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and nmet hods of using such conpounds to treat or
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er o sease states including dyslipidem a,
hyperli pi dem a, hyperchol estereni a. _at herqscl erosi s,
at her ogenesi s, Hﬁ@éﬁ?ﬁ%%rfﬂ@rﬁ“ﬂ%w failure,
myocardi al infarction, vascular diseases,
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ct, the present invention provides conmpounds
[0003For mul a PeroxibbnRi FroRbator ActiBatil BeceptRisd PPARS) axpimgmbgrs of the
r?ucilegr t?orr]mi)t?et r%ge%gor Sé&;')e? %rr?i Y, %{%ﬂq aloe I}ggncﬁéctivated transcription factors
regulating gene expression. Certain PPARS are associated with a number of disease states
including dyslipidemia, hyperlipidemia, hypercholesteremia, atherosclerosis, atherogenesis,
hypertriglyceridemia, heart failure, myocardial infarction, vascular diseases, cardiovascular
diseases, hypertension, obesity, inflammation, arthritis, cancer, Alzheimer's disease, skin
disorders, respiratory diseases, ophthalmic disorders, IBDs (irritable bowel disease),
ulcerative colitis and Crohn's disease. Accordingly, molecules that modulate the activity of
PPARSs, particularly PPARS, are useful as therapeutic agents in the treatment of such

diseases.



L2 is selected from-XOX-, -XS(O) O0-2X- and
-XS(0O 0_2XO; wherein X is independently selected

wo c@sniasobond and Cl- 4al kyl ene; wherei n any al kp¢Br8200$/018167
L2 can be optionally substituted by 1 to 3 radicals
sel ected from hal o, Cl_6al kyl, Cl1-6al koxy, hal o-
substi t ut ed- Cl- GSUKMMA&Hﬂ(h@ﬁﬁﬂ&ﬂ%@ENﬂHO@d d - 6al koxy;
R13 is selected from hal o, Cl-6alkyl,. Cl-6al koxy,

[000d)dr oxy- CI2 GRF R§AEC Higi R5eseat By P oM LRSS eoamapnds of Formula I
hal o- substi t ut ed- C - 6al koxy, C6-1oaryl,
C5-1 oheteraryl, C3-12cycl oal kyl and R15
C3- 8het erocycl oal kyl ; wherein anyN heteroaryl,
cycl oal kyl and heterocycloalg I 3 is optionally

substituted wth 1t |nd pendent |y
~sel ected from halpg4 | tro cyan s€T. Ilgyl
Cl- 6al koxy, hydr oxy -6 kyI

hal o- substi t ut ed- hal o sub stituted-C

1- 6al koxy; R14 is e pcted fro - XOXC(O) OR17 and
-XC(O %7 wherein X is a bond or Cl1-4al kyl ene; and
R17 WoViigh ect ed from hydrogen and CL.6al kyl: RL15 and
R16 re 'rlg%ﬁ’ﬁﬂgée? élé!ctéc?fr ted . rom R 8 and - YR1S;

mher inYis a ected on1Ci 6al kyl ene,

C2- 6Bt kenyis selested RoBal NNy, -&XR(0)o - QNREXS(GREXOOKwheéin X is
is a bond or Cl-4al kylene; R17 is selected from
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sub&itRE-(; Qali &t }Bl&s%dtu@cﬁcagaﬁ{o&tyl ached form fused
bicycljc or tricyclic C5- 14heteroaryl; [0005] wherein

any Bryl, imeelegtedhirgm, ha@@l@ﬁkﬂyﬂl aﬁi@ﬂi’eh@@&]r@l@dkﬂyhalo-
soo 4 Bt e SRR gy BB eab, o eyetoatio
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Ci-6al k 6al koxy, C1-6al kyl t
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cya@'@@%gﬁ téey%’lﬁ« BTty ot vt

subStfedfehs 8167 C6-loaryl, C5-13heteroaryl,
“XS(0 2R 1 -XS(0) 0_2XR19 , XNRL7R17,
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or h “Sem ‘fi'lgahl@flctle g@e}‘g | Capﬁgdkﬁ% epengﬁa _ORes. QALY v is a

subs it ut

selesalddrdne @, %zﬂl&ﬁlbné) @, Qalkaiyldme, Ceydinmyldns, &@NIR.” and -OX—; X is a
Cl1_6al kox 1-6al kyl t hi o, hydroxy-Cl. 6al kyl, .
bonﬁ;gr 6118@1153%11@ 413 egs.setgg;teéaﬁq@hy agen and Cy.ealkyl; and R'® is selected from
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wnﬁlﬂhe%rhyto whiH R fhd 1R *aed aeR foffMided blAems bpaldtic Cs.
8htterocycl oal kyl, C6 _loaryl and C5 | oheteroaryl;

