1, 3, 2- di oxaborol ane Pi nacol (1.82g

added to a sol ut| on of the product from exanple 32

step (ii) (4.54g) in s ether (40ml) and stirred at RT
MS$:PC@Fve) 7961 eacti on was diluted with ether (100nd),

washed with brine, dried (MgSO4) and evaporated. Yield

5.. O d6: 6 .7.82 (d, 1H), 7.79 (d, 1
7(11591%’-1'{]&&5511# alp%no)szﬁpnyl'}argélol -I;?q_thlyl 5 pym(gmm:di__zﬂ_b
5. 24 (Grifl&dpmethyBahdndxy]Labbtid @id i )

e o Vo RSB e o A LB s

sol ution of the product fromstep (i) in EtOAc (80mL).
1R ﬁ;b@@ﬁgérsme(d, aH), A6 S m? Jor49 fsonH) .1 1H;f4 90 (s, 2H),
29f8 gﬁé gt ﬁgbar The catal yst was renove
i tr 63 3 he filtrate evaporatedtoleavea
éﬂ’F& pridddet. Yield 4.2g. |H NVR DVBO-d6: 6 9.99 (d,
7.72 (s, 1H), 7.63 (d, 1H), 6.99 (d, 1H), 1.3 (d,

P )

%‘ﬂ ](4’]‘45 Tet r anet hyl 3, 2- di oxaborol an-2-yl) - 4-
[2(- qmtfbﬂaneﬂlﬁgﬁyqaﬁhmdmmpbsa(mpﬂummthymdmblphenyu-z-
ylldxylachiireichy| et hyl ester The subtitle conpound was

prepared by the net af exanple 32 step (v) using

the product fromstep (ii )H and tert-butyl Rlactate.

Yield 4.0g. The crudg natet \ﬂ’r was carried 20 forward

to step (iv). iv)

2-[ 2- Borono-4-(tri f{ yor ofret hyI ) phenoxy] - (2S) - pr opanoi ¢

acid TFA (10nm) was_Jadded to a solution of the product

fromstep (iii) (400 in DCM (100mL)

1) 2-Chloro-2’-(phenylmethoxy)-5 "~(trifluoromethyl)-[1,1’-biphenyl]-4-amine

The product from example 32 step (ii) (0.5g) and 4-bromo-3-chloroaniline (0.38g) were
dissolved in toluene (4ml). Ethanol (1ml), 2M aqueous sodium carbonate (1ml) and
Pd(PPh3)4 (0.115g) were added sequentially and the mixture heated at reflux for 4h. The
reaction was cooled, evaporated, dissolved in EtOAc, washed with water and brine, dried
(MgSO4) and evaporated. The residue was purified by chromatography on silica eluting
Yith 10% EtOAc/isohexane. Yield 0.23g.

H NMR DMSO-d6: § 7.67 (ddd, 1H), 7.4 (d, 1H), 7.27-7.34 (m, 6H), 7.01 (d, 1H), 6.7 (d,
1H), 6.55 (dd, 1H), 5.47 (s, 2H) 5.18 (s, 2H)

ii) 4’-Amino-2’-chloro-5-(trifluoromethyl)-[1,1 "-biphenyl]-2-ol
5% Pt/C (0.088g) was added to a solution of the product from step (i) in ethanol (20ml)
and hydrogenated at RT and 1 bar for 18h. Extra Pt/C (0.1g) was added and hydrogenated
for a further 3h at 2 bar. The catalyst was removed by filtration and the filtrate evaporated
to leave a solid residue. The residue was purified by chromatography on silica eluting with
50% EtOAc/isohexane. Yield 0.083g.
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and stirred for 30m n. The TFA was evaporated and the

residue dissolved in a mxture of 25 1M hydrochloric
wa@eood/0§B8Hil) and acetonitrile (30nml) After |h PEESE2004/000535

m xture was evaporated to dryness, dissolved in 1M

sodi um hydr oxi de, washed w tdy, ether and adjusted to pH

2 wth concentrated hydrochloric acid. The aqueous

was then extracted with ether, washed wth brine,

1..dri ed (I\/%/S@Oél) and ev%Borat ed. Yield 2.0g. The crude
H DSOS’ & B0 -2ied s b0 dTDo7 3 @pliDvY.03%d, AH), 6.96 (d, 1H),
6.62{4,[13Y); €panad, 31 s.ud kyaermnet hyl ) [ 1, 1' - bi phenyl ] -2-yl] o
Xy]-(2S)-propanocic acid The title conpound was
prepared by the nmethod of exanple 144 step (i) using
t heliip lidcdeninofy wirose-Sp(trflworomathyd- [Br1rhiden G-yl oxydacetic acid,
WO POQHMEBYEREy1 REidf SE2004/ 000535 96 H NUR DVMSO-d6: 8
sl Lopaboid salypPrhd b tneiigthod i SXoplole L 565 psingthe product
from. step (g, Yieipi 0.07g4 Usedlin Qe ((WBvARGIt charaetpri@fidn. 5
Exanpl e 147

114" = (D ' | fonyl ]-5-(trifl thyl). '
(1 23 1G-SR A bR hoRkbop Smtng st Re b G Bpenyil-
N DyBoxylrcdtichcihé, I-dimethydahposted was prepared by the
ThéfTFﬁ‘gB@cg )fgfm Ftéﬁ%@o.@’éﬁ vﬁaitssi@ssélvled WS e (5181 PR Fmink 80.024m1)
R R R —
triethlyB@nid6 (0.034:7l) a6d (rtthy2 EflorcfoBaté ().0 Pl) ware7added thraddimes over
to athiéJe é&n;il%@ reackiod] The solbEht wa &@i’éﬁ&b%%\;@gaﬁ%rl 2(9 %@ the crude

Pfog‘?%ti“é“}é%ﬁ{?%g%ﬁgﬂ‘{f%%‘ﬁg%?ﬂ((aveHBs?‘étlﬂhﬁfé‘ﬁS‘?rif@tsm(t rifluor
omethyl) [1, 1" -biphenyl]-2- yl]oxy]-(2S)-propanoic
aci ¢ [ Ehlofd-I - (misthox Rarbonyl)amino]-5-(trifluoromethyl)-[1,1’-biphenyl]-2-
yl]Joxylacetic acid
The title compound was prepared by the method of example 1 step (iii) using the product
from step (iv).
Iy NvR DMSO-d6: 8 9.94 (s, 1H), 7.69 (dd, 2H), 7.41-7.47 (m, 2H), 7.35 (d, 1H), 7.13
(d, 1H), 4.65 (s, 2H), 3.7 (s, 3H)
MS:APCI (-ve) 402

Example 145
2-[[2'-Chloro-4'-(methylsulfonyl)-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]oxy]-(2S)-
propanoic acid

i) 2—‘Ch10ro-1-iodo-4-(methylthio)benzene
Sodium methanethiolate (5g) was added to a solution of 4-fluoro-2-chloro-iodobenzene
(18.3g) and stirred for 20h. The mixture was poured into water, extracted with ether,
washed with brine, dried (MgSO,) and evaporated. Yield 18.5g.
1H NMR DMSO-d6: & 7.81 (d, 1H), 7.43 (dd, 1H), 6.98 (dd, 1H), 3.32 (s, 3H)



10

15

20

25

30

35

cl FF F i) 3-Chloro-4-iodobenzenesul fonam de 20 A
solution of sodiumnitrite (3.27g) in water was added
waolec@pnswses over | h to a stirred solution of PCT/SE2004/000535
3-chloro-4-iodoaniline (10.0g) in a mxture of THE
(120m) and concentrated hygrochloric acid (50m) at
-5.to -1C. Magnesiumchloride (6.39g) was then added
and the resulting m xture poured into a stirred
sol ution of acetic aci d@{(}SOml% saturated with sulfur
di ol #&hipier Icdede-dr(maieyl Deerzhpoor i de (2. 14g). After
Mchbat{8.65) vads aadéat Iﬁcﬁf1p13\9ﬁb lﬂct; 2 Ztgrécf@lﬁﬂdﬁtdﬂtl@e mau&qwm? gitep (1) (5g)
e, C
A A S SR
satergied GAurQwa sodma hieasbensés, weisd @Vig§Qk\and avaporeed U(ngl@(mdh)ced
pre@su&Sﬁﬁal a (100m ) added and stirred for 2h. The

RS R0 b eos b B 7 S E TG 2 b

WD 2004/ 089885 PCT/ SE2004/ 000535 97 resi due was
t r ead) ol OMdrh-47 3 eew%ﬁylblgr(ﬁfﬁ;o}amaﬁggf[n It -%%ﬁ)gnﬂ? 2.

gi ve.th tl e conpound Yi el
DI\/S%] Im %tlﬁﬁhfi%l B 1H), 7.92 (d, 1H), 7 56 (s, 1H),
Thezsubritle gghnpmugd W prepared by the method of example 144 step (1) using the

produdih e é%@'tl’l\g\bﬁhﬂatfﬂifﬁ o888 e gwm& gl um

Ui s 1 SPGBl Lag HE RS .,

7.4 Qabi 1), Wé’iﬁy’ié (o G e5.20 (§aH), 385 (sadlded dr opvvl se and
then sti rred for a further 1h. The reacti on m xture

(oA e ke 4l tpemniBulonihs (b aetul (£ Chrbensii-bit

Th@mﬂl}eﬂe tompowe w gepared by theansthdnd oft dxenmdmp%step @b uaing the

pro\ﬂ@éttfﬁ)ﬁﬁk:%@u ), YRl O@SéS Hd NN?H)DMSS} gg 6 8 05 (d

d
e @a?ﬁ%?&éﬁ B P edous 7400 6% kg, 7.49
(d, thﬁ,t?hM 0 1H),'3.36 @h&#y| ] - 2-yl ] oxy] - (2S) - propanoi ¢ aci d

M§:§P@hfvé'§4@e conpound was prepared by the nethod of
exanpl e 144 step (i) using the product fromstep (ii)

and the product from exanple 146 step (iv). 1H NMWR
DVBQ- 1 2'-Bhlér834-(pieth vl éfifonyl) Bo¢Afl i@ ofuethy B, 1 -Hipﬁény(]dZ ylloxyl-

(o, ol ty Gt o 15 Y
The su‘btltle compound was prepared by the method example 32 step (v) using the
product from step (iv) and tert-butyl R-lactate. Yield 0.25g.
H NMR DMSO-dé6: 6 8.11 (d, 1H), 7.97 (d, 1H), 7.82 (dd, 1H), 7.73 (d, 1H), 7.62 (d,
1H), 7.15 (d, 1H), 5.0 (brs, 1H), 3.36 (s, 3H), 1.36-1.39 (m, 12H)

vi) 2-[[2'-Chloro-4'-(methylsulfonyl)-5-(trifluoromethyl)[1,1"-biphenyl]-2-yl]Joxy]-
(2S)- propanoic acid
The title compound was prepared by the method of example 1 step (iii) using the product
from step (v). Yield 0.12g.
1H NMR DMSO-d6: 6 8.09 (d, 1H), 7.95 (dd, 1H), 7.82 (s, 1H), 7.76 (dd, 1H), 7.58 (d,
1H), 7.14 (d, 1H), 4.87 (g, 1H), 3.36 (s, 3H), 1.35 (d, 3H)
MS:APCI (-ve) 421

Example 146
2-[[3'-Cyano-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylJoxy]-(2S)-propanoic acid
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2-[[2'-Fluoro-4'-(nmethylsul fonyl)-5-(trifluoronethyl)]|
1,1 - bi phenyl]-2-yl}oxy]-(2S)- propanoic acid (r) OH
WO 2004089885 F F F F 25 i) Trifl uoronet hanesul f POT/EE2004/000535
acid, 2-fluoro-4-(nethylsul fonyl)phenyl ester
2- Fl uor o- 4- (et hyl sul fonyl) nol (1.44g) was
di ssolved in DCM (20m ), tri'éthylamne (1.17m)
added, followed by trifluoromethanesul foni c anhydri de
(1. 57n1) and stirrgd fgr [h. The solution was washed
with brine, dried (MJSO4) and evaporated to give the
subtitle conpound. H CDC13: 6 7.83-7.92 (m
2H), 7.55-7.61 (m 11 1 (s, 3H) ii)
2-[[2"-Fluoro-4'-(ne Foyl )-5-(trifluoronmethyl)[
1,1 - bi phenyl]-2-yl]@ (2S)- propanoic acid WO
2004/ 089885 PCT/ SE2004/ 000535 98 The title conpound
was prepared by the getpbod of exanple 144 step (i)

IR Rt DB G <”h Eﬁ,ﬁﬁg%z@é“ ety pher s 2
3H) diogabotolenel, 1H), 7.64 (s, 7.12 (d, 1H), 4.87
P1n(1<§b1 (1 %@)’ wé’s :ﬁl%le& o a Shtionlof3Re ﬁfé)dug’c"i‘}orﬁ e%@g b sgep\(ﬁg (4.54g) in
ether é‘)mgx BCHIG L BT Toridbn s apacting v dilated pyigyrthey (1 0Gml),
waSlﬂedw]ht(rBE) dpt(b@dg}%%;\g?r E;apo@téd-l ﬁegdiﬂ;#io Cji 5 35”7/ glf c|12 )
LaINNIR DRrsli-a8! 782 41,1 T8 724 32 (& 1H),
72%ﬁid§¥ ggﬁgy eeignple 144 stggn(l) using

t he product from exarrpl e 16 step (ii) and the product
frogy e 24”-{3' SeT i%ﬁﬁpl, ,Q' xg%b%é% 3 849(t1}h§'91’3%@thy mglenol o
% ﬁg ag) Vi‘ﬁ) ad selagipn qfpthe pmducgfrgnp. step, (DARELOAc80mI) and
hydrsgendtd)l al BT and 1 bar for 1h, and for a further 3h at 3 bar. The catalyst was
removed by filtration and the filtrate evaporated to leave a solid product. Yield 4.2g.
lH NMR DMSO-d6: § 9.99 (d, 1H), 7.72 (s, 1H), 7.63 (d, 1H), 6.99 (d, 1H), 1.3 (d, 12H)

1ii) 2-[2-(4,4,5,5-Tetramethyl-1,3,2-dioxaborolan-2-yl)-4-
(trifluoromethyl)phenoxy]-(2S)-propanoic acid, 1,1-dimethylethyl ester
The subtitle compound was prepared by the method of example 32 step (v) using the
product from step (ii) and tert-butyl R-lactate. Yield 4.0g. The crude material was carried
forward to step (iv).

iv) 2-[2-Borono-4-(trifluoromethyl)phenoxy]-(2S)-propanoic acid
TFA (10ml) was added to a solution of the product from step (iii) (4.0g) in DCM (100ml)
and stirred for 30min. The TFA was evaporated and the residue dissolved in a mixture of
IM hydrochloric acid (30ml) and acetonitrile (30ml) After 1h the mixture was evaporated
to dryness, dissolved in 1M sodium hydroxide, washed with ether and adjusted to pH 2
with concentrated hydrochloric acid. The aqueous was then extracted with ether, washed
with brine, dried (MgSOy) and evaporated. Yield 2.0g. The crude material was carried
forward to step (v).

v) 2-[[3"-Cyano-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylJoxy]-(2S)-propanoic acid
The title compound was prepared by the method of example 144 step (i) using the product
from step (iv) and 3-bromobenzonitrile.
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i)
[[[2,5-Dichloro-4"-(methylsulfonyl)[1, 1 -bi phenyl]-2-
WwWo 200Fl089881ibt i t | e conmpound was prepared by the PEL/REX®04H600535

exanple 144 step (ii) using the product from step
(i). Yield 0.45g. 1H NMR d6: S 10.04 (s, 1H),
8.06 (d, 1H), 7.91 (dd, 1H), 7.63 (d, 1H), 7.32 (dd,
20 111), 7.2 (d, 1H), 6.97 (d, 111), 3.34 (s, 3H) iii)

'R PR 0h S o, ol ok 1B s v b, 765
(dtTH4), §Ubt7.2 (m, EEpoLNG, YHY 1M7e@daBEY by the nethod of

tep (v) using the 25 product from step
Ms(a%&?)@?g%d%?’é?t butyl R-lactate. Yield 0.24g. 1H NWR

DVMBO-d6: 6 8.09 (d, 1H), 7.95 (d, 1H), 7.7 (d, 11-1),
Exdmp (47d, 1H), 7.33 (d, 1H), 6.98 (d, 1H), 4.85 (brs,