14h€wr@ﬁle’il,n any aryI heteroaryl cycl oal kyl or

terocyclo 9.is opti titute i th1s
O G G NN TR s A S
con‘iﬁlﬁa[tfbn dF¥8NBnd ﬂ ﬁ@plﬁ%hally%bgﬁhﬂégwm 1 to 3 radicals independently
hal o- substi t ut ed> CL  6al kyl hal o-
selected from halo, nitro, cyano, Cy.galkyl, C1 6alkoxy, Ci.¢alkylthio, hydroxy-C;_galkyl,

halo-substituted-C; ¢alkyl, halo-substituted-C;.salkoxy, Cs.12cycloalkyl, C;_gheterocycloalkyl,
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substituted- Cl_6al koxy; and the N oxide derivatives,
prodrug derivatives, protected derivatives,

WO p@sai@o@l i soners and mi xture of isomers thePenisS20a50a8167
the pharnmaceutically acceptable salts and sol vates
(e.g. hydrates) of such conpounds. [0006] In a second

aspect, .t he pr.es i nygnt
Co gt bty ~Saea T o SRR R AR R e DRSO R,
XNRICRORY-2c (NI RO Teg0jRALINEOINKITRP dugb )R *, -

i soners and n1xture of isomers thereof: or
XNRHXRIbeel+XOXR ), Vdmﬁptaajo byl Swieroarie pyxdéalkylmr heterocycloalkyl
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C1.cpIkgV et halo-sibstitited C, galdxyp whteint Kds pabiwblo@waamiémr R is
tonol ogy of the diseases, which nethod conprises
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sal't thereof n a fourth aspect, the present
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subgﬁgtgg?énalﬁgf ac H d C?\ﬁ%&ﬁ&g{gﬁe Ve Vesgprotected

denQQtWés GhRidual REABR an@%ﬂxﬁir& ¥f RORESI RS aﬁ(PtHe Ii)?larmaceutlcally
pat hol ogy and/or synptonol ogy of the di sease. [0009]

accdptatde §dlfstand aslvetes (. g Hydmtess efisuchrrompbingds. pr OVI des a
rocess fqr preparin onpounds of. Formu] a and t he
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e or nore o e ri nlmMEmzneahaerMOm
IOOQQam e helflé’lrfrgglft{; BSDERe d;ggseﬂg,llnygﬂ;}on HrﬂHSF%/ cuse of a compound of

Forkﬁ?iaaﬁﬁl e m Et‘eﬂir‘]é;(l) bdic bR %ﬂ t |tln %%If iH raﬁré}i 'mal in which
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PP ARiaci@wity, phl;tichhﬂy(PPARS activity contrlbutes to the pathology and/or

symptomology of the disease.

[0009] In a fifth aspect, the present invention provides a process for preparing
compounds of Formula I and the N-oxide derivatives, prodrug derivatives, protected
derivatives, individual isomers and mixture of isomers thereof, and the pharmaceutically

acceptable salts thereof.



i mdazolyl, pyrimdinyl, furanyl, oxazolyl,
i soxazolyl, triazolyl, tetrazolyl, pyrazolyl,
wao boosnydopo et c. " C6_loaryl CO. 4al kyl " means an aPgl/Us®05/018167
descri bed above connected via a al kyl ene groupi ng.
For exanple, C6_loaryl Co_4al kyl includes phenethyl,
benzyl , et DETAYXLEA) DESCRIBIION ONMTHESINYVENTION ed or
partially unsaturated, nonocyclic, fused bicyclic or
Defiyitieged pol ycyclic ring assenbly containing the nunber
of ring atons indicated. For exanple, C3_Iocycloal kyl
[0010icl udes c\Wkydperopgioupcndlasbutry¢turat glemspesfiother groups, for example
cygl a .. etqg. . "Heterocycl oal kyl". neans cycl oal kyl,
bl s it i Ko OB T PO DREAIGHG: o cllony
) P
ol PSSP St pREReas, MO AR e R AR Rhohetty
penta8i6)oethyhrand 8{0lild., wherein R i s hydrogen, d _4al kyl