2 [ii*’éﬂ)lé@%l%i*%r Aot ZulrTratpls gt Lo poatyes

PI‘QI]W?K(! S) - propanai c 30 acid The title conmpound was
prepared by the ne Hof ex le 1 step (iii) using
the product from st (iii).¥¥eld 0.11g. 1H NWR
DVBO- d6: S 8.07 (d,” 1K S \X,dd 1H), 7.81 (s, 1H),
7.42 (dd, 1H), 7.28 ¥, 6.97 (d, 1H), 4.65 (q,
1H), 3.35 (s, 3H), 1 (d, 311) WD 2004/ 089885
PCT/ SE2004/ 000535 99 M5: APClI (-ve) 387 Exanpl e 151
[[5 Chl or o- 4 [(dims Ay am nno) suul fonyl ]
Thy lﬂtF ompc?u%%n%as prgpa);(lacl by ]e ngezthsgd (?fre?;g.%g?el 1044asc’éépd(1) usn%H thg product

froﬁl- c{x’émﬁltl Iﬂﬁastéi} @w}mﬂ;ﬂl—h@hmw-mmﬂiyﬁ}beﬂzéwﬁll&nhﬂﬁdeamt h

rep § 5 aﬂ@ 7@2 Zzzg 923%&2_5&' ??i\ﬁ@i%‘fél (d, 1H),
515 6?]30}1‘15 e16 step (ii). Yield 3.3g. 1H
MS\WRCD(\#BQ@I[@ b 7.27-7.64 (m 7H), 6.85 (d, 111), 5.09

(s, 2H), 1.36 (s, 12H) 10 ii)

4- Chl oro-2-(4,4,5,5-tetranet hyl -1, 3, 2-di oxaborol an- 2-y
Expmplesdd The subtitle conpound was prepared by the

2-[[%1(1111&094'-[Qdﬂlﬁmhﬁaﬁ?ﬁo)gﬁlg@lﬂ]hﬁ-hﬁl?ﬁm:ﬂdﬁﬁyl)[i!ﬂ%liiﬂienyl]-z-

ifie y chromat ography on silica

yl]é’%’ﬁ%@gﬁq h))igdffm Bt Opa/ 1 sohexane. Yield 1.89g. 15 1H
NVR DMBO-d6: b 7.76-Y.79 (s, o;ii{@, 6.79-7.62 (m 3H),

1.36 (s, 12H) o 5
(J
O Cl

F
F~OF

i) 3-Chloro-4-iodobenzenesulfonamide
A solution of sodium nitrite (3.27g) in water was added dropwise over 1h to a stirred
solution of 3-chloro-4-iodoaniline (10.0g) in a mixture of THF (120ml) and concentrated
hydrochloric acid (50ml) at -5 to -1°C. Magnesium chloride (6.39g) was then added and
the resulting mixture poured into a stirred solution of acetic acid (50ml) saturated with
sulfur dioxide and containing cuprous chloride (2.14g). After heating at 34°C for 30min,
the mixture was poured into brine, extracted with EtOAc, washed with aqueous sodium
bicarbonate and brine, dried (MgSOy4) and evaporated. The residue was dissolved in THF
(100ml), 0.880 ammonia (100ml) added and stirred for 2h. The mixture was diluted with
brine, extracted with EtOAc, washed with brine, dried (MgSOy) and evaporated. The
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i)

2-[4-Chloro-2-(4,4,5,5-tetranet hyl -1, 3, 2-di oxabor ol an-
WQ2004)pgsehoxy] - (2S) - propanoi ¢ acid, 1, 1-di metp,Pgi/eE1994/000535

ester. The subtitle conpound was prepared by the nethod

of exanple 32 step (v) usingghthe 20 product fromstep

(ii) and tent-butyl R-lactate. Yield 3.5g. The crude

material was carried forward to step (iv). iv)

2- Bar ona- 4- chl or ophenox (29) ropan0| c acid The

res k5 GBI A0e RPN Dcroa il tagtieoh syt compound
Yldkleﬁrﬁﬂge 146 step (iv) using the 25 product from step
HMN DY, 8558011 919418, 1) 97563, 185799°6d 3ty

forward to ste
[[5-Chloro-4"-[(di rrethyl am no)sul fonyl ][ 1, 1' - bi phenyl ]
- 2- yil) BeShbrof L fydo-/pNodiatettiytbargtkbsilighaniiid € conpound was

SO@J{%IE’P%;&% Ry 358w vaidaog O cg?f{f‘ TPos5né febanaiBord step' 151 9g) in DMF
e sl fop &P égﬁlqhﬁ’blﬁ’étﬁed@ SahpwaHelded dsyiwismand then stirred
for\él faktter IH) Ilﬁﬁﬁéctloﬂx irhikdviRe %gh@féhecﬁwﬁh %te(rdexu?awed \’\71th7§tOAC

dn Még&)@ %vZ%ofx_‘&teé ni?’hgsr’_% gue \g'a_f) tr(gﬁgédA\&%J} "(he{/té)) glg%% giygthe
e 200W DB BEEWPGTIEID 0G8I0DESB5 100 Exanpl e 152
H[rﬂmﬁm@hbos 8.08'(d, IH)d7 wRY Y aLEsle
[1 - bi phenyl] 2(yI1][P2xy] t((ZS)}Egygg)a(E%llg_g %Z?és 6H()J-|
/N )~Ol SO C C 5 The title conpound was
pr eBHr?eHZ t@hl@lrvefl T{échmeﬁuy&ﬁmewaum@mwrshemmetmym[g.;mglphenyl]-
thezgnpdyp(zs).fpf sisap@ e 151 step (i v) t he product

: Th%ﬁﬁ%&i@g[glg%a]s #fsﬁ?ﬂbg&%gg (gtE L han Ssiq_gbs (c1))I l\i;/s%%the productA

1r01(nsst<=,p_l(_1L apd thp praductifromigpmple 1 stiep (m)H) 7.26 (d,
I HNMR) DMBR36:(817.8d 1H51 54 HN (1, 7?617 4 $1), 64 (d1R), 4.88 (q,
15,7 é}%ﬁ)ﬁ%sl\@ (-ve) 416 Exa g q

MS:APCI (-ve) 450

Example 149
2-[[2’-Fluoro-4'-(methylsulfonyl)-s-(triﬂuoromethyl)[l,l'-biphenyl]-2-yl]oxy]-(ZS)-

propaneic acid

i) Trifluoromethanesulfonic acid, 2-fluoro-4-(methylsulfonyl)phenyl ester
2-Fluoro-4-(methylsulfonyl)phenol (1.44g) was dissolved in DCM (20ml), triethylamine
(1.17ml) added, followed by trifluoromethanesulfonic anhydride (1.57ml) and stirred for
1h. The solution was washed with brine, dried (MgS0y) and evaporated to give the
subtltle compound.

H NMR CDCl3: 8 7.83-7.92 (m, 2H), 7.55-7.61 (m, 1H), 3.11 (s, 3H)

ii) 2-[[2"-Fluoro-4'-(methylsulfonyl)-5-(trifluoromethyl)[1,1 "-biphenyl]-2-yl]oxy]-
(25)- propanoic acid
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[ (5-Chloro-3" -cyano[ 1, 1' - bi phenyl ] -2-yl)oxy]-(2S)-prop

anoic acid OOH ):0 CN CI 15 The title conpound was
w@re@paswsses by the net hod of exanple 144 step (iBCTISE2004/000535

the product from exanple 151 step (iv),

3-bronpbenzenenitrile and Tlgd F as solvent. 1H NWR

DVMSO-d6: 8 8. 25 (s 111), 8.06 (d, 1H), 7.79 (d, 1H),

7.63 (t, 1H, 7. (d 1H), 7.33 (dd, 111), 6.95 (d,

111), 4.64 (q, 1H), 32 *(d, 3 MS: APCI (-ve) 300
Th@@tl@gﬁ@q)@dl\g@ Hrfw.r%bbﬂ@_method of example 144 step (i) using the product
froha(mm(emwtaapmhswrémraxhﬂl 18'14blstepr(df)1, 1' - bi phenyl] - 2-y

1Hm%9§?o@§(&§h6 PR i Oh 9379@17&?%@?% LBl Fbhihi e 487 @

43188 3885dPH) SE2004/ 000535 101 The subtitle

MS:APpED e)sz prepared by the nethod of exanple 148
step i) using 4- brono-3-fluorobenzenesul f onam de

1. 149 ||)

'Exﬁ{llﬁledﬁooro 4' - [ (di met hyl ani no) sul fonyl]-2'-fluoro[1,1'

(124, 5-DREBYd-4 - &Mh}ﬁﬁmbréy}g&hf-ﬁipm?ﬁ%ﬂg@g}gg% gléh%f&bfc' deid

corrpound was prepab
step (i) using the product f?\om step (i), the product

fromexanple 151 st : \THE as solvent. 1H NMWR

DVMSO-d6: S 7.94 (t, 1 8-?.62 (m 2H), 7.35-7.4

(m 211), 6.93 (d, 1 48 (q, 1H), 7 (s, 6H),

1.26 (d, 3H 10 Ms E +ve|) 402 Exanpl e 155

[[5-Chl oro 4" - (4-rorpholinyl sul fonyl)[1, 1" - bi phenyl ] -2

-yI]oxX )1 propanoic aci.-d O CH O

O [I[ ichloro-4'-(methylsulfonyl)[1,1'-biphenyl]-2-yl]Joxy]lmethyl]Jbenzene

The subtitle compound was prepared by the method of example 144 step (i) using the
product from example 16 step (ii) and the product from example 145 step (ii). Yield 1.08g.
1HNMR DMSO-d6: 6 8.09 (d, 1H), 7.94 (dd, 1H), 7.67 (d, 1H), 7.49 (dd, 1H), 7.22-7.34

(m, 7H), 5.14 (s, 2H), 3.35 (s, 3H)

ii) [[[2',5-Dichloro-4'-(methylsulfonyl)[1,1'-biphenyl]-2-ol
The subtitle compound was prepared by the method of example 144 step (ii) using the
product from step (i). Yield 0.45g.
g NMR DMSO-d6: 6 10.04 (s, 1H), 8.06 (d, 1H), 7.91 (dd, 1H), 7.63 (d, 1H), 7.32 (dd,
1H), 7.2 (d, 1H), 6.97 (d, 1H), 3.34 (s, 3H)

iii) [[2',5-Dichloro-4'-(methylsulfonyl)[1,1'-biphenyl]-2-yl]oxy]-(2S)-propanoic
acid, 1,1-dimethylethyl ester
The subtitle compound was prepared by the method of example 32 step (v) using the
product from step (ii) and tert-butyl R-lactate. Yield 0.24g.
1y NvR DMSO-d6: 6 8.09 (d, 1H), 7.95 (d, 1H), 7.7 (d, 1H), 7.48 (dd, 1H), 7.33 (d, 1H),
6.98 (d, 1H), 4.85 (brs, 1H), 3.35 (s, 3H), 1.37 (s, 9H), 1.32 (d, 3H)

iv) [[2',5-Dichloro-4'-(methylsulfonyl)[1,1'-biphenyl]-2-yl]Joxy]-(2S)-propanoic
acid |
The title compound was prepared by the method of example 1 step (iii) using the product
from step (iii). Yield 0.11g.
g NMR DMSO-dé6: 6 8.07 (d, 1H), 7.92 (dd, 1H), 7.81 (s, 1H), 7.42 (dd, 1H), 7.28 (d,
1H), 6.97 (d, 1H), 4.65 (q, 1H), 3.35 (s, 3H), 1.29 (d, 3H)



10

15

20

25

30

35

0 O( )~o\\ O cl 15 A mxture of the product from

exanpl e 151 step (iv) (0.126g), sodium carbonate
W@ 0002289885 4- [ (4- bronophenyl ) sul f onyl ] nor phol | PET/SE2004/000535

(0.16g9) and Pd(dppf)d 2 (0.03g) in dioxane (10m) was

heat ed under reflux for 4h. e m xture was evapor at ed

and purified by RVBPLC (M agNH4Cl) . Yield 0.09g.

1H I NIMR DMSO-d6: S 8.03 (d, 211), 7. 7428d,( ZH)li—l)

7.39 (m 2 6.93 (d, 1H), 4.55 m ,

M%Ag’bé , 2H292 (m 2I(—|), 1.34 (d, 311) Ms: APC

(-ve) 426 Exanpl e 156 .
E 1 or o- 2 -fI uoro-4' - (nethylsul fonyl)[1, 1" -bi phenyl

- 2- oxy] pro anoic acid OOHO )"'o So F 25
[L C@h}Pﬁ‘é“H'[(};lI@ %QYBﬂebdnpﬂem’ﬂ 2{yHoxyl @53 podpanoic acid
exanpl e 155 using t roduc(t, from exanple 151 step
(iv) and the producgifrom ex&n’ble 149 step (i). 1H NWR
DVMSO-d6: S 7.81-7.88 N, 07.41-7.49 (m 211), 7.0
(d, 1H), 4.9 (q, 111 3 (s 3H), 1.37 (d, 3H) 30
M5: ESI (-ve) 371 WO 2(4 4/ 089885 PCT/ SE2004/ 000535 102
Exanpl e 157

r i dj ' - bi ph
2 8 et s oo R ey o L L P e e
Thsg sqﬁtﬁletcbmpeumbwpampamdby pirceqnethed onyszrﬂiIﬂe 6 bepl (iplising the
prcﬁl}@gﬂ”fpérﬁ e)lﬁﬂp]@tlg@,t ()1) Ustdi@3 %e product from exanple

g gg §r[§ @Pédéoﬂéﬁ & &l%ph gyl ) ll%-lgal%élh’l azet | d| ne
7.97 (d, 211), 7. 82 (d, 2H), 7. 39 7.43 (m 211) 7. 01
(d, 119-1FDGh1&0825(4 4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)phenol
The subtitle compound was prepared by the method of example 146 step (ii) using the
product from step (i). Purified by chromatography on silica eluting with 50%
EtOAc/isohexane. Yield 1.89g.

lH NMR DMSO-dé6: 6 7.76-7.79 (s, 1H), 6.79-7.62 (m, 3H), 1.36 (s, 12H)

iii) 2-[4—Ch10ro-2-(4,4,5,5-tetramethyl-1,3,2—dioxaborolan-z-yl)phenoxy]-(2S)—
propanoic acid, 1,1-dimethylethyl ester
The subtitle compound was prepared by the method of example 32 step (v) using the
product from step (ii) and tert-butyl R-lactate. Yield 3.5g. The crude material was carried
forward to step (iv).

iv) 2-(2-Borono-4-chlorophenoxy)-(2S)-propanoic acid
The subtitle compound was prepared by the method of example 146 step (iv) using the
product from step (iii). Yield 2.5g. The crude material was carried forward to step (V).

v) [[5-Chloro-4'-[(dimethylamino)sulfonyl][1,1'-biphenyl]-2-ylloxy]-(25)-
propanoic acid
The title compound was prepared by the method of example 144 step (i) using the product
from step (iv) and 4-bromo-N,N-dimethylbenzenesulfonamide and THF as solvent. Yield
(0.068g).
1H NMR DMSO-dé6: § 8.01 (d, 2H), 7.75 (d, 2H), 7.3-7.41 (m, 2H), 6.93 (d, 1H), 4.56
(bm, 1H), 2.65 (s, 6H), 1.33 (d, 3H)
MS:APCI (-ve) 382
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(m 1H), 3.72 (t, 4H), 2.04 (qgq, 2H), 1.42 (d, 3H 10

MS: ESI (-ve) 394 Exanple 158
WQ240o89BS or 0- 2' - net hyl -4' - (1- pyrrol i di nyl car bpey/k§2004/000535

[ 191" - bi phenyl ] -2-yl ] oxy] -(2S)- propanoi c acid, sodium

salt GOH :)/O NV 15 01 Thegitle compound was

prepared by the nethod of exanple 155 using the

product from exanple 151 step (iv) and ‘

1- (4- brono- 3- net hyl benzoyl ) pyrrolidine. Yield 0.152g.
ExampplMR2DVBO d6: S 7.2-7.41 (m 4H), 7.25 (s, 1H), 6.85
[[2/(3Dictitdro-4' -2 @inteéthylainine)self Syl M1 -bipHeny-22y1{éxy]-428)-propanoic
acid- 8% (m 4H), 1.17 (d, 3H 20 Ms:APCI (-ve) 388

anpl e 159 O _OH

2-[(2',4" -Dichloro-5cyano[ 1,0l'l- bi phenyl ]-2-yl)oxy]-(2

S) - propanoi ¢ acid )"'O‘ ~/ C CN 25 i)

2- (2- Brono- 4- cyanophenox 2S) - propanoi ¢ acid WO

2004/ 089885 PCT/ SE20 5 103 D et hyl

azodi car boxyl ate (2. s added to a stirred

sol ution of 2-brono-4- cyanophenol (2.0g),

net hyl -R-l actate (1. 47'9) and tri phenyl phosphi ne
The( ttleGyypaund FrE prepatad Dy, thaieghodxdlexamble Idhstepr(® uséng the product
frothickb@pRA 51 EUEN), Gk ?té&cﬂﬁbﬁ%xhﬁ?ﬁ% r&?égﬁii%?d fRthanol as
Solseoly md@;@fét-he filtrate evaporated to dryness. The
1 YeBksi U% galssolved in DCM (50mLl), 5 treated with

HINMROWSO-deirdd7.8 (hmy B, 782 (nEDTRF4 <A, Ui ohdidd 1H), 7.26 (d,

1HE%3Rquai gyl 4andvid e es7 dUer) pes td, Brgned bet ween Et OAc
Msgg][g ﬂw@%ﬁ sodi um bi car bonat'e. The aqueous was
Gt £

with 2M hydrochloric acid, extracted with
Et OAc, dried (MJSOX) and evaporated to give the
Exﬁﬁgki]jyg,e conpound. 1H NVMR DMBO-d6: 8 7.87 (s, 1H),

6 (d, 1 .83, (d , , 1H, 1.7 (d, 3
[ %8‘ Rfé‘:(’gﬁ@a@(’[l\?g)b“??é‘y& %‘%QWA&Z&%A’?W%{#‘%?%@ 5- E:y ano H%
1, 1' - bi phenyl ] - 2-yExy] - (2S) - propanoi ¢ aci d

LG
(o

Cl

The title compound was prepared by the method of example 144 step (i) using the product
from example 151 step (iv), 3-bromobenzenenitrile and THF as solvent.

1y NvR DMSO-d6: 6 8.25 (s, 1H), 8.06 (d, 1H), 7.79 (d, 1H), 7.63 (t, 1H), 7.4 (d, 1H),
7.33 (dd, 1H), 6.95 (d, 1H), 4.64 (q, 1H), 1.32(d, 3H)

MS:APCI (-ve) 300

Example 154
[[5-Chloro-4'-[(dimethylamino)sulfonyl]-2'-fluore[1,1'-biphenyl]-2-ylloxy]-(2S)-
propanoic acid

cl

i) 4-Bromo-N,N-dimethyl-3-fluorobenzenesulfonamide
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The title conpound was prepared by the nethod of

exanple 16 step (iii) using the product fromstep (i)
ware428B83i chl or ophenyl boroni ¢ acid. 15 1H NVROVER006000535

8 7.58-7.78 (m 4H), 7.46 (d, 1H), 7.02 (d, 1H), 4.51

(g, 1H), 1.26 (d, 3H) Ms:AP{4; (-ve) 334 Exanple 160

20

2-[[5- Q/ano 2 -fl uoro-4' (trifluororrethyl)[l 1' - bi phen

(2S) - propan0|c acid O OH o F CN
Thgﬁ@’“ﬁ SFP@PSB%W% Brepamsd by dhpamethog pf @h?énwetlﬁa dtepf(ii) using 4-

breex@fifluerdbensdnepul{dnaimidabifg t he product from exanple
159 step (i) and 3- cyanophenylboronlc aC|d 25 1H NWMR

7.81-8 § , .56 ; 7.18 (d,
1H) i 11) Hka{laro 4[+L§d1mgth41 3@@1110)5@1@11}’&52 0[(13 N-bjphesg]-2-ylloxy]-
Exa@9)erdfehotOacid

s eI B St BT B o
frop@'mg{g:)z @Wrg@l@g $mm gonple 1§H-teN(ivFand THE as solvent.
T ]BMS@dlé—?S 1r71 921N s npzs% ﬁégﬁ)btzg? F}g@%g'r?g(gﬁ% 16.93 (d, 1H),
e
4t§(é]gpngsg¥<§§ %ﬁgfﬁ%gh%f exanpl e 159 step (i) u5|ng
Qﬁlfl uorophenol (2.5g). Yield 3.0g. 5 1H NWMR
DI\/BOdG 8 7.28-7.32 (m 1H), 6.89-6.98 (m 1H),
is 583(m 1H), 4.56 (q, 1H), 1.62 (d, 311), 1.4
op i i) 2-(2-Brono-4-fluorophenoxy) - (2S)- propanoic
[ISdéhlardFﬁ e(%ubrphd»lm)dﬂdfwwbﬂl Vetsiphergih2 ooty ]-(283-propimmudc acid
of exanpl e 146 stepy(iow) usi ngrt/h% i o product from
step (i). Yield 1.2g Carrleé{’\ rdto step (iii)
wi t hout charact eri gdtioon. 6%
2-[ (3" -Cyano-5-fl uor , enyl ]-2-yl)oxy]-(2S)-pr

opanoi ¢ acid, sodiu

Cl

A mixture of the product from example 151 step (iv) (0.126g), sodium carbonate (0.22g),
4-[(4-bromophenyl)sulfonylJmorpholine (0.16g) and Pd(dppf)Cl, (0.03g) in dioxane
(10ml) was heated under reflux for 4h. The mixture was evaporated and purified by
RVHPLC (MeCN/agNH4CI). Yield 0.09g.

HNMR DMSO-d6: 6 8.03 (d, 2H), 7.74 (d, 2H), 7.31-7.39 (m, 2H), 6.93 (d, 1H), 4.55
(m, 1H), 3.65 (m, 2H), 2.92 (m, 2H), 1.34 (d, 3H)
MS:APCI (-ve) 426

Example 156
[[5-Chloro-2'-fluoro-4'-(methylsulfonyl)[1,1'-biphenyl]-z-yl]oxy]-(ZS)-propanoic acid
Os_OH

The title compound was prepared by the method of example 155 using the product from
example 151 step (iv) and the product from example 149 step (i).

Iy NMR DMSO-d6: 6 7.81-7.88 (m, 3H), 7.41-7.49 (m, 2H), 7.0 (d, 1H), 4.9 (q, 1H), 3.3
(s, 3H), 1.37 (d, 3H)

MS:ESI (-ve) 371
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The title conpound was prepared by the nethod of

exanpl e 155 using the product from step (ii) and
w@2apasmsghenyl boroni c aci d. The product was di BEDEE2®04/000535

in acetonitrile, treated 15 with 1M sodi um hydroxi de

and evaporated to give the t jie conmpound. 1H NMWR

DMSO-d6: 8 8.4 (s, 1FD,t8.13 d, 1H), 7.75 (d, 11-1),

7.6 (t, 1H, 6.9-7.2 (m 3H, 4.4 (q, 1H), 1.28 (d,

311) Ms: APClI (-ve) 284 20 Exanple 162

2-[(2',4" -Dichloro-5-fluoro[ 1,1 -bi phenyl] 2 yI )oxy] (
Exafplgtpanoi c aci d, sodiumsalt

t he exa

2 AR SRR EXPM@ 'ﬁ@? o5 %sm apfig acid

2, 4- dlchlorophenylbo oni c acnodN he product was

d| ssolved in 25 a it treated with 1M sodi um

hydr oxi de and evapor at ed g|0ve the title compound.

27 (m 2H), 7.43 (d, 111),
: (q, 1H, 1.2 (d, 311)
NB: APCI (-ve) 327 SOCExaan e 163 WD 2004/ 089885
/| SE2004/.000535

Th iy SSRpglig ey ot the methac S SAMPIAY 1R © veinspie product

froy gxampld 19:9/9p 9S)-[(s+beamphenylroifonylla@ktiding ad BEFGk solFent.
Ylélal()@@e yl 2-Dbrono-4-fluorophenyl ether 5 The subtitle

Pﬁg@m%?‘é o 8b 05Tl S0t Ea e od fa Yea.ss
(ms 8ne.(t, ¥l @.027q 54D, IHNUWR3BYEO- d6: s 7 27-7.49 (m

Mﬁtmg ¥8846.99 (m 2H), 5.12 ii)
[ 2- (Benzyl oxy) - 5-fl uor ophenyl ] boronic acid i o The

subtitl e conmpound was prepared by the nmethod of
Examoplepl3 16 step (ii) using the product fromstep (i).

2-[19-€hfbrd 3 -fidlihyl-4'-(1-pyrrolidinylcarbonyl)[1,1'-biphenyl]-2-ylloxy]-(25)-

propancic acid, sodium salt
IOH o
'D
cl

The title compound was prepared by the method of example 155 using the product from
example 151 step (iv) and 1-(4-bromo-3-methylbenzoyl)pyrrolidine. Yield 0.152g.

Iy NMR DMSO-dé6: 8 7.2-7.41 (m, 4H), 7.25 (s, 1H), 6.85 (d, 1H), 4.22 (m, 1H), 3.56 (m,
4H), 2.2 (s, 3H), 1.85 (m, 4H), 1.17 (d, 3H)

MS:APCI (-ve) 388

Example 159
2-[(2',4'-Dichloro-5-cyano[1,1'-biphenyl]-2-yl)oxy]-(2S)-propanoic acid

X
&

CN
~ 1) 2-(2-Bromo-4-cyanophenoxy)-(2S)-propanoic acid
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1H NVMR DMsO-d6: 6 7.9 (s, 2H), 7.0-7.5 (m 8H), 5.14
(s, 2H) iii)

wQ2§03/084880r 0- 2- ( phenyl met hoxy) phenyl ] - 4, 4, 5, 5- PE€T/SEQUR4/0D0535
yl -1, 3, 2-di oxaborol ane 15 The subtitle conpound was
prepared by the nethod of exm?)l e 146 step (i) using
the product fromstep (ii) leld 4.1 g. 1H NWR
DI\/ISOdG 6 7.58 (d, 1H), 7.29-7.4 (m 3H), 7.26 (s,

7.04 (dt, 1H), 6.84 (d, 2H), 5:07 (s, 2H), 1.36
Dle(tgyl aggdqyar@gxqut}a (2.12g) was added to a stirred solution of 2-bromo-4-

cya‘hoﬁhemﬂ 92 ﬂneﬂmyﬁRﬁa&tﬁier@nﬁgﬁéﬁd't% pRerRisHoRpa H@(pdsfﬁg) I THF

h
RO e e T
solyend and ﬂ@pﬁl(faieue)vamalteétmémobssaﬁ he o¢sidretwasiklisshvVRd in DCM (50ml),
trea@é@@ﬂﬁ@ﬂﬁ(ﬁ)nﬁ? aBstirdedfor Zh. 2T1¥e Slut{dh wz;s]evl@orat%d Aha theVBsidue

3
Pﬂl&%ﬁliﬁ%@%@ 8%%9 %%éqse%t Pt ‘Pmrgan%e glli')a.aasz%% P aidified
with M ﬁmdr@nldnygc aQIQS)maplFBd pahoE© A dded QVIES Qipreatlley hpdritgd to give
the%ﬁbﬁﬂleér Gmptitle corrpound was prepared by the nethod

W‘@%Cﬁ 570 TT T 1RD 3k B b F i A S 1B Gz . o

MSPeli(ak) ¥s carried 30 forward to step (vi). vi)
2-[2-Borono-4-(trifl uoronethyl)phenoxy] - (28) pr opanoi c

acid Ie co r epar ed t he net hod
of E&gﬁé %Lﬁ&h LYV f&;‘ qﬁéﬁanth% Y%f%h@é&-mqpaﬁ@lgta@&
Thi té%: co&gd%%lv?igepm ?omemmm eRahpBEAY @@0B3Ey the product
fro D dichY¥de 1b%tdnic acuﬁ1 .
met hyl sul f on 1, 1' - bi phen
DY T 5%7%7%&% ﬁéﬂ%? 6 (1B SR M 51 (0. 185, 126
3H):on'pound was prepared by the nethod of exanple 155
MSYaPeg(LBesaroduct from step (vi) and the product from
exarrpfe 145 step (ii). 1H NVMR DVMBO-d6: 6 8.06 (s, 1H),

7.86-7.93 (m 2H), 7.03-7.23 (m 2H), 6.9-6.97 (m
Exmplemms (g, 1H), 1.24 (d, 3H Ms:APCl (-ve) 371 10

???W%%ﬁé?rg-‘g iapromety DIt rbighenlfylysyi-2S)-propane
acil1 " 1' - pi phenyl ] - 2- yl1axy] - (2S)-propanoic acid, sodium
sal t

The title compound was prepared by the method of example 16 step (iii) using the product
from example 159 step (i) and 3-cyanophenylboronic acid.

1HNMRDMSO-dG: 0 7.81-8.04 (m, 4H), 7.56 (t, 1H), 7.18 (d, 1H), 5.1 (q, 1H), 1.4 (d,
3H)

MS:APCI (-ve) 352

Example 161
2-[(3'-Cyano-5-fluoro[1,1'-biphenyl]-2-yl)oxy]-(2S)-propanoic acid, sodium salt
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OOHCF3 OQd Fis The title conmpound was prepared
by the nethod of exanple 155 using the product from
wex@nosssi6l step (ii) and PCT/SE2004/000535
2-brono-1-chloro-4-(trifluoronethyl)benzene. The
product was dissolved in aqﬁhpnitrile, treated with
1M sodi um hydroxi de and evaporated to give the title
compound. Yield 0.07g. 1H NVR DMSO d6: 6 8.31 (bs,
111), 7.68-7.77 (mp 2%k), 7.09-7.15 (m 2H), 6.9-6.93
(m 20 111), 4.25 1.21 (d, 311) WMs: APC
(-ve) 361 Exanpl e 46§
[[4'-(Ethylsul fonyl)- 8- nd | -5-nitro[ 1,1 -bi phenyl]-2
-yl Joxy] acetic acid =N O So 25 N2 i)
(2- Brono- 3- net hyl - 4- Ripophenoxy) aceti ¢ acid, methyl
ester Brom ne (5.27g) [in aceti c aC| d (3m) was added
dro wise to a sol ution of 3-me yl -4- nitrophenol
Aofy- lﬁwnéb‘étﬂuer%wxmﬁ)yprepféwmm ris!-dapethylpthyl ester
Th6$ublt1tle dofhpoural Wiy prbpared by thﬁﬁhﬁﬁs@ bf/@id a&npg@%S%M%D g ailﬁ‘%Z-
t et her rie Na2S0O4) an
bro f@B%@ﬁ%@%?%%é 000535 _ 107 evaporated. The
NSCoA ) 7 R85 (6 G I59-6. SN, (L EO -7 5-6p8 s PRl 56 (a,
1Hﬁ&ﬁ@Qﬁa1H)1@B@7Qg) added, followed by nethyl
bronbacetate (3.37ml) and the m xture stirred at RT
for__30m ns and 60C for 2h. The m xture was cool ed and
poulie(3-Brome-4nilyarophengxy)E28erapaacicwgider . The or gani c
Thphasice Mpsmwﬁ Separb@b e’ méthbd wﬁé;@['n I@WQ%W) usmg the

ng%ggo?% %&gfa .% k%(i)éi&tl %. %a%qgi R Ao ts{ep% 1) évl\ﬁx'o}l%

e Ra s OF Bt ye aracpensatlon

t ol uene/isohexane Y| eld 1.8g. 1H NWVR CDCl13: 8 7.86
(d, 111}5)[(3'@}@&0(5‘211‘,]\1&601,,1 Aightn (13-2-Aldxy]-328 3rbFanoRtAcid, sodium salt

Th%gtiegcﬁ@%% s ?R/a%e)d b g PASOHOCkOE Sr P Ble L ST s he Ripppetgrom
step (i1)]ag ﬁ}wemplmblbpmmc apid. rEhehrpdess tvens diselved bt acetanitrile, treated
with QVPSudigin WeraroRiRRAH @dagitatbd & 0L RRAitRf cofatRle 1 step

Ttk IRIsBRald 8.4 (5, 1ED), 8.13 (d, 1H), 7.75 (d, 1H), 7.6 (t, 1H), 6.9-7.2 (m, 3H),
4.4 (g, 1H), 1.28 (d, 3H)
MS:APCI (-ve) 284

Example 162
2-[(2' 4'-Dichloro-5-fluoro[1,1'-biphenyl]-2-yl)oxy]-(2S)-propanoic acid, sodium salt
H