or a nitrqgen protecting roup., For example,. .
[00d ghet er o%rbﬂl dagaRy R Ha@wﬁg@w qruged;bicygBp Prosaticging agsembly

B T et AR B0 LAt v,
prefetddey pliingl | ‘Ka&lenclmian DdigaBniaaaicsideiiobd fdh@car$t youp.

.. etc. [0013] "Hal ogen” (or halo) preferably represents
Hetorpawb ises fefineddor gt whers oap sbmigee ofifhe rig arenihsiare a heteroatom.
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Description of the Preferr Enbodi nent s [ 0015]
imigazedmtyrinndiayl, iferanpl oxdzoba, isensgolyh dsazotyd mptsidlylopwrazoigl,
. et hods. f or he,tr.eat ment of di.seases .in which .
thich o GoRATSICRRAHE T 07 ! e AR BYbthove CARastet! v 2 alkylene
i t he
i R LS e P S G T SR A
[0082]i mal a tiiychpbyl natdsye sfvraéed bvpartiatiymisatfratad, monocyclic, fused

. compound of Formyla I. [0Q016] I n one enbodi nent, with .
blCY“i‘ﬁé’Fgﬂg%edtRﬂFé’ wﬁa@ssa!fn% FHRABINg thenynabey of ring pigges indicated.

RSk 6, LR S B L 0B 3, oo,

“Heteclepelogi@nl’Inycane pclo iyl sodefmed omthivagliCdtiohablowideaahat one or
wherein any al kylene of L2 can be optionally
moxp Hdhq HRg edbosys indiged argraplagpd by a maiety geleptedniiogt €, -N=,-NR-,

- 6al k k . hgl. bsti tut ed-,Cl _6al ky| d.,.
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of tapventiprnglsdes honpiiobno, Qyralidiiyl, pipstazinyll piaeridinyl, piperidinylone,
sglecied fro dr n.and Cl _ 6al kyl; R15 and R16
1’4§%af%ﬁ@bsgﬁ8g4ﬁﬁ/ C'g%ie%?'ed from R 8 and YRL8; wherein

is a sels »
03, 5t S S Gl U g v

broime weddect ed from hydrogen and Cl_6al kyl; and R18 is

lected from (6 loaryl, G3 12cyc|oal kyl and ..
(9084, T3net er o} {7, “toRating tAngreRiRe otediiee mgthe ofalleviating or
abafth@ HRisb B Wil iRl RerRiat: s@ﬁﬁat&ﬁg attached



formfused bicyclic or tricyclic C5_14heteroaryl;
wherein any aryl, heteroaryl and cycloal kyl of R18,
worooshesoeonbi nati on of RL5 and R16, is opti onaPCUS2005/018167
substituted with 1 to 3 radicals independently
sel ected fromhal o, nitro, cyano, Cl-6alkyl,
DesCiiiptiah obthe Prefered Eyiliddimentsydr oxy- Cl- 6al kyl ,
hal o- substi t ut ed- Cl . 6al kyl
[00}Rl| o- substThegressnGrvediornaxgvidaTonmoyads aptepositias and methods for

o BRSO i
XNRl?C( mm7 &HO) N%ﬁéﬁ%ﬁo Q?_mx_ﬁﬁg%&es? ng%%h method comprises
adm1n¢€1(eﬁ)1g\lt?§<fhl§mﬁl,mal x@@m%ialzml’iiXMOmﬂd)f -a)é@iﬂ@llﬂncti ij Formula L
erein X.is r a en el ect e
[Ooi‘%iom hydr d§&Re 5‘?1'8 %fne@E\IW%W ne%eﬁ%ﬂ? e {9 o O‘g’élﬁ @g Feanyla b is an
inte%r BREE frd (k)|t§’§eﬁefs Q@ie¥bd bR gﬁ@kef oxg@)g k?ﬂld aB8(0)5., X0~