&

F
The title compound was prepared by the method of example 155 using the product from
example 161 step (ii) and 2,4-dichlorophenylboronic acid. The product was dissolved in
acetonitrile, treated with 1M sodium hydroxide and evaporated to give the title compound.
1HNMR DMSO-d6: 8 7.66-7.72 (m, 2H), 7.43 (d, 1H), 6.86-7.11 (m, 3H), 4.18 (q, 1H),
1.2 (d, 3H)

MS:APCI (-ve) 327

Example 163
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product fromstep (i) (1.78g) and

4- (et hyl t hi o) phenyl boronic acid (1.6g). Yield 2.59qg.
wQakhoNBse€DC13: 6 8.02 (d, 1H), 8.0 (d, 2H), 7.B6GI/fE2004/000535

211), 6.75 (d, 1H), 4.65 (s, 21-1), 3.76 (s, 3H), 3.2

(g, 2H), 2.25 (s, 3H) 1.36 (#05 3H) 15 (iii)

[[4'-(Ethylsul fonyl)-6-nmethyl-5-nitro[1,1"-biphenyl]-2

-yI]oxy] acetic acid The title corrpound was prepared by

t hod of exanple 26 steF i) using the product

2112 GHlStocs Tiorg-4 - GpebalsoTong s ke 165y 1628)-peopanoic
aciibs, 1H), 8.06 (d, 1H), 7.97 (d, 2H), 7.57 (d, 2H),

7.12 (d, 20 1H), o8ofs, 2H), 3.38 (q, 2H), 2.14 (s,

3H 1.16 (t, 3H) M5 | APCl (+V@). 412 (M-MeOH+HH)

Exanpl e 166

[[5-Chloro-4"-(ethyls

2-yl ] oxy]acetic acid

[[ 5- Ami no-4' - (et hyl stdFonyE) - 6-nmet hyl [ 1, 1' - bi phenyl ] -2

-yl Joxy] acetic acid, . nethyl ester 10% Pd/ C (0. 159)

was. added to a solution of the product from exanple

1650 Seapyl2-prpmord-flzprombeny}ehey was hydrogenated at RT
Thasubtifle bainpbmid Wi prépegedrby therBethes of édahpleth §tBp ) eking 3tbromo-

4- fﬁgtdph%cﬁgﬂd bllodd doIS6BER. SYRRLEASL 1o g1 ve the

ISU g H NVR CDC13: 8 7.95
3??%7-72‘#1)@ 6, Q82689 (m.8H355 12, 1H), 4.4
(s 2H) 3 71 (s, 3H), 3.51 (bs, 2H), 3.18 (g, 2H)),

L S e meittutanblpaRbht6 0084200885

The subtitty compound wes prgpased bbﬁwrpetbocir@f enpiiple 16 step Ghlarsing] the
proﬂuc}ﬂfl}dmxyt}:p()@t Yeel@c8d7g. met hyl est e_rI Cu?r ouic, chl ori de
{El ,
| sopg[g%/jy@‘?r? gd'j?g%,g%ﬁﬂ’;.a ad@%’giﬁ)f gﬂf@@v@?}‘by t he
dropwi se addition of a solution of the product from

St eji) (ZL[)S-Flﬁ\oro52 @ﬁl@ﬁﬁﬁietﬁdxly heRWTN.4, 5 etk iy 81, 3¥dSioxaborolane
%’

The %}dbﬁﬁg fd;omgém%dz Was rp%é}%?'?%gy ed‘{lﬁgﬁ%&) %\{ flfx}cgh}gge % step (1) using the
pIOéMémm stehéuoari@eldw ¥.d 2.59g. 1H NMR CDCl13: 5 7.97 (d,
1y 2R, DVIS@Ba6: & 7. §8‘Qd 1?1) 3742@,4 Gﬂ")3H)67 66 (édH& 1+b4 (cﬁ ﬁ% 6.84 (d,
28 S Tt g8,
[[5-Chl oro-4"-(ethylsul fonyl)-6-methyl[1, 1" -biphenyl]-
2- Yiv) @6 et-{44, 8.6 1t6kramethyl-1,3,2-dioxaborolan-2-yl)phenol
The subtitle compound was prepared by the method of example 146 step (ii) using the

)-6-nmethyl[1,1' - bi phenyl ] -
g\ 0 25 C i)

product from step (iii) and ethanol as solvent.
1H NMR DMSO-d6: 8 7.63 (s, 1H), 7.2-7.27 (m, 1H), 7.01-7.08 (m, 1H), 6.8-6.83 (m,
1H), 1.37 (s, 12H)

v) 4-Fluoro-2-[2-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)phenoxy]-(2S)-
propanoic acid, 1,1-dimethylethyl ester
The subtitle compound was prepared by the method of example 32 step (v) using the
product from step (iv) and tert-butyl R-lactate. Yield 2.6g. The crude material was carried
forward to step (vi).

vi) 2-[2-Borono-4-(trifluoromethyl)phenoxy]-(2S)-propanoic acid
The subtitle compound was prepared by the method of example 146 step (iv) using the
product from step (v). Yield 1.65g.
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The title conpound was prepared by the nethod of
exanple 26 step (vi) using the product from step
w@ oop/osmeF i fi ed by RPHPLC (MeCN agNl 44Cl). Yi ePdI/BEDFH000535
1H NV\R DMSO-d6: S 7.94 (d, 211), 7.53 (d, 2H), 7.44
(d, 111), 6.91 (d, 1H), 4.64;4s, 211), 3.36 (q, 211),
2.03 (s, 3H 1.15 (t, 3H) is : APCl (+ve) 367
(MtMeOH+H+)  Exanpl e 167
ﬁ[%ﬁ - I\/letgéll sul fonyl)-2",5-bis(trifluoromethyl)[l,1" -b
M§: %1] oxy]acetic acid (r)' (r)H &3 1/ (r) SO
FFF20i)

Pt R R
sol DXOP8RCieRCi4- br onp- 2- (trifluoronethyl)aniline (1.2g)
Thetitle dompsund W@Lﬁrépﬂ&i lﬁ@thé@‘i@t]}lod ot é&ﬁip@lﬁf I!ISIII% the émldl\ct from

ctio s slo o reflux an
Steggﬁ uxetg1 @ﬁ?cpulcwg Igleé%lp%'t]l grft[e@e(é‘éed The volatiles
HavR IRYESSd 61 2806 (hd T B BEHTO3dos GEDHODAS (si, RFD26. 946D (m,

1H§hpa4 od pi g off wwth 25 isohexane. Yield 0. 8g.
3@%% M .59 (dd, 2H), 7.23 (d, 1H, 2.51

4 4 5,5-Tetramethyl -2-[4-(methylthio)-3-(trifluoronmeth
Ex¥p lkhﬁm”] 1, 3, 2- di oxaborol ane 30 Pd2dba3 (0. 1359)

T N R LM ERE .

acidcsodium saly. 8679g), bi s(pi nacol at o) di boron (1.65g) and

the product from Hi) were sequentially added and
the mxture heated aj 90C fpr 3h. The reaction was-
Y

cool ed, evapor at ed, ti ed between ether and
brine, separated, dried W 04/ 089885
PCT/ SE2004/ 000535 1 NG2SO4) and evaporated. The
resi due was purifiedy/chrgmat ography on silica
eluting with 10% et hef/i sohexane. Yield 0.695g. 1H
NVR DMSO-d6: b 7.31 (& 2H), 2.53 (s, 3H), 1.3 (s,
Thel 24 ccﬁnpdun)i v?a's thé M&M@&Wie)m%ﬁ?gyﬁ@ fict from
exaﬂ-rfﬂléjlﬂlsg' 'iket W f88eL i it e e o
ared %y S f”ﬁl8d1 X O?I%ett )ﬁe s ilAg product was
Yﬁddﬁr@C@tonlmlm trdagagwithe 1 Mysopjyme hpdroxite amawmcﬂﬁ gite the title
Corﬁpcﬁma 83c1dmo73H) , 4.65 (s, 2H), 1.48 (s, 9H)

1H NMR DMSO-d6: § 8.31 (bs, 1H), 7.68-7.77 (m, 2H), 7.09-7.15 (m, 2H), 6.9-6.93 (m,
1H), 4.25 (g, 1H), 1.21 (d, 3H)
MS:APCI (-ve) 361

Example 165
[[4’-(Ethylsulfonyl)-6-methyl-5-nitro[1,1’-biphenyl]-2-yl]oxy]acetic acid

Os__OH
T ;
o s
W
PDYSA

NO,
i) (2-Bromo-3-methyl-4-nitophenoxy)acetic acid, methyl ester
Bromine (5.27g) in acetic acid (3ml) was added dropwise to a solution of 3-methyl-4-
nitrophenol (5.04g) in acetic acid (43ml) over 45mins, and then stirred for a further 1h.
The solvent was evaporated, water added, extracted with ether, dried (Na;SO, ) and



10 iv) _
[[4"-(Methylthio)-2",5-bis(trifl uoromethyl)[l, 1' - bi phe
woypdopo9sys | oxy] acetic acid, 1, 1 -dinethyletpPgl/SEX0£000535

The title conpound was prepared by the nethod of

exanple 1 step (ii) using thggproducts from steps
(ii) and (iii). Yield 0.564g. Carried forward to step

(v) wthout characterisati_on. 15 V) thyl)[1,1
2" 5. [ one
evapdablty Y ouds solttnal s arsdlved ImDMR R ppissdhym cesbomate
(3-|7ﬁg) dufe IOW¢@) stedqyl (omn)odcetaﬁﬁ&@ﬂnma&chhhs sk tiedstirfed at RT for
30p4f6 AEPUSoASE! ’Pﬂ@nﬁ)&gfmas C%BQF%HH 88&1%? at & %e gg?tOAC and

dd foll
W%t?f 3&3@@? BT aﬁﬁg’aétg‘%l\ﬂ%aéﬁg waghgdow lt@Waterh%luﬁ@mqt@ﬁlquonate
5 angbsine, r@@d\ﬂNﬁiS@q)mIdwap@dnednﬂhetQMmlWEfslrE(ﬁystQHﬁsécﬁﬁélﬁd
toMehdNis Sl AGe. VARSI W th aque(cj)uts pot assi H]n car g?ln?lt:
2 rate 0 give e su
1@%&#39 %94 %?cB {8 B PR, At . a4 b Bt DG, 35D,
8.29 (s, 1H), 8.18 (dd, 1H), 7.83 (s, 1H), 7.81

(0I (ﬁ)LD[a; @%&fﬁﬁy )%eth‘&l% dito[ 12 Mbipiengfl-A-S1oR hcetic acid,

10 [[4mﬁ‘§ﬂwéteﬁ §t sul fonyl )-2',5-bis(trifluoromethyl)[1,1'-b
The shititlel donfbouhdl vy brapasidiby thesiethodhe eizhhﬂ)l% 105%190@ SRS

préfuBPRES i) B S SURLROH (8 18 ligpio S8 (q,qg)\“kﬁel'&gz 59g.
R bt e ok e G e Ll

B 223 (§BH)d.361)3mH) 7.34 (d, 1H), 4.92 (s,
« Iﬁiﬁg%gﬂ?g 2IE33 ﬁ/g AF?]CI(H)( )ve) 441 Exanple 168 35

| or o- 2-[ 4- e [ met hyl (et hyl sul fonyl ) am no
] {1 i) th K@hWPljf‘ﬁmé}Téf%thﬂ@}ﬁmb} ﬁplapb@rwl]abydo)dﬂacetlc acid
Th2 ﬁlﬂéb&ﬁ?&&ﬁi WSSt 008y H2Ghsthod dfldkampM bd stdd Bi) dsidg the product

fmhgt%p @l) Yeldozz%h ridi nyl)met hanesul f onam de
WS@ At h{P- é%.(bsa.lfﬁ/ Z&QﬁnﬁdnéHiz 17.56@) 2Has7. 5 6k BHY,ed12 (d,
20 1H)M.OCMIAGES (g, 2H),e1hi! 31) D86 (¢, 3H)
MS: APCI (+ve): 412 (M+MeOH+H")

15

Example 166
' [[5-Chloro-4’-(ethylsulfanyl)-6-methyl[1,1’-biphenyl]-Z-yl]oxy]acetic acid
Oy OH

25
i) [[5-Amino-4’-(ethylsulfonyl)-6-methyl[1,1’-biphenyl]-2—yl]oxy]acetic acid,
methyl ester '

10% Pd/C (0.15g) was added to a solution of the product from example 165 step (ii) in

EtOAc (20ml) was hydrogenated at RT and 3 bar for 2h. The mixture was filtered through
30 celite and the filtrate evaporated to give the sub-title compound. Yield 1.4g.

1H NMR CDCls: 8 7.95 (d, 2H), 7.48 (d, 2H), 6.7 (d, 1H), 6.65 (d, 1H), 4.4 (s, 2H), 3.71

(s, 3H), 3.51 (bs, 2H), 3.18 (g, 2H), 1.88 (s, 3H) 1.34 (t, 3H)
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(1.4nl) added, followed by nethanesul fonyl chloride
(1.99) and the m xture stirred for 5 20m n. The

W@ lubswsss was washed with water, dried (MySO4)PEINEE2004/000535
evaporated. The residue was dissolved in THF, treated
with TBAF, stirred for 16h aﬂﬂg evaporated. The residue
was purified by chromatography on silica eluting with
27% Et QAc/ i sohexane. Yield 1.3g. Carried forward to
step (ii) wthout characterisation. 10 i i}@
N () onp-drelethylsuffopyl)-Hcrnethyl 1,AL-hiphegyl htyhlonpkodticoasid,
am dethihestpr oduct fromstep (i) (2.23g), potassium

SISO B M 58 .
addpdefrdlewad Wy the dvapeise addition of edolutipn hf tie@oductifromdstep (i) in
ace(é%f?@%%érﬂ?lgTﬁé/ﬁﬁ)ﬁﬁéts \Ix}% séfﬁ'%@ félteiﬁih‘,j Hﬁppﬁa‘i%%gﬁd HurBftay
cnBr B B a il vt o S0kt rliperndid 259t ep
HNMR @B Cli: § AU (AP, detteldi 21}, i7dH (di 1H), 6.65 (d, 1H), 4.32 (s, 2H), 3.73
(s, 3H), 5. S QrE), 2. 6o s[@m.lss?r et hyl (met hyl sul f onyl ) am no
1-3- pyridinyl ] phenoxy]-(2S)? propanoic acid The title
conmpound was prepared by the nethod of exanple 155
usi 0 [[hehloradistathylswdfonyDe-sketyl[(i 1 bighedyi] {2eyljrxgiksetic acid
Thé Eiﬂ@b&ﬁﬁ(’)’ﬂ?}!dewé]sgﬂfeﬁﬁ&[)b I )metld B xAnbresh t@ﬁ'g)}%@i the product
O 46 S. 8. 6- 7. 44 (m. 3 T4,

rofthS ot o que il Hhartl ™ 20,
H3WYIR DVED-(6t, 6 394 Y d,NEDAPSS (¢,-2HD) 7.39 (d, 12h, &0anm) 111484 (s, 2H),
3.38 ,zsz?zygt(mmq-.{i 1 IJirth sul fonylz)sam noJ -5-pyrim gl g)él_'

M9:7 gﬁﬁeség,ga{gggfe : enoxy] - (2S) - propanoi ¢ aci

Si um
N- ( 5- br ono- 4- et hyl - 2- pyri m di nyl ) met hanesul f onam de

joe 089885 PCT/ SE2004/ 000535 111 Met hanesul f onyl
pﬁ%h&%@& ). .was_added to a solution of L

45 (Y ethrsulopgh 4y, -_bzs(tlﬂg]wqﬁngﬁthgpﬁlﬂé—b@ﬂl}g@r}]-z-ﬁl]Macetlc acid
(60nL), foll owed b}‘? 3 rapie dropwi se addition of 1M
pot asssi um tert-but oxjde/

Es(20ml). After 30nmin the
resulting precipitate/wagp flileered off and dri ed.
Yield 3.2g.

i) 4-Bromo-1-(methylthio)-2-(trifluoromethyl)benzene
Isopentyl nitrite (0.67ml) was added dropwise to a solution of 4-bromo-2-
(trifluoromethyl)aniline (1.2g) and dimethyl sulfide (0.45ml) in acetonitrile (12ml). The
reaction was slowly heated to reflux and then refluxed until gas evolution ceased. The
volatiles were evaporated, the residue absorbed onto silica and the product eluted off with
isohexane. Yield 0.8g.
1I—I NMR DMSO-d6: 6 7.59 (dd, 2H), 7.23 (d, 1H), 2.51 (s, 3H)

ii) 4,4,5,5-Tetramethyl-2-[4-(methylthio)-3-(trifluoromethyl)phenyl]-1,3,2-
dioxaborolane
Pdydba; (0.135g) and tricyclohexylphosphine (0.199g) were dissolved in dioxane (20ml)
and stirred for 30min. Potassium acetate (0.867g), bis(pinacolato)diboron (1.65g) and the
product from step (i) were sequentially added and the mixture heated at 90°C for 3h. The
reaction was cooled, evaporated, partitioned between ether and brine, separated, dried
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1 5 HNW DVSO-d6: 8 8.13 (s, 1H), 2.81 (s, 311),
2.26 (s, 3H) ii)
WOR{BABBEFD- 4- met hyl - 2- pyri m di nyl) - N-[[ 2- (t r i P€T/RE1084/000535
yl) et hoxy] nethyl] net hanesul f onam de
[ 2- (Chl oronmet hoxy)ethyl Jtri §hy| silane (0.4ml) was
added to a solution of the gﬁoduct io fromstep (i)
in DM (10m ) and stirred for 20m n. The m xture was
poured into water, extracted with ether, ;151hed w th

(NagB04) etnd dvapedatedBEIesidne wey apdlied byichromet Y Q8 Sifica eluting
Wlt 11(5% &g/l %@%ﬁ@ggg@y on silica eluting wwth 20%
RS RALEE S s (LAl Dgoyn s oot oo o
3H) 09(t 211) 0.0 (t, 9H) 15 iii)
o hé}(b%r of -%tnﬁu&& h@xﬂpﬁyﬁc{x%yéu)c[ab% ( HrdiRtHy¥d syl leyle}

Theyitig Qﬁr%nqwfl sy DRaPRTERI Y J 9 of ST emRle i) usife B krogpo-4-
(tnﬂuc&@ﬂndth}'l)phénol I e conpound was prepared by the nethod

S r C fromstep
Hﬁl\{[?ﬁ%ﬁg t%e pr uct &* rbgjrjntgg%ag) %4%8]'& 2%) (iv).

Carried forward to step (iv) 20 w thout
c haiva gueVsdyitian)-215+pis(trifluoromethyl)[ 1,1'-biphenyl]- -2-ylJoxylacetic acid,
met hyl sul f onyl ) ami no] - 5- pyri m di nyl

]2 [?1[((1:1"111 L%ﬂlyor%re% pheno C%dé)((afz pano (5 aci Thed
Thepli GRIeRPPIUNG 1Y 28 PEFPFSC) h}ﬁtha&sey\{ teé)e’fmﬁi ﬁﬂcﬁ& e procucts
fromeeps iy arRdiil)o rYidiarni.564 Tlmrﬂ'daﬁfor\ﬂﬁrd\ﬁastep\mpmtm@d and
hth &gue purified by RVBPLC (CHSCI\V aqTFA). 1H NWMR

aﬁ@%&%@ 8 8.84 (s, 1H), 7.77 (dd,'2H), 7.65 (d, 1H),

7.14 (d, 5H), 5.04 (q, - 1H), 3.4 (s, 3H), 2.3 (s, 3H),

1. 4¢) ﬂr(hffdthylb@foﬁml -bm{brlfﬁ]b&maﬁylﬁl}dawﬂ)ipélenylﬂ)a _ylloxylacetic

[(5 E%&%&%@%péim - bi phenyl ]-2-yl)oxy]- acetic

aci & ‘
Thspm@qctdr@n Stepifen HORYAE) /a3 dissplypd iy 9% 8aegrp AefenS (| Bmppsodium
blc&@)@ﬂé,t@%@@iﬁ@) aﬁ@gd SE2H0H 1©00EB6tionldfbxbhe (K Stin twrager (ml) and stirred

for%?xn";llg%geaﬁ éonsw 1%0%}?6% ¥ Hh%loﬁrﬂ Uetbi MR Cextratle8Rvith

EtGAeHVashed gzlth@gm @E%\E‘m@@yb@ﬂ ied(Nag$Qp)fng ex%éatﬁi_'to give
theNW1%§pm§xd7Y%¥d()$ t), 7.71 (1H dt), 7.62 (111,
19w B GbHS 8ls) (o 11928 £3'%, 196) 5.18 (dd, 1HD), 7.83 (s, 1H), 7.81 (d, 1HD,

7.32 (d, 1H), 4.9 (s, 2H), 3.36 (s, 2H), 1.41 (s, 9H)

vi) [[4’—(Methylsu1fony1)-2',S-bis(triﬂuoromethyl)[1,1'—bipheny1] -2-ylloxylacetic
acid
The title compound was prepared by the method of example 26 step (vi) using the product
from step (v). Yield 0.2g.
11 NMR DMSO-d6: § 8.33 (s, 1H), 8.3 (d, 1H), 8.19 (d, 1H), 7.83 (s, 1H), 7.81 (d, 1H),
7.34 (d, 1H), 4.92 (s, 2H), 3.36 (s, 2H)
MS:APCI (-ve) 441

Example 168
2-[4-Chlor0-2-[4-methyl-6-[methyl(methylsulfonyl)amino]-3-pyridinyl]phenoxy]-(2S)-
propanoic acid
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7.26 (1H, m, 6.93 (1H, d), 3.81 (3H, s) 5 (ii)
5'-Chloro-2'-hydroxy-[1, 1' - bi phenyl]-3-carbonitrile A
W@ odouswsss of boron tribromde (1M in di chl or oneCTYsE®P4/000535
6nl) was added to a stirred solution of the product
fromstep (i) in dichloronet e (10m ) at OC After
15mn the mxture was warnmed to room tenperature,
stirred for 16h then poured onto ice. The 10 m xture
was extracted w thgdi ghl oromet hane then et hyl acet at e,
t he organics conbine , dried; apd evaporated under
reduced pressure. o esing Ny@\ purified by
chr omat ogr aphy on SI lilca IeI tidg with 30-70%
di et hyl et her/i sohexaf YT d 0.415g 1H NVR CDC13: 6
7.83 (1H, s), 7.75 (1 d)! 7.68 (1H, d), 7.58 (1H,
t), 725(2H m, 6.8% (1H d), 5.00 (1H s) 15 (iii)

5: -3 - henyl ]-2-vyl) ox acetic
Eeu(: i i ﬂé’f‘%?tgéé{‘%‘ﬂ’nd@g E&eth%ﬁlésuéfﬂsé@%ﬂeg] conpound
5- Bmamoﬁ# Hpﬂrquwyn-ﬂhﬁmmﬂrﬁﬁg) ofas disaopbeinlDEME RI0M1), ttiBEh§lamine

(1. chr%aE 80 ¥Glowdd éﬁl éllf%rgfl z: f'glﬁld P 9@0%51%% ﬁ&d}! s%irred for
20mng %ﬂb@fﬁhﬁp&\)\/&&-}ﬂ@@: with Wa, a@s(qg gnd .yapozpt "The residue
wag @iskoledd inTIHIF, t{ehid,with TBAF) stlrred for 16h and evaporated The residue was

puﬂif(e’ﬁ' tgkﬁﬂBﬁm%rgra‘b){g BR [sﬂrcé el'ulahg Q&ﬁﬁlyﬁ% g&%&:{fi@% nte.n olé:hé: } 3g.

acl

Ca‘&?ﬁ "@I@Lt%%%&) iy |"Ynﬁ)°uh%haﬁag’tft1‘1§ém%‘? oduct 25 from step
(iii). Yield 0.265g 1H NV\R DMSO-d6: S 13.12 (1H, s),

0, OB G0 S bk 3t ey S e o r il L
ugt fiQa step i & 3%39%@@11 6§b@a¢te (h33e) apgl gmyl Encidi 9.7
weﬁsﬂﬁﬂyd [i8 MBI 20 niviip for [20h € TS bt 610 Wa EgtidticRelvIYE fwakdr f &k tracted
i ORE S8 M AREE Ll i 6ol M0y IS HiRarography
on §ilirq euting el SORyEiQyesirabexaneisldie i ‘E@tmed fietwiard to step (ii)
withmitehadaelsdtionDVEM cont ai ni ng  10% Foet al Bovi ne Serum

(Hydone), 1ng/m geneticin, 2mM L-glutam ne and 1%
non- _essential am no acids. For the preparation of

e nibip Zrl4<Chlpre2-fmethsir6-fnestind traeth dlaulfonsReminad-3aer e

gr opyridieyl HMBhdUenes- b pbﬁ\ﬁc heiyer tissue culture
Th%:%% %ﬂé}%ﬁ]&}ldﬁg cgjare%aby%he ﬁuo\ﬁ%f%%gﬂ‘i{)l%gl%% using the product from
step (ii) and the product from example 151 step (iv). Yield 0.125g.
TH nMvR DMSO-dé6: 6 8.18 (s, 1H), 7.26-7.44 (m, 3H), 6.94 (d, 1H), 4.8 (m, 1H), 3.32 (s,
3H), 3.2 (s, 3H), 2.2 (s, 3H), 1.32 (d, 3H)
MS:APCI (-ve) 397

Example 169
2-[2-[4-Methyl-2-[(methylsulfonyl)amino]-5-pyrimidinyl]-4-
(triﬂuoromethyl)phenoxy]-(ZS)-pgop%lsoic acid

Lo aid
oEa

=N

F
gF

i) Potassium N-(5-bromo-4-methyl-2-pyrimidinyl)methanesulfonamide
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113 nunber TKT-170-070E). Maxi mal |evels of receptor
expression were induced by addition of 500nM sodi um
wheaogsases f or the | ast 18 hours of cul ture. ThRCT/SE2004/000535

adherent cells were washed once with phosphate
buf fered saline (PBS, 50ml pgfqcell factory) and
detached by the addition of 50m per cell factory of
i ce-col d nenbrane honogeni sation buffer [20mM 5 HEPES

o/, 1mM EDTA, 0. 1mM phenyl

th
M%g@gxhegpﬂﬁxl ﬁ% . %?raﬁ rVY%rﬂgd FUOFCOtM o a&bfmﬂﬂ]lethyl -2-
PYG@hﬁmamﬁmdl{Sgb IneTEH (69mb ghiolloivEd g theaapiat draRoig acﬁcﬁﬁoﬂ-@f M
poEHsﬁBﬂﬁrﬁ %I@Buﬁ!)grde Wgz?)?:ﬁ? dﬁﬁ el ol the {el:s]\‘flug% B?ercg)rl TN filtered

qu ane onobgeni sat1 on
‘a Pol ytron honogeni ser for 2 x 20

I%Ewhﬂ)Mmfm §8k]é§e(p; 1), Dlise (5,809, Rnsigemt all times.
Unbroken cells were renmoved by centrifugation 10 at
?\ggfejgr 10 minutes at 4C and the nmenbrane fraction
Q50 éé?ﬁtPYlf%gmmnsdi-N-[@M@@a@hylslylkﬂlmhmhgl]
atmedl@.neﬁﬂﬁmﬁmm pell et was re-suspended in 4 of

e SRR 0B Gy L S B o

184 BiFRe &> i MO0 angd and stizgsd dor2Omejun o e miBtuA Wampeagdinto water,
exineutel wizh éthlerm@hshm Whhbrge drRka (VS U&ﬂﬁﬁeva}ﬁ@ﬂaﬁeﬁ PR Y&ldue was

T o I g o s
sglse(ﬁs)lH)Férl9éb@ﬁ)n@ﬁ’n‘érﬁﬁf(&héﬁ)%ﬁ&(s 3H), 0.9 (t

2H),rﬁ:0|ba9H91I vvlth beads at typically 25,g nenbrane
protein per rrg beads at 4C with constant agitation
r ni ght. opti mum coating concentrati ons were

dé‘fe)e?r[% Kelet } Zdéi@ﬁhﬁbﬂ]é%)d)‘[[%nmpﬁlwéﬂyl)&’mexﬂamdwl]&ﬁnno] 5-
V\/Pmmtlﬁﬂlﬁpué{dﬁhm@xﬁéthy])ﬁh&@ky 0(@51 §1Q>9,§190 Qkig7m nut es at

8 I Bkl T e o

rogu%éha@a the pieduny fiout ¢xampde 146 :ﬁea(jv): dPweed fatiaahtostep (iv)
withOuiphetacteBagtibnassay cont ai ned 201 of 6. 25nM [ 3H] PGD2,
201 menbrane saturated SPA beads 25 both in assay
buffer and 10l of conpound sol ution or

1) 242d AR eihpl-2-frreshdsulfrmyBemip cdsSepyridiidinyDkd-PCD2, f or
dahﬂﬁ@ﬂoﬁ@tﬂw)@he gyﬂ%}%ﬂ@&n%ic%cm ndi ng, Caynman

Thé P8l tom SRERARN 5 gl MBoi A A aasareictor 9. (The TFA

‘i"aﬁg‘(ﬁk’otw m@c}hﬁ? resiflug ipneified oy BOHIRLAT (@iﬁigCM&qﬁEAmuf fer
HWAMRADNBO-86: 38 88 (2 15 A7 (d&OQH?”ﬁésaM . naﬁl ﬁ')\/%QM (g, 1H),

34(( ;ﬁ_@h??g? %ﬁ Fgﬂgﬂ\’tzﬁ—bsl %sttﬁerggrhtr |eon added to t he

&l (pe)atls. The assay plate was incubated at room
terrperature for 2 hours and counted on a WAl l ac
ta liquid scintillation counter (1 mnute per
EXM’ 01%Conpounds of formula (1) have an I C50 val ue of
61@&1@%31’39)’3(1651,11'GIMMD)QEZ-Sﬂexy]f- cetid qmd exanpl e 9 has a
pl C50 = 7.4, exanplh® Ohgs a pl C50 = 8.0, and exanple
133 has a plCs0 = 8.2?
o]

cl
(i) 5'-Chloro-2'-methoxy-[1,1'-biphenyl]-3-carbonitrile
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WO 2004/ 089885 PCT/ SE2004/ 000535 114 CLAIMS 1. A

conpound of formula (1) or a pharmaceutically .
wa@ecwepsmBi e salt thereof: HOOR R2 O Y 5 XeCI/bE20041000535

whi ch: 10 X i s.-hal ogen, cyano, nitro, S(OnR6 or

Cl_4al kyl- which is substitutggyby one or nore hal ogen

atoms; Y is selected from hydrogen, hal ogen, CN,

nitro, SO02R3, OR4, SR4, SOR3, S02NR4R5, CONR4RS,

TR e (R ing BRDSR T, b B oghot e sy ) i 3-
10q1®@t1@ﬂlméﬂﬁndgﬁ“dup® lbmemlg)xo'ph@rryh hbdoyticselis t Yield @464y one
'HONMRODELS Bl (ﬁ}ilg{j Rl QQ?P?(Q cegy miqm %18' 284 gﬁ%fts 32 (231, da,

TR, p e i

gHvﬁgere Ais a six rrenbered
het erocyclic aromatic ring containing one 20 or nore

Cont o i e hgroT i1 0B Sy SCC ) PYE €

A S S Repraiok MM cjehioramesnens. denlby ao Adedito poticed
solytibs of thegnedsict irodesprdantdiohlaemetagel (TR 0°0M After 15min the

A e g5 el 1 B v
éhd% hiQresesthans tthcetM@mamcs combined,
dnma@ompmxedmaasmnﬁaba@reaml TheetLdard purdied

(o SR ARk it %;176’; G &l%fhl F/?/l hg){%)g q%-ﬁi é% Sg
I@S@g ﬁ%%g @ﬁb:% té%lﬁle‘%b ﬁégggﬂd@ni’ Py (B4l tté,cl 2%(2H, m), 6.89

(1H,rCBn’5Ei&I(H@,esr)t C3-C7 cycloal kyl, OR6, NR6R7, S(O) nR6
(where nis 0, 1 or 2), CONR6R7, NR6COR7, S O2NR6R7

and R7,.,30 Rl and R2 independently represent a
Py UG <51 -RENB e DI EN 8 Jab KB acet Cavial ickpetsthy!
est@3- C7 cycl oal kyl or a Cl_6al kyl group, the latter four

LR ol e A —

t
froBtgg @ggé@ﬁé d BéPeSE2004/ 000535 115 C3-C7 cycl oal kyl ,
"HNRERTDCERSS 7.90 QHL $%67.6E4,81)17.63 (14, b, 253 2H, td), 7.28 (2H, m),
6.78 (1H, d), 4.52 (2H, s), 1.47 (10H, s)

@{iv) [(5-Ch10ro-3'—cyano[1,1'-biphenyl]-2-yl)oxy]— acetic acid
The title compound was prepared by the method of example 1 step (iii) using the product
from step (iii). Yield 0.265g
'H NMR DMSO-dé: § 13.12 (1H, s), 8.08 (1H, s), 7.94 (1H, d), 7.82 (1H, d), 7.64 (1H, 1),
7.43 (2H, m), 7.10 (1H, d), 4.78 (2H, s).
MS: APCI (-ve): 286

Pharmacological Data

Ligand Binding Assay

[PHIPGD, was purchased from Perkin Elmer Life Sciences with a specific activity of 100-
210Ci/mmol. All other chemicals were of analytical grade.