12cycl oal kyl ;" wherein any ar het

whetsin Dballkd/épemleﬂﬂlgtsereotegi cﬂoﬁ&h kg‘ﬂd :ﬁfd %QMyEnepWhﬁBﬂﬂ dny alkylene of
substl tuted with icals i ndependentl y
L’ cgp| @@pté%narlle/éﬁbﬁamsd bﬁ |1ttP é ra@%lﬁ selectad Gamybpjo, Cilalkyl, Cyealkoxy,

o R L AR b UM oo s

andRelt, US2005/ 018167 [0018] In a further errbodi rrent t he
i nvention provides a conpoung of Fornul a
I

[003%3 |_2 / dn rifgrthqrembodimemR ssdﬁwmn-x@X@O)OR%nd-

XCCQC?) e%élgr& 15%0686’% %;%%%en%(aal 8 i5's€ eéeé gongﬁglzrogen and C,.

6atlky$ﬁ'LI2 and RE3ré mdssdnehtBisddcam fdm —R%éﬂ@dYR]@lwﬁ%iﬁoY ¥s a selected
and halo; Rl4 is selectedfrgm OCH2C( O) OH and

from Chi Bk DpTH, szlkeladme RIEORTR '+ mtbﬁé)id,e)ﬁmt ybeml ecCealkylene; R

is s@gq%%ﬁgqu eh élp& gﬁymgﬂeérpd %(8 ﬁﬁ_&:lt S om 5’%1(13 ;_cycloalkyl

b I 15 16
andi(!;}g @%%%r?l %ﬁgﬁlﬁﬁ 'Ec%gé@h}f%g[ﬁ?ﬂﬁ the atBing lﬂ@@v}%{ohR and R'® are attached

forth émzd bixlytlic amntyicyclpyC4.dhetgroaryl;pyirereth diyytyl, heteroaryl and cycloalkyl
di b f 2-yl s f h b]th , _
of I o5 rcr L ARG PR s P OB FR B GFAIA 1 to 3 radicals

md%)egéégftlg §T gﬂl E?f%?xghﬁgg ﬁ?g’%%% 166513%1’ @Tl_Gaﬁéexy, Ci-salkylthio, hydroxy-

C1.R1k31, Giatoyslibeti i ed 20 ch1l4], dﬂall%édbst@mteldrc1%@&2)@31,&23@;5(}5}010a1ky1, Cs.
34d|h dr o- 2H bengwh % 1, 4] di oxepi n-7-yl and
sheﬁﬁmcmeipa yh Coorarskoptiandlymubstitelg m@ﬁlwaﬂqaxy,r%-lahqﬁ%arwb —XS(O)o-

Rmmgg%cpl?'g?%@ X@? I?Z’ ﬁ&%&%k@ga 7CO)RY, —XC(O)NR'RY, —

XNR ODIQWEEDQC(D)‘NR@RPN)@@@)RZQ ychR”XR” and XOXR” wherein X is a
6- di hggro 4 3-thia-| -aza-benzo[e] azul en- 21;/

bonﬂ@n £h mlkylong R’ 1stsel¢zt9;leﬁz>m frydraget and Cyalkyl; and R
Ceé-10 1 f( %5 mhetzeroar etgrgcgycloaﬁgltft hda & 2cyclga1ky1; wherein any aryl,

1s selected from

heteroaryl, cycloalkyl or heterocycloalkyl of R" is optionally substituted with 1 to 3 radicals
independently selected from halo, nitro, cyano, Cy.salkyl, C;.salkoxy, halo-substituted-C;.
¢alkyl and halo-substituted-C;.salkoxy.



wherein any aryl, heteroaryl, cycloal kyl and

het erocycl oal kyl of R15, R16 or the conbination of
WRIBSan®0R16, is optionally substituted with 1P€DUS2005/018167

radi cal s i ndependently selected from halo, cyano,

nitro, nethyl, isopropyl, isopropyl-sulfanyl,

I Sopropyl ¥
00} 0P 0P Sy NS ST A b9 S0t o Formu
Ia: trifluoronethoxy, trifluoronethyl-sulfonyl,
nmor phol i no, phenoxy, benzoxy, ethyl-sul&mnyl,
di nmet hyl am no, nethyl -sul fonyl - et hyl - sul f onyl ,
propyl, vinyl, propyk®x seEzb
trifluoromethyl-sulfah
di et hyl - am no- car bonj gt hyl - ¢ ONMYK_s@&m no,
nmet hyl - car bonyl, cy iyl - oxy, R
i sopropyl - net hyl &t no-ear bonyl
cycl opropyl - am no- car bonyl , cyc?ohexyl nor phol i no,
pi peridinyl, indolyl, pyrrolldlnyl
[OOI@]r rolidi nnlwlﬁd’f bﬁlﬁsléelec?eda’fﬁhhﬂ(m)é'z@mﬁpj@*f a@(@fwl 45(0)o2-, —

eridin carbonyl, nor phoI ino 6 WO 2005/1]31600
R s 08P bebtes —%@)amwc HiCoplop9C e hy s ks, fom 1.

e R Rl R PR S RPN PR B O08: R and

Rmaref Mﬂ ﬂerﬁryc&wcfmrﬂorﬁm%&ﬂpw&sﬂmrelﬁw {EUdeR:cieG fronRCy.
3PL  HOXNOS1 b /R | p2. Y [0021] in

6alkwbn@,rCz golkenyigne 2-GAONHndag e@d@Ht)h y-;ooll &t isdeleristhiom ghenyl,

bip RS} S Sy PP T B g A s benegg e E S EEBL
pyrﬁﬁlﬁﬁl‘yt didenyerearoyl ﬁﬁ‘{lﬂd tHehE(gHRﬁﬁPﬁéﬂéoﬁﬂoph@fz?g F¥ehok Sthiin-4-yl,

sel ected from i sopropyl 6Xy an hoxy
benlap)extzebft édomﬁr}éehlnyﬁ;odﬂ -banzolil, 4 okazi-6- yli,él—axd 23- ahhydrbe

beng nEceLfiﬁl g:}rf crhggqir&liﬁ) [q ,43%,11% 6d-y1C %e z%lJJ(zrt]zd ?yl?g, ! 1hydro-2H-
ben% A[Pglﬁ 4 (filp%tﬁagl?g @B@Eﬂ% ths ﬁllng %{éT togethfar Wlﬂl}] (‘gtg(eyﬂtorgs to which

R“anm“ phanachyll fer&céﬁ#dihy‘ifrodlapl{tﬁe[[léE»d]thlazol 2-yl, 4H-chromeno[4,3-

soprogﬁky phe % 5-(4-trifluoraoneth I-phenyl? t hi
dl%&?@wzdyfr 3z 1%11 tAzR-Depgabplazyl ?n-a theazthidzatyl.and

i fl uoronet hoxy p
be“%é"“[zﬁg‘/ g?ﬁgg%?yafg}é&h%%‘té;% éﬁt%a]t%ﬁ 1phenoxy} acetic
whe’iélhd\ny Rha ieaerohi9y e yaloslk A ddd HeYer{)@QEfaik PREURHSorGhe EdiBbination
i.aventjon nmodul ate the activity of PPARs and, as such,

of Par éndJBet isl optionally se@sﬁltn@ddwﬁeh@e% ragicali isdensadentivrselehied from

halo cyano m(%rnot rrﬂe u};lefgoﬁrgpytrlhl%o ropyl- su?i%Xyl, isopropyloxy, hydroxy-methyl,

methyl-sulfanyl, methoxy, ethoxy, pentafluoroethoxy, trifluoromethyl, trifluoromethoxy,
trifluoromethyl-sulfonyl, morpholino, phenoxy, benzoxy, ethyl-sulfonyl, dimethylamino,
methyl-sulfonyl-amino, ethyl-sulfonyl, propyl, vinyl, propyloxy, sec-butoxy,
trifluoromethyl-sulfanyl, dimethyl-amino-carbonyl, diethyl-amino-carbonyl, methyl-
carbonyl-amino, methyl-carbonyl, cyclopentyl-oxy, isopropyl-methylamino-carbonyl,
cyclopropyl-amino-carbonyl, cyclohexyl, morpholino, piperidinyl, indolyl, pyrrolidinyl,
pyrrolidinyl-carbonyl, 2,3-dihydro-benzofuran-5-yl piperidinyl-carbonyl, morpholino-