HEK cells expressing thCRTh2 / Gaul6 were routinely maintained in DMEM containing
10% Foetal Bovine Serum (HyClone), 1mg/ml geneticin, 2mM L-glutamine and 1% non-
essential amino acids. For the preparation of membranes, the adherent transfected
HEKCcells were grown to confluence in two layer tissue culture factories (Fisher, catalogue
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or 5 Rl and R2 together can forma 3-8 nenbered ring
optionally containing one or nore atons selected from
W@200%0898R6 and itself optionally substituted bRCDRE2004/000535
nore Cl1-C3 al kyl or hal ogen; R3 represents C3-C7
cycl oal kyl or Ci1_6al kyl mhlcﬂlnay be optionally
substituted by one or é substituents
i ndependently sel ected from hal ogen, C3-C7 cycl oal kyl,
OR6 _and NR6R7 M(O),,R6(vvheren=010r 2),
nureyRERE- 178405 OBRMemnakbrE]saf deqag@g@msmmwamdnd@ed by addition

of 500)@!1@{4%6&@&; butyFa@Pfor SRS Thst N8 HoRBEST, cu%eCTh@ YRk KM s Wre washed

on Ao R G B, SRR S bt by

: adc@@m@ft ﬁmﬂmr f:¢1bfncmy ofjisa-cold3n@nbuyme hoslokgisatioRGuE o[ 20mM

5@) ﬂ%&%ﬁ&ﬁol 1AMEDTAZD, 5@@}%@5%1 methyl sulphonyl
ﬂ“?fa?% é‘P %ﬁ)\' Firaging-y %&wmﬁﬁ@t@dﬁmm?mow@zm for 10

mimteseat Hed, ressuspandad o 31Bthe os pinel eslumatofi frattethembrane
hoﬂ?@ée%[s@ﬁbﬁll befrér a'?ﬁ (ﬂs%ﬁte@ aéﬂl% a @Sﬂg.@tmoﬁg)ﬁgﬁ@ﬁ ﬂ?rzg second
Qa0

bur%@%eepéﬂg tq%tcttggq n 18?.)%[%][{1&1}1@3}, il azegyreﬁgqvgté BK cg}tnfugatlon
at 220xg BorallOkydnuted Bt R amtithRmemistepefrateion pelleted besantifugation at
90(1@0% @&i’eﬁD Ainfes f 4& fﬁe ﬁﬁaﬁ l‘:}let% slr8- sl]%@lh@&ﬁ% 4§l of membrane

O&ﬁ%ﬁm %/aFfé’ﬁl‘ B ﬁpg thg gﬂote%?ré?lﬁéiﬁgﬁnme@ C7
Me(ryxx;armal\myd stored @1 -8ACKy byitdblecaliqabtser t wo groups may be
30 optionally substituted by one or nore substituents

AlLaGiay b SRR Aot g 17 TR r | bORR kR 1l R Plgss (Fisher).
Pri¢gnvth @ssayyithe HEK telby m@hbran€3ANRGRT ng NROIBRRVere SCRBRGMEG SPRIPVT

wRB(R '%lmr %n‘g n %oﬁé&atlég g‘%@ﬂﬂﬁ’fe@ t@/c%fi frﬁﬂfa&gc? g@th %%XAS At l'typmally

het er
25Hgmen JWF Pfcttﬂé H%mg&ea@% 4o éYJBbCO@é‘iaﬁ@a%f@t% Aygrpight. (The
optiEnls toatiftgatnbsntarienOweREkRrialied foi eseAbatchion dRABASREY Mie beads

Lfcked céﬁg&)@hg ?iﬁﬁggé 51 L Jl Waﬁlréglohceownll assay
bui%? R c. 4 i %%&g@mw apd fipglly re-
suspadéd G}B&S%blﬁfélf/ aSEB@ﬂﬂcldﬁ@élﬁﬁlﬁon b160RBEAand R11

t oget her vvlth t he nltrogen atomto whi ch they are

ttached can ered saturated
Ea @ﬁ%arycf@maar@d@%o%@fzﬁ@wa{fw%ewme@b@ms@uramrS@A beads
botiroasaysklféataad 10fuf othpoShdluimher 13, M- &1h9dr01133ket8)

‘ prog“c?%[a %%2 (??fb&?%pikk 8&%&%&2@3@%&&%&&?&&?% %ﬂf’rﬁleﬁl chemical

COmBINYh G@mgowaiﬁ a@%PK-EQ% Fergisadveddnd)MRE and diluted in the same

solvent to 100x the required final concentration. Assay buffer was added to give a final
concentration of 10% DMSO (compounds were now at 10x the required final
concentration) and this was the solution added to the assay plate. The assay plate was
incubated at room temperature for 2 hours and counted on a Wallac Microbeta liquid
scintillation counter (1 minute per well).

Compounds of formula (I) have an IC5q value of less than (<) 10uM.
Specifically, example 9 has a pICsy = 7.4, example 25 has a pICsp = 8.0, and example 133
has a pICsp = 8.2.
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Cl_4al kyl which is substituted by one or nore hal ogen
atons; 10 3. A conpound according to claim1l in which
wX2008/089883 | uor onet hyl , nitro, cyano or hal ogePCT/4E2004/000535
compound according to any one of clainms 1 to 3 in
which Y is hydrogen, halogenjpf Cl_3alkyl. 15 5. A
conmpound according to any one of clains 1 to 4 in
which Z is phenyl, pyridinyl, pyrimdyl, naphthyl,
C j glyl, benzo[ b] t hi enyl or benzofuranyl each
I%g@ﬁ nally substituted wth substituents as defined
inclaiml. 20 6. A conpound according to any one of
L ol . . . . I .
L o i OB P Re RN o RBbla BTl thereo, |
. A _conpound according to any one of clains 1 to 6 in
' both RL and R2 are hydrogen or one is hydrogen
the other is nethyl or ethyl or both are nethyl.
A conpound according to any one of clains 1 to 7
ed from {
4" - (et hyl t hi o) bi phenyl -2-yl ] oxy}acetic acid
oro-4'-(ethyl sul fonyl)bi phenyl -2-yl] oxy }
acid [(4',5-Di chl orobi phenyl -2-yl)oxy] acetic
[ (5-Chl oro-4'-cyanobi phenyl -2-yl)oxy] acetic
[ (5-Chl oro-4'-net hoxybi phenyl -2-yl)oxy] acetic
aci dX (4-Chl oro-2-qui noli n-8-yl phenoxy) acetic aci d,
a)[(S-ChIoro-B',4'-dinethoxybiphenyl-2-y|)oxy] acetic
acid
2' - (Car boxynet hoxy) -5' - chl or obi phenyl - 4- car boxyl i c
in whicg: 35 { [5-Chl oro-4- (et hyl sul fonyl ) bi phenyl - 2-yl ]
oxy } acetic acid {
[5-Chloro-4'-(ethylsulfonyl)-2"-nmethyl bi phenyl -2-yl]
X iphgloyem cparioc niw, 8(O RS e aniityl phéshyik s@bsyin)toX b oRceth6re
hmggggn&ﬁé-Nitrobiphenyl-2-y|)oxy] acetic acid {
[4"-(Methylthio)-5-(trifluoromnethyl)biphenyl-2-yl]oxy}
acetic acid WO 2004/ 089885 PCT/ SE2004/ 000535 117 {
Y if Aélic(tcbebirpml tydtdgenytiglogen( CNi hitrepSOsRt, IR ") BRAOISORA, SE;MRIR’,
a 4 6 3 6 6 6 3
Tt (B E PO U COnRe A COR' oot i
C3-g1[ﬁ§yc_ ) yl] B‘S(ﬁ}'@@@t’i e lpgtegfour groups being optionally substituted by one or
mofeAsubltitoems Brdpyeridenily seléuted faframarog @R snBRER’, §(0),R® where n
isoglb?ngn1ngsulfonyl)pyrldln-2-y|]-4-ch|orophenoxy}
acetl c aci

Zis aryl or aring A, where A is a six membered heterocyclic aromatic ring containing one
or more nitrogen atoms or may be a 6,6 or 6,5 fused bicycle containing one or more O, N,
S atoms, the aryl or A rings all being optionally substituted by one or more substituents
independently selected from from hydrogen, halogen, CN, OH, SH, nitro, COR9, C02R6,
SO:R’, OR’, SR®, SOR?, SO,;NR'R!, CONR'R!}, NR!*R", NHSO,R®, NR'SO,R’,
NR°CO;R®, NHCOR’, NR°COR’, NR’CONR‘R®, NR®SO,NR*R?, aryl, heteroaryl,

C,-Cg alkenyl, C2-Cs alkynyl, C3-C; cycloalkyl or Cy.salkyl, the latter four groups being
optionally substituted by one or more substituents independently selected from halogen,
C3-C; cycloalkyl, OR®, NR°R’, S(O),R® (where n is 0, 1 or 2), CONR®R’, NR°COR’,
SO,NR°R’ and NR°SO,R’.

R! and R? independently represent a hydrogen atom, halogen, C,-Cs alkenyl,
C2-Ce alkynyl, C5-C; cycloalkyl or a Cygalkyl group, the latter four groups being
optionally substituted by one or more substituents independently selected from halogen,
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5 [2-(2-Ami nopyrim di n-5-yl)-4-chl orophenoxy] acetic
acid, trifluoroacetate salt

W 200Ti08B8D- 2- (4- met hyl - 2- mor phol i n- 4-yl pyri m dPEF/SE2003/00535
henoxy] acetic acid { :
4- Chl or 0- 2- [ 2- (di met hyl am no)jyri m di n-5-yl | phenoxy }
acetic acid
[ 4- Chl or o- 2- ( 2- nor phol i n-4-yl pyrim di n-5- yI)phenoxy]

cetic acid
%ACWP@F%LQW[EL QR BYPRRY Gehesgrisd.di 9-B: y1 ] phenoxy} ace
tic acid 10 {
r 2-[2-(Benzyl am no) pyri mi di n-5-yl ] -4-chl or ophenoxy}
"acetic acid
[4-Chl oro-2-(2-piperidin-I-ylpyrimdin-5-yl)phenoxy]ac

R' etid R? apbthef m@ota ﬁ@ 2mlembered ring optionall Iy c contmmng one or more atoms
sel 6 cferlﬁ{))lg(lé Wané S%I? offu(znalll]y sglls%(utegrl)y one or 1¥10re C4-Cs alkyl or

halpgen; 5-Di chl oro-4' - (ethylsul fonyl)[1,1'-bi phenyl]-2-yl
] oxy] - acetic acid

R’ HPB‘?SB% ﬁ%(% ci(ck?%?%{:ér] é gg@%@ va gcrf’é& l%egcf)gtyo(r)lg }rrnse& h%lh)tédlby one or
mofq ibstiibents inftepgnadentyy saldctashizdm -halogkh,(rGf dyc]dalltyl,pihﬁﬁ yid NR°R’,

S(O)R Yt = oacstd) CC@NKfR7 NR®COR’ SO,NR®R” and
[[4 (Ethylsulfonyl) -f1uoro-5 (trlfluororrethyl§[11

henyl ] - 2-yl ] oxy] - acet| c acid,
%ﬂdop@dﬂntl}( repregéns Uiyfdorgen) C2Cy (:ycrloﬂk)almrdl‘realﬂty] JHellatter two

group@béiﬁl dnaﬁy ¥hdsBX¥dd byP&iRd biGn @ sHbstituents indepe dentl elected
frof {:bcg&? ytlhéﬁlzg U AR [doh R (\xﬁgfénﬁﬂ E 1ors)) GSNRR,
Pﬁ WRAR andl NBRISOR'2' - et hyl - 5- (trifluoromethyl)]|
191' - bi phenyl]-2-yl] oxy]-(2S)- 20 propanoic acid 2- [
[4 (Ethyl sulfonyl)-2'-nethyl-5 - (trifluoromethyl) |
1,1 -bi phenyl] -2- yI] oxy] (2R) - propanoi ¢ acid,
2[[2 5-Dichl oro-4 (ethylsulfonyl)[
4 s
R Q:nle Q‘g@ﬁl@f‘%ltﬂx tl% lr&) ?@@h hggé)}pﬁ@ QP: ch%ﬁ ﬁqrmleﬁ $

Uor d
memf és?)tﬂgw{ l}eteLrog, d?%{% 1@351 ly %‘lt%}l]@,g&ﬁ% OF MQEG ;goms selected
fro@-Q [ O (Bthbyel 51 IOflocm/Z))NR -and itagll optidrtatly klibstinoe® b ihipgen or C;-
5 al }11 1 b| phenyl ] -2-yl] oxy] 2-nmet hyl - propanoi c acid,
- (Et hyl sul fonyl ) -2" - et hyl - 5- (tnfluororrethyl)[l
1 blphenyl] 2-yl ] oxy] - butan0|c acid, 30

RS st mnde@naeqt&@mm hyﬂrbgmyata,mmmwmmyl ) ani no] - 5

-pyrirridinyl]phenoxy]-acetic acid
R ey RS b Chbb ol o CORR TRl
[2 [ 2-[ Acetyl (phenyl met hyl ) am no] - 5- pyri m di nyl ] - 4- chl
%&ﬁ? ]heéf%&#r]lc Ca@g Q:?/fla%ll(gl o, C Crea r?eltklx lte lat_fer two rovﬁ)s rilay be
en

opt alsl,y §LE)§9€/ qne ogéqqge gupstituents independently selected rom halogen
C3 {35 dfcl gk ylyarg)y naé«amakylok%arm NRWr 8(,R @it if 2,011 ob2phe

61{:1?\TE]t}(ﬂhy(l)WylS onyI Eag@g{]lgl f(?zuoro 2'-methyl[1,1" -bi phe

nyI ] 2-yl]oxy]-acetic acid
Rlo[aﬁel mdemd&rﬂ’ya'ebmlsen'ﬁ apy of Hétaysh)yl Arydiddeh) OPCO BRI 1o

fgll’ Iatt o' élr'e l:fen]o.g ptlon?l y Sourbgtrlrte )ﬁy) ng of mqre Ighbst1%1j;16ts7
ind egd oselej:tedéqp@@ hztlog@,, 3-C7 cycloalkyl, aryl, heteroaryl, OR® and R
S(O),R° (where n=0,1or2), CONR6R7 NR°COR’, SO,NRR” and NR®SO,R’;

or
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[[4"-Amino-2"-chloro-5-(trifluoronmethyl)[1,1"-biphenyl
]-2-yl]oxy]- acetic acid WO 2004/ 089885
wEeO48EReD4/ 000535 118 PCT/SE2004/000535
[[2"-Chloro-4'-hydroxy-5-(trifluoronethyl)[
1, 1" - bi phenyl ] - 2-yl Joxy] - acgfd ¢ acid
[2-(2, 4- Di net hoxy-5-pyrimdinyl)-4-(trifluoronethyl)ph
enoxy]- acetic acid
[[2"-Chloro-5-(trifl uoromsthyl)[l 1' - bi phenyl ] -2-yl ] ox
]- acetic acid
R'(4rd R'S tdletHet with! thenioipemmbin b witicldite ary/AtlacReddzh F¥d 2 3-8

e BhasaRilet Becorooytic us optiomply prppinina oy oo stopys sted
frogy @, A (véeyg n =db étqrél 38R d and itself optionally substituted by halogen or
Ciid:Rlkyyano- 2' - met hoxy-5- (trifluoronethyl)[1,1" - bi pheny '

I]- 2 yl Joxy]- acetic acid

-Chloro-2'-nethyl -5-(trifluoronmethyl)[1, 1 -Dbi pheny
2. | ]A,cz)n;po}lgskyq:cor(aogtq dma@ilmwhlcth halogen, cyano, nitro, S(O),R® or
Cy LE[llZyl vﬁuckﬂs@ﬁbﬁﬁﬁteébflbﬁé bt MBfeaiid gty atdrls; 1 - DI phenyl | - 2-
yl Joxy]- acetic acid

[[5 -Chloro-2'-methyl -5-(trifluoronmethyl)[1,1'-bi pheny
3. | P-cempopnd gdcordivgtd daiaci th whigh X is trifluoromethyl, nitro, cyano or
halbgeh. - FI uor o- 6-met hyl - 5-(trifl uoromethyl) |

1,1 -bi phenyl]-2-yl]oxy]- acetic acid

[[4"-Fluoro-2'-nmethyl-5-(trifluoronet hyI)[l, 1' - bi pheny

4. | p-cempojipsk y¢corqhngtq ayamedf claims 1 to 3 in which Y is hydrogen, halogen or

CILilléyl [ [ (Et hyl am no) car bonyl | ami no] - 2" - et hyl - 5- (triflu
oronethyl)[], |'-biphenyl]-2 yl]oxy]- acetic acid |
[2"-Methyl -4"-[ [ (methyl am no)carbonyl] am no]’

5. - B-qonpofihd eccondit g yd dny]onk of clabmp hémstlif whichiBisypheopygyridinyl,

pyrBaRf, %a%l‘?th?l []{lﬁllory[l [lfe@’é[tﬁﬂéﬂﬁﬂr @%@&?ﬂ&l%@ﬁ( bptionally substituted

t
w1t$ SEQSU%‘IIM ng ng ﬁléi( - ogggﬁ c acid

[[2' -Methyl-4"-[ [(propyl am no)carbonyl] am no]
6. "A c@h{goﬁhélj c%ﬁﬁﬁg ¥ ddly ohe bt cRIRD WY ks whichl2 MHeny1 optionally

Suﬁstltéﬁe%malbs {IWWS@S detinediipslagRdt hyl )[ 1, 1' - bi phenyl | - 2-

yl ] oxy] - acetic acid

7. [ h3onfpolifl fecoraiflPlduly e G Elalrh! PSOBT D¥lchloburi* A=Y

h-‘/+ gen. pEsmAns the otherin ety of pthy] erdadhareryathyle, 1
- bi phenyl ]-2-yl]oxy]- acetic acid
8. [[3 Al BQT@accgﬁﬁP% a'i-i gﬁmé 'of !:lla{ﬁﬁé)[r% miélgétéd 1Jrombl pheny

{[5[‘%1’21“%4 “(eshy t@aﬁap@n@k%y\llpﬁbk%ﬁ#t 34 [ 1, 1' - bi phenyl ] - 2-
{ [5yChlosoyd'-(ethgBtifond)biphed §l-2-ylloxy }acetic acid
[(4' iﬁlc'h?]d%gﬂ)l i‘?étylfzo)fl)ﬂx)yiﬁet Ehligro-5-(trifluoromethyl)[1,1

- acetic acid

[G1Ghle °®5%@°§‘Phﬁél’lh%rb’ SXY(12GEHE PEiGr ot net hyl ) [ 1, 1' - bi pheny
[(5{0h God hetydxybipheil2-@dexd]acetic acid
(4? lgm_ ) H{Oﬂf’% %h%%&?}a@eté!z{cﬂl uoronet hyl )[ 1, 1' - bi pheny |

[65 héﬁf 5”’ mhmembmhe%%@mdwmcew #¢iduoronet hyl )[1,1' -b
2'-(Catvenryinpthdx y)-3'@kidrobipldityl-¢-catboslylic acid o
{[5[$}a%ro + L{lee ulf&?#l?\;ﬂ)ﬁe?xyf—& r})yf W%QP‘&B&X 1)[1, 1" -bi pheny
{05 12‘010#} ﬁ%th i ond)-AymetBylbipheryl oy derstiagaticiaeidl' - bi pheny
[(54C]yaﬁebtblie®>yy]2=yl)m?labéhmicd

[(5 ;\f ﬂg,g)éyxi%xgg ﬁ@’émé (trifluoronethyl)[ 1,1 -biphen

aci d
{4 ( ethyl¥h10) 5 ﬂuoromethyl)b1phenyl 2-ylJoxy}acetic acid
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[[4"-(Am nosul fonyl)-2",5" -difluoro-5-(trifluoronethyl
)[1, 1'-bi phenyl]-2-y1l]oxy]- acetic acid

WO 2608089883 b] t hi en-3-y1-4-(trifl uoronet hyl) phenp&yFE2004/000535
acetic acid 35
[ 2- (2-Benzofuranyl)-4-(triflyeyonethyl)phenoxy] -
acetic acid
[[4'-Chloro-5-(trifluoronmethyl)[1,1"-biphenyl]-2-yl]ox

(R R i SerigrsomesuDbiaesy ARG FFHCRCIb T pheny)

{[4'-(Bthylgutienih)-2&methyd-Setiftiioromethyl)biphenyl-2-yl]oxy}acetic acid
<4Id1§om4z mﬂ&&?szy;g bikphtdRreEt hyl ) [1, 1" - bi phenyl ] - 2-
P-250Y tohlproRhenPEIaF Sy | ) phenoxy] -

[2 42 tminopwidi D5 200 4/c0RAGBEnEGTASHRZ A0, GFihamcethtSalt

[4{CEh‘}oroEAt Wﬁ]e{::hﬁ B SpHORRAE I iladn-3-y1 BhSREYAckaladd 1 oxy

(4 GHforopi s b ol minp RPNy YYphenexy beectio adr pheny! | -

[4LHbpeXx{Z-moggiwlinet- ﬂpl_yﬂmldm—S -yl)phenoxy]Jacetic acid

4[@?1?0(5 § %&Hﬁ%ﬁﬁﬁh@?ﬁﬁudﬁn = LR AIE YA 1. 1 - bi phe

{2p[pABenzy. Wﬁ%ﬁ«ﬂ@lﬁuﬁﬂﬂf‘} -CRIPTORBEY) foptiq acidi pheny! ] - 2-

[4yChloxo P -(2-piiridin-agilshrnidin-5-yl)phenoxy]lacetic acid

(4Idh4’?ﬁo(%{é‘ %t’ﬁ?ﬁ hSrﬁs%Yﬂo}x%li nélBB p@hﬁﬁ&lﬁ@&ﬂ%ﬁgx{o}yﬁce&' ﬁ?d

(3= lshlrmﬁ oR{yssuianyidld & -bipeyvii2otlory]-geetmasity | ) pheno

[[2ydoraele(dtiyladtahyl)-5-(trifluoromethyl)[ 1,1'-biphenyl]-2-yl]Joxy]- acetic acid

[[5[ £oré Et Ma&{ﬁlﬁ}lzﬁ 2%5&0[%%81?&%'2 Brﬂo:?y] Qéeﬂg %Qﬁﬁl 1-2-
EK@W) B féwqrpfi@@ﬂmfetnﬁshb"})[lxl "PiphsinyHehyllpxyi-agetiaeid,

[[SLChlo@@&t-{eﬂlyMﬂ%nyl) 2' (tnﬂuoromethyl)[l 1-biphenyl]-2-ylJoxy]- acetic acid

Fé C(l&orii %tﬁ\él?ulg&xwi 14q§l¥é’nyﬁl i‘\j/ ]?)xyﬁ I:‘IB]S fo%.cu?%{&) met hyl )

enox
2-[if# S EtpATwlioa g1 -gegh) 52(mﬂmrhwﬂ15fl)£lt FitipheowHrdey g {(@)1
propa@bheny! | - 2-yl ] oxy] - acetic acid,
2- gg @ﬁny%ﬁlt%ny )-rfly-n}ethyl (St (mtthllol%grrng% )Wi )IP;r)}?erﬁ?fﬁyg yl]oxy (ﬁﬁ)-

PT‘PI[aQOIC@tho 5-(trifluoronethyl)[1, 1" -bi phenyl]-2-yl]oxy
%’[2 ﬁgﬂll&oﬂﬁ(éﬂhylsulfonyl) v b1 henyl]-2 -yHoxy]-(25)- ]gro:ipanom ac1d
A e L A e s 60
progapoicysichy| - 5' - (et hyI sul fonyl ) - 5- (t ri fl uoromet hyl )[ 1,
2- [{4 = (B NRMOh)H 2 yﬂe}rgml(mm&bmeth@g[m —bl?henyl]-2-y1]oxy]—2—methy1—
é(ciarb xyrret hoxy) 5 -(trifluoronethyl)-
prg@n ! 3-carboxylic acid, 3-nethyl ester
4 (Fﬁmlwﬂymgﬂwmqk)ylé -(triflwarenebybiet thphenyl)-2-ylJoxy)-butanoic
acidl, 1' - bi phenyl ] - 2-carboxylic acid, 2-nmethyl ester 20
[4 [C[gxi?rg) ci %t(gle hylin%ﬁéa}{yl%([p111énylmg'thyll)ar_n}n%ﬁ-%D;?yr}%ni]dfnzyi])éhln%)y(( i-écetic
acid 3' - Fl uoro-2', 4' - di net hyl - 5- (trlfl uoronethyl)[ 1, 1' -bi
[4-@]@6}}5@-fﬁf(&’t'h]y@ﬁbf&nylﬂﬁl%n‘yﬁn@ﬁ —pynrmdm phenox J-acetic acid
[2 [& %‘é’&eéﬂt(%h n&etfnyl arrlﬁgcr) pyn ]1’]]4 ch?or%pen 1/]] ace)tllc qaY

[ {Ethylvekfmwl) -8-fluord-2+methyHbi Hyiphény! I 2-yHopyleavpti¢ addy| ] ox
[[4- kEth?EﬁIfbﬁ:ylﬁ@ |5dd1ﬂuoro 2 -methyl[l 1 -biphenyl]-2-yl]o ]-acetlc acid
[[4* tﬁyg{}#%g@ g 5 a@ 1{) 2a &G ((Bh %h%nyt] I}yylirgxy] acetlc zfc):hde ny
[2-(2-Amino-5-methyl-3-pyridinyl)-4- (tnﬂuoromethyl)phenoxy] acetic acid
[[4'-Amino-2'-methyl-5-(trifluoromethyl)[1,1'-biphenyl}-2-yl]oxy]- acetic acid
[[4'-Amino-2'-chloro-5-(trifluoromethyl)[ 1,1'-biphenyl]-2-ylJoxy]- acetic acid
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[[5-(Trifluoronethyl)[1,1':3",1"-terphenyl]-2-yl]oxy]-
wae@iiogsssti d 2' - (Car boxynet hoxy) -5" - (tri fl uor perEsiREhy/000535

[1, 1' - bi phenyl]-4-carboxylic acid, 4-nethyl ester

[[4" - N|tr05(trlfluororrethﬂg[ll blphenyl] 2-yl] oxy
]- acetic acid

[[5-(Trifluoromethyl)-3 [(trl fl uororrethyl )t hi 0]

[1, 1" - bi phenyl ]-2-yl]oxy]- acetic acid
[[2'-Chor¢-Tit- hydmny-sf(mﬂwomarhy{) (¥ M}Ph@@ﬂdﬂ%ﬂi@‘l}’i 135§ poid 1
[2-(Pk4 IﬁfélYﬂ )@Qﬁ‘iﬂlﬁr&ﬁétﬂyl)phenoxy] acetic acid
[[2'@:%3:@;@%uogeméy 1p enyﬂyi grl]oXy]j acehg gg’ ﬁyl ]-2-yl]ox
[[2'b{Bis@ilumomethy L1’ leplmngﬂ'él pyoRyl-1acktic béighenyl ] - 2-yl ] ox
1) §3€kefho '5 triflygrometh { 1‘—b1 hen l] -2- yl]oxy] acetic acid
[[5' QE@EGW@% tnfhlﬁrlojrcr)l{a %B ¥ t)jhenyl] Zb ylﬁ)oxy?yac]etlc a&d] oX
[[4-{dhBoro B deytyl- 5~ (ifludrbmethyiyet, hydlplﬁejnyru 12-pilgtydngdelic 2¢id| | ox

[ %] r%&g\gl §gﬁﬁhﬁs n’%%lyl)[lﬁ—bl hen -yl ¥lﬁ acetic amdacet -

=) é}hl@o-?. -methyl-5- (tnﬂuoromethyl)[l 1 —blphen% oxﬁylcetw acid
(12 Hl@ro %t -Heel-5- (il dromethgIyEL, HytipHehyll-2- Wilqrydnadefic 2¢igl | ox

[[4' 130 Heth 131 uarpmethyD[1,1 1]-2-y1 oxy% acetic _ac1_d
[[41{ lyhy@ppfa@ﬁmﬁf} 2¥r§1&51y gﬂrr uoromg)thgl ﬁnf{ bliphen%H 120
dxly B achias dveky- S5- (trifl uororrethyl)[l 1' - bi phenyl]-2-yl]o

2 fi‘ffgmy%e[i](lg%tﬂg&%p bon o)]/ |5) nfluoro eth le)Ey 1 -bl}%henP/l] -2-

yllogy]--aceiéerdié aci d WO 2004/ 089885 PCT/ SE2004/ 000535 120
[[4L[[(@ycl(oﬁfdpylaaﬁhé)@mbmylmmoj -plmethgin®(tiflupfaimethyl)(1,1"-biphenyl}-2-
uaPkBiEh] -2 I Lol acet e acid

[z )«M]sthyhé e[{ﬁp@(}/m@anémg)lcarb%g;l(])anﬁnm}% ([nﬂuorométgylgﬂy ']b-ip%{e};yl% %
yl]([ yf]gcé’ﬁ@@@ay 5- (t rifluoronethyl)[1, 1" -biphenyl]-2-yl]o
[[2' @e&%f hgmiﬁlr%%equ%[l %{'blphe?:ﬁll;] 2I 1]03;( yi] acetfuf %Ccl)? onget hyl
[[5'}‘q"dh@nék-ym}eth3dcie&mﬂuq@mﬂy )1, 1-b1pheny 1-2-ylloxy]- acetic acid

(4! L(Lq&mn&'zéﬁ&ry@ -1 Ixﬁétﬁylua(tﬁmbfbyﬂemﬂ)[l 1-biphtien}2iyl]2xy)- hostic acid
[[3 []fl&orofé -glaeé]e)ﬁ ?mﬂg?rg}:{g{l}yl Eiblghengl] %XH%BF acetllc]agl)éiy]
[[2'd¢-Eriflgoraci- ﬁnﬂuoromethyl)[l 1-b1p y1]-2 yl]oxy] acetlc ac:1d
[[SL(%Iﬁl%oNaﬁlﬂ&M -5 4triftuoidrhetyonTet-bighepyipaopidsy]- acetic acid

t

[[4|_—€§anlo((:a ngs}lily{l oﬁ txaflﬁ?zrlogﬁf}}y 1|1)b1ghe(riyl] % Pfldox%l ac T.lCl%C g
[[4-GhioteAylljore-Sy(jfuoppmethyBE §, E-ipheayll-2-yl]oxy]- acetlc ati
[2l3 ﬁlﬂh&@zﬂ@ﬁé@w;@m eFisetdnesmy1[1 3-biphédyiuprydlory yutgticiacid
[[er[haor hi[eeéﬂ-br ér(ﬁﬁllﬁx%{%\g}lﬁ@ i%lﬂ%'ngl]—lzgyl]oxy] acetic acid
[[25Blubord/ihetbylf§- (mﬂugmmﬁl@xl}{ i1-piphanyl 2 yHeryk peticacibxy ]
[[4~-MRaRky Q' -nR@dyiL 5l (difhioromethy()Es, Erblf‘\e'ﬁyl]fﬁ -yIQ6:08t doekiy acidi n
[[4‘@4194“' @W) 2' g‘ rI8rfoI g?tal%}owet ylg[ljl’ ﬂnph@ﬁﬁf@ryﬂo]xy] acetic
ac1§1[4 [[(5-Methyl-2-thiazolyl)am no]sulfonyl]-5-(triflu