and/ or synptonol ogy of the disease. This invention
further provides conmpounds of this invention for use
WO pooshesopr epar at i on of medi canents for the treRdTEAI008618167
di seases or disorders in which PPARs, particularly
PPAR5, contributes to the pathol ogy and/ or
synpt onol o f the disease. [,0024]. Such c ounds .
cartigE 18R bine iyl AL, GRBEH TP GmotRG S asP B T ehyt-amino, and
' [Wal i hyperlipidem a,
Iﬂwﬁ@g@?ﬁ%ﬁ%&%???ﬁ%?gﬁﬂgﬁﬁgﬁgécIerosis, at her ogenesi s,
[0020]per t ri glly aduitlthe rivdodineant Biref caindponeds dfyfoemula Ib:
chol esterem a, nyocardial infarcti on, ascul g
di seases, cardiovascul ar di seases, hyperte#s "&ha
obesity, cachexi a, ﬁlv 7 WD 2005/ 11600 pl
PCT/Q§5005/018167 Rﬁbsting syndrone, iAfkafme
art hrits, cancer hei ner's dN egse, anore
anor exi nexvos / bul Yma\ ski i/ di s@rders,
respiratory doseases, pphth o di st der sx.l BDs
(irritable bowel ease), ulcergtive ‘olr?T. a
Crohn's disease. Preferably for the tredt rrery of \ 2! p2
prophyl axi s, dyslipidenia, hyperlipidenia.#
hyper chol esterem a, atherosclerosis, atheyogenesis,
[002K)per t ri gliywdidhdphiand p2 arcdindespradentiyrseidcisddivms ), 1 and 2; Y is
h rtepsi abgsi t j of | ion, ncer,. .SKin .
seleglel i Netnd G ¢ it et B0 el Laa B3PS ity s setected
e , . 9
B R R O a6 Pan
methoxst.i cal illness, increase nuscle nmass and/or nuscle
strength, increase | ean bqdy Ss, i.htain nmuscl .
[0023]r engt h Hhiefereh EomBeInds of ﬁerngﬁaéﬂeﬁgtaaé%ah% Haswles, infra
: r 1
Mo IS8 FaRuBRENS, (o 3t BRI RNR B8 RLRERXBR phony)
5-(4afrifludeonidtReeRphengl)ethiaz i -yhyethex v Iphediebphehox Ppavetic sicid; {4-[4-
as hypoglycem c agents for the treatnent an

d
(4-ippreoreryrbhen-Scddriaiiupometivi-phendhthiazeb 3 wagthgkyk deeethyl-

t ol grange, .hyper gl y,ceni nd_insul. n, esi.st.ance are
ohep iy ERHEi SR L5l C St adBH 0 5 G ShEP R Ay pheny-
thiah@@&fn@&h@(;?@%@th?’?bl@&éky}iﬁée(ti'c_@de | npai red 4 ucose

Tol er ance GI), [npaired Fasting 3 ucose (IFG, and
~%Merably type-1 and type-2 diabetes,

' Met abol i sm (1 GV, Inpaired 3 ucose

[ooigl er ance (driglounddBeitheentie nfodtlated e GiGH5ST HPAT and, as such,

[0027] In accordance with the foregoi ng, the present
are usafielfor teatingrdiseesespr disotitess ia whith RBARS gentpbutee i thagatbology

reati ny of . the di seases or. di.sarders.described .
andgsaepiohdovs e dierh HOBITBRInCHTST SRRl of this
invER{oR 48 GRIP HeSRep AMBI U Sh &S dAnt 0P BledreatiR 6F deases or disorders

therapeuticall'y 'effective amount (See, "Adm nistration
in vanch PPARsgeetituilahl PRARPaentributes td the patifolep)y anfl/ax symptomology of

conpound of the invention or a pharmaceutically
1h6§@€%§tab!e salt thereof. For any of the above uses,

e requir

00, P S 0RBB iy MG BOEANN DR 26k hORRAR: &
propliyeatis dysiysdérhia, Bffegiipidelan hgwdrchbhstepingis atherosolenkis,on

al so
atherogenesis, hypertriglyceridemia, heart failure, hyper cholesteremia, myocardial