Hilfﬁbﬁh‘i!eﬁ 3£34~41(tn@nh6ibﬁ1€myl) Herhb'x%])@féttc & aceti ¢ acid

e AL D gyl bbby oot D (1.1
[[4[ pmorwmrduwmacthwamsubﬁmwl]] 25yljaxyi-faceies efidt hyl )[ 1, 1’
[[3-Pi- PR thy1R 5 Yt et dme GBI, O-bghedlyl]-2-yl]oxy]- acetic acid
[[3',4'-Diﬂuoro-S-(triﬂuoromethyl)[1,1'—bipheny1]-2—yl]oxy]- acetic acid
[2-(1,3-Benzodioxol-5-y1)-4-(trifluoromethyl)phenoxy]- acetic acid
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L[4'-[ (Cycl opropyl am no) sul fonyl ]-5-(trifluoronethyl)]
1,1 -bi phenyl]-2-yl]oxy]- acetic acid

W pob44089883 nosul fonyl ) -5-(trifluoronmethyl)[ 1, 1' Poi/pkm@nyd00535
]-2-yl]oxy]- acetic acid 20

[[4"-[(Methylainino)sul fonylje5-(trifluoromethyl)[1,1’

- bi henyl ]-2-yl] oxy] acetic acid
[[4"-[(4-Methyl-I|-piperazinyl)sul fonyl]-5- (trlfluororre

[[4'@3[1-4‘5[-{1@‘%{11“ Irrglltyy%t—tﬁ %ﬁﬂbl]oxyﬁeace%c ac1

(3 mmrgfk(mmrzgﬁfgyrgﬁgﬂt%iftmmzﬁ %*yl)]e)ga}?}qethadd nyl]-4-

[[4 "2"15 £ EHBF\ 16 D[AGEbifheR ¥ Pox Lacetlc acid
s a  eat o et LB T
[ {(21(mnia@1ahyﬂd-@mﬂmmmmu mmvme)nykn Tpllowyl]- Sepiy peidi d
-G Mool %P%ﬁx%l%ﬁ{d%’ﬂ%&ﬂ%@ﬁ&ﬂgﬁﬁenoﬂgftabéﬁcaa%icﬁ

4 ﬂEﬂy‘t}iLOAjn@ﬂwrQ@ew [13 dql -2-ylJoxy]- acetic acid
[[4'-Aeetlr3-(thiflasromethHyy) ), pktﬁpi&)ny]]-z $oxaydehdetic acidd

[2- (bfp{l?mbﬁ% g@ﬁl@lﬂx rgtrifru?m&étﬂfl )ghehassd- RRekit abidl v ]

(s {(éxrpnowifpnylv 2211{6@%%(?15!406% yOBL hypinhengilRyyljexyl-acetig acid,
[2- (lst@nﬁmmﬁyh;(mme}thylmﬁmﬂama:ic acid,

131z s(@ﬁﬁ? BYARHIL) oL 1Y) oYL Adtlieag! ] - 4- (trifl

[2- [HZMFtMIVét[W th(n[eHH ﬁopﬂémyplséfpryaﬁw}]a‘hnﬁg}mwnﬁml}ﬁf&noxyl-
aceti®ydifl-4 (trifluoronethyl)phenoxy]- acetic acid [2-

2 g‘{#tgxﬁ (txlr}/eltlﬁﬁll.{]ﬂybﬁg @HP{%‘J mF‘ihyQ[l ,1'-biphenyl}-2-ylJoxy]- acetlc acid,

2- (@@'fbp*‘méﬂ’@ﬁ@t sﬂr)fbwmwb M debinbenyd]-d-onrorghia rddbmsthyl
estdfCT/ SE2004/ 000535 121

2! ({ZZ%O;&YHLT %3}%)3? ékétﬁ%rr%g@{ﬁ?/l o oin_}q }é&lr alcagaoé&fij: Eéi&,oi-ﬁ{éﬁuyl

este2- [ [ 2' - Chl oro-4' - (net hyl sul fonyl)-5-(trifluoronethyl)
I[s ’tnﬂuo@hﬁt}@wilwﬂ 1Y-kdrphenl rau@aa@ma acid 5

[[31%)51& o %&y&g‘-@n@@@ﬁfe’{ﬂe ﬁg Wignehyl-PRSOY! dcefic %O
[[2 NjfoS-(tFiflDorometyy 1 kil oipbenyllohylIpx 8l peqticracifor omet hyl ) [ 1
[[2"-Methii-B ﬁ[ﬂﬂoltorﬁeﬂit; @xybirhe®)i-280 @cgu@s:dlai
5%t U e A L PO B o
[[5-dEiifludgromethyl)[1,1":3",1" terphenyl] 2-y1]oxy] acetlc acid

2 (@&Ho%%mah@sayps A(tnfid@&hathﬁ f1onpiptrefyl{-4rdatdd1@Tio aEit [M-ekhyl
este i phenyl ]-2-yl]oxy]-(2S)- propanoic acid
[[4'-Nitro-5-(trifluoromethyl)[1,1'-biphenyl]-2-yl]Joxy]- acetic acid
[[5-(Trifluoromethyl)-3'-[(trifluoromethyl)thio][1,1'-biphenyl]-2-yl]oxy]- acetic acid
[[5-(Trifluoromethyl)-4'-[(trifluoromethyl)thio][1,1'-biphenyll-2-yljoxyl- acetic acid
[[4'-Methyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylJoxy]- acetic acid
[[4'-Fluoro-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylJoxy]- acetic acid
[[3'-Fluoro-5-(trifluoromethyl)[ 1,1'-biphenyl]-2-ylJoxy]- acetic acid
[[3'-Methyl-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylJoxy]- acetic acid
[2-(3-Pyridinyl)-4-(trifluoromethyl)phenoxy]- acetic acid
[[2'-Fluoro-5-(trifluoromethyl)[ 1,1'-biphenyl]-2-yljoxy]- acetic acid
[[2'-Methoxy-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylloxy]- acetic acid
[[3'-Methoxy-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylloxyl- acetic acid
[[4'-Methoxy-5-(trifluoromethyl)[1,1'-biphenyl]-2-ylloxy]- acetic acid
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[[2",5-Dichloro-4"-(nethylsulfonyl).[1,1"-biphenyl]-2-
yl] oxy] (2S) - propanoi c acid
WO p@+/bdses 0- 4' - [ (di met hyl ami no) sul fonyl J[1, 1' mDhmy4/¢00535
-2-yl ] oxy] - (2S) - propanoi ¢ acid
[[2',5-Dichloro-4"- [(d|rretth@mno)sulfonyl][l1 bi ph
enyl] 2 yl ] oxy] - (2S)-propanoic acid 15
[ (5-Chl oro-3' -cyano[ 1, 1' - bi phenyl ]-2-yl )oxy] (2S) - prop

13 R PR ToRh-3-C RurermestyDb biphear Ry el sy
{3 -]PIﬁPGlel-fpﬁﬁﬂldbﬂonﬁﬁﬂwll[bxyblphﬁﬁl}-b{yﬂpayﬂe iaceticacidl
4" [F[r?q Q&' i&?gé? aneglgﬁﬂﬁ’fi%gﬂéﬂ b S0Y L detik achi Phenyl ] -2

[2-@E AT 4SS PRS- Mg TSRt RPER P 108 Afidny
[[41Cny 5} @iftEoro28)hyD)f bpasiphenyH -l ]o:2Q- acetic acid

(14 ?é{spg?ﬂﬁﬁlr f@gg}h ALY o llaokde 1 - b1 Phenyl -

[2-@- I%e[ )&wﬂﬁequqthﬂ)phm%% 3c8ti¢ @fidy| car bonyl )[ 1, 1
[[4-Gp ﬂmlylsuﬁoﬂjfl}-ﬁy(}ﬂﬂt(@@hethpll) dpkesbiptengtlizdylloxyl- acetic acid
[[42{ 151 eth o?ﬂlllt%éﬂ] % @Hﬂb%r]le&\yf)h Prbqﬂyén]yl]% ¥1|]3;8)j-y alceﬁg acid

o) ano
[[4 gnsd)ymaihdl)zrmrfq]%fomu S- (e parpes bt -hybiphenyll-2-pilghdnacetic
acid/! ] - 2-yl]Joxy]-(2S)-propanoic acid 25

[[4' ﬁ}g([grg% g%%glg)eﬁlg@gﬁxg%%éfogiyﬂ t.))' &Hﬁﬂgllolne?hﬁﬂ[i ?X’%;l)ﬁén%lﬁ)i Qf]oxy]

acefic pgid' | 4' - Di chl oro-5-fl uoro[ 1, 1' - bi phenyl ]-2-yl ) oxy] - (

[[4 S)ME{hgﬁaltﬁllaﬁo@Dmﬁmom&bﬂm-Sé(tﬂﬂuoromethyl)[1 ,1'-biphenyl]}-2-ylJoxy]-
| oro-5-fluoro-4'-(nethylsulfonyl)[1,1" -bi phen

acef F propanoi ¢ ac

2S
[[4ﬂ(ft[ezyﬁxman@sdféwfrirﬁp@ugrmeml}[ildob}@h@@)ﬂwwmm— apRtisHAsid
[[ let aihﬂn@)@alfoﬁ 33)5 (ﬁ{mfb@élﬁétﬁyla[ql H-biphenyl]-2-yljoxyl- acetic acid
[[4 ‘ﬁ?{‘é Bl h%l@%}?rl?oég\g{on&l]%O{{Eh@/rometh%)t[{ ?Lgipﬁen}ﬂ' P Qﬁs‘k’}]l acetic acid

[[4'E([P5m@h$ldf0®yk) +5- (e flhgiometiybihls 1 ybipharest I3l exyl- agstigaeidy | | -

[[4 Z%Me Mfﬂuﬁ@ hlf??ﬁPBQmﬂuoromethyl)[l ,1'-biphenyl]-2-ylJoxy]- acetic acid
sul f'o

[[4 11]% wﬁ'aawpé@&qyg 5,5 étpglu(grtoﬂefﬂllylfﬂli qnglpﬁgrwlf—% ’yil]oxﬁ acetic
aci@- [ 4- ChI or o- 2-[ 4- met hyl - 6- [ net hyl (met hyl sul f onyl ) am no
r2-14-9te %ﬁéﬂlm NOXidd-29)5- th%di’&@ﬁ@irﬁ2?9|-51pynnndm 1]-4

<m%u&r xl‘hy SRS nony] - 45 (29 > yr iy

[2-[4- Eeﬂiyﬂér[m@iylﬁy@hﬁﬁlﬂfmyl)méﬁyp miditylky] - acetic

(triftGbS aﬁ%l) Hﬁég@My accept abl e salts thereof.
9885 122..9. conmpound of
[2- fﬁ%ﬂﬂﬁéom A @hﬁfpmmﬁnylh? 1to 8 for

(trifiseromeittyhphamoxy]- ametlc mldswm@n@m selteati ng a di sease
[2- [129@ ﬁ&&%xw PeQ8inDlandingl-Byriniliah cofRflhé@hethyl)phenoxy]-

istering to a patient a'therapeutically effective
ace of a compound of fornula (1), 5 or a

[2 phifetat Suidimethlyl | pireeringbl- 2 pyamidiagl ] defifeeronathy] phanoxyl-
cekicl@idS. 11. A nethod of treating a respiratory

o R o S P By BB e i
[2 £ (Rimetedamniho)-Himetbyl- Ry ytimidiid]- éﬁ(mfémomethyl)phenoxy] acetic acid
[2-[5-Methyl-2-[methyl(methylsulfonyl)amino]-4-pyrimidinyl}-4-
(triftuoromethyl)phenoxy]- acetic acid
[2-[2-[[(Dimethylamino)sulfonyl]amino]-4-methyl-5-pyrimidinyl]-4-
(trifluoromethyl)phenoxy]- acetic acid
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[[2'-Chloro-4'-[(methoxycarbonyl)amino]-5- (tnfluoromethyl)[l 1'-biphenyl]-2-
yl]oxylacetic acid
2-[[2'—Chloro-4'—(methylsulfonyl)-S-(triﬂuoromethyl)[1,1'-biphenyl]-2-yl]oxy]—(2S)—
propanoic acid
2—[[3'-Cyano-S-(triﬂuoromethyl)[1,1'-biphenyl]-Z-yl]oxy]-(ZS)-propanoic acid ‘
2—[[4'—[(Dimethylamino)sulfonyl]-5-(triﬂuoromethy1)[1,1'—biphenyl]-2-yl]oxy]-(25)—
propanoic acid
2-[[2’-Chloro—4'-[(dimethylamino)sulfonyl]—5-(triﬂuoromethy1)[1,l’-biphenyl]—Z—yl]oxy]-
(25)-propanoic acid
2-[[2'-Fluoro-4'—(methylsﬁlfonyl)—5-(triﬂuoromethyl) [1,1'-biphenyl]-2-yl]oxy]-(2S)-
propanoic acid
[[2',5—Dichloro-4'-(methylsulfonyl)_[1,1'-biphenyl]-2—yl]oxy]-(2S)—propanoic acid
[[5-Chloro-4'-[(dimethylamino)sulfonyl] [1,1'-biphenyl]-2-yl]Joxy]-(2S)-propanoic acid
[[2’,5-Dichloro-4'-[(dimethylamino)sulfonyl][1,1'—biphenyl]—2—yl]oxy]-(ZS)-propanoic acid
[(5—Chloro-3'—cyano[1,1'—biphenyl]-2-yl)oxy]-(28)-propanoic acid
[[5-Chloro—4'—[(dimethylamino)sulfonyl]-2'-ﬂuoro[1,1'—biphenyl]—z-yl]oxy]-(ZS)—propanoic
acid
[[5-Chloro-4'-(4-morpholinylsulfonyl)[1,1'—biphenyl]-2-yl]oxy]—(ZS)-propanoic acid
[[5—Chloro-2’-ﬂuoro-4'-(methylsulfonyl)[191'-biphenyl]-2—y1]oxy]-(ZS)-propanoic acid
2—[[4'—(1-Azetidinylsulfonyl)—5-chloro[1,1'—biphenyl]-Z-yl]oxy]-(ZS)-propanoic acid
2-[[5~Chloro-2’-methy1—4'-(l-pyrrolidinylcarbonyl)[l,1'-biphenyl]-2—y1]oxy]-(2S)—
propanoic acid,
2-[(2'94'-Dichloro-5-cyano[1,1’-biphenyl]-Z-yl)oxy]-(2S)—propanoic acid
2—[[5-Cyano-2'-fluoro-4’-(tn'ﬂuoromethyl)[1,1’—biphenyl]-Z-yl]oxy]-(ZS)-propanoic acid
2-[(3'—Cyano-5-ﬂuoro[1,1'-biphenyl]-2—yl)oxy]-(2S)-propanoic acid, sodium salt
2—[(2’,4'—Dichloro-5—ﬂuoro[1,1'-biphenyl]-2-y1)oxy]-(2S.)-propanoic acid, sodium salt
2—[[2'-Chloro-5-ﬂuoro—4'-(methylsulfonyl)[1,1’-biphenyl]-2-y1]oxy]—(ZS)-propanoic acid
2-[[2'—Chloro-5-ﬂuoro-S'—(triﬂuoromethyl)[1,1’-biphenyl]-2-y1]oxy]-(ZS)-propanoic acid,
[[4’-(Ethylsulfonyl)-6-methyl-5-nitro[ 1,1 "-biphenyl]-2-yl]oxy]acetic acid
[[5—Chloro-4’-(ethylsulfonyl)—6—methyl[1,1’-biphenyl]-z-yl]oxy] acetic acid
[[4'-(Methylsulfonyl)-2',5-bis(trifluoromethyl)[1, 1'-biphenyl]}-2-yl]oxyJacetic acid
2-[4-Chloro-2-[4-methyl-6- -[methyl(methylsulfonyl)amino]- -3-pyridinyl]phenoxy]-(2S)-
propanoic acid
2-[2- [4-Methy1—2—[(methylsulfonyl)ammo]-5-pyrimidiny1]-4-(triﬂuoromethyl)phenoxy]-
(2S)-propanoic acid

[(5—Chloro-3'—cyano[1,1'-bipheny1]-2—yl)oxy]- acetic acid
and pharmaceutically acceptable salts thereof.
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9. A compound of formula (I) according to any one of claims 1 to 8 for use in therapy.

10. A method of treating a disease mediated by prostaglandin D2, which comprises
administering to a patient a therapeutically effective amount of a compound of formula @,
or a pharmaceutically acceptable salt as defined in claims 1 to 8.

11. A method of treating a respiratory disease, such as asthma and rhinitis, in a patient
suffering from, or at risk of, said disease, which comprises administering to the patient a
therapeutically effective amount of a compound of formula (I), or a pharmaceutically
acceptable salt or solvate thereof, as defined in claims 1 to 8.