Xi a,

infarction, vascular diseases, cardiovascular diseases, hypertension, obesity, cachexia, HIV



concerns: i) a conpound of the invention or a

phar maceutically acceptable salt thereof for use as a
wore@saswent ; and ii) the use of a conpound of PEEUS2005/018167

i nvention or a pharmaceutically acceptable salt

thereof for the manufacture of a medi canent for

Wasgr SVt ng dgé@h%g’géﬁ,ggtgsgg c lgléb%n%l?% lg%asgranorexm anorexia
nerx?qog /bUi%aQQ %k&l(ﬁ;&ae aﬂlﬂl'to%/ AL QY @maﬁh@rd}%&&g | B®s (irritable

rfpositions | general, compounds of th
bowieh#isedse)) ulomdtﬂve behmjzmdrﬁmhn*s didedsa. Prdfemablydut theateatment of
ef fective, anounts via any aof th(ﬁgusual and accept abl e

propfiyireds, REHIGTHA Rerlidentias R fepigrepnigyratheiosclerosis,

t
athfPREaE th PR R E cn TRl U, B BABRISY, oty
infléepeneh, egnweR skiredisedens) IBDsAirritdide bhwd aseasd) hdcagiiveadiditis and

relative health of the subject, the potency of the
Crobosrgiserss: used and other factors. In general

005 1 i carigmiiP bR ifichBRL R A% dSsiati ByRGElopg term
cnuaaﬁnﬂésk Qn&%ﬁsehﬁdéélé’\ﬁh@%d/of\&ms&@'sﬁ@ﬁgiﬁi ifaveht 1605RAS thdks,

(f e.g. humans, is in the range from
mamhmmu 65$ﬁgencgth mgloﬁunctmonghe dderie ailemce ynuscle endurance and muscle

ni st ered, ses up to four tines a
i, BbeRse o Pt DG SIS Tt P ooage T or m for
aI adm ' :
00RE! eai ot PEHLnRERES SN pREMA Snvehtioh nad B8 (e in
maranhaisras iy po gdyceaasic yagatmﬁxrehﬂwmhentcan&pmemmnsf dopdaiops in which
conventi onal route, parti cul ar, entera

impgfred ghpcosg tglerance, toherefsPRS IP%}BllnéfF%S%?Cf’c%ﬁ isgpitedopuch as
typéSJgr u{ll B@%@ di¥betSs %1 aikdd (t}lla@osfe%gﬂag 1 S'tIP Ié‘f&@a %ﬁalredh(}lucose

ns or suépe sl ons,

Tolérandd @GT), dinpaired Fgting Gladose @ﬂ)ﬁarﬂrSmﬂmx Brefértiblg type-1 and
nasal or suppository _form.  Pharmaceuti cal

typed ﬁwbgies,u Topaired fbraosy MytahoismikiMe lamairpd Ghicesehelerance (IGT)

mor in a pharmaceutically
andg%’gglﬁ? %lsémggl?corsgr(;ﬁnﬁ)n association with at |east one
[o0Pf]ar Maceutth GatdriaRe GaH A0 e &AL, tBE preferd itvéRién BathePFrovides a
manuf actured in a conventional manner ~ by m xi ng,

methed faripagvonting or Eesiingagy néthieslissases or degedery descidpediabove in a
an be tahlets elatin ca
S“bl?B{%ﬁeSﬁﬁ ﬂgs‘{cﬁ TR aﬁ“ﬁ%F’éﬁ}ogr?Pg‘tpgﬁ"ést arﬁjé?m(oﬁfei“ﬂgicj said subject a
theﬁ%éd’ﬂf%ﬁﬂf eff@otﬂ'e arrio%ﬁf @2E Acﬁiﬁ?&fsﬁ 886 e PR AP RiceRANEbAbositions”,
rbit cel I ul ose and/ or gl ycine; b) lubricants,
infre) of 3 cosrnpmmd of thealheentionst e@halmrmemtd;allytascapm@tﬁaslﬂtumrwf For any

cal cium salt and/ or, pol yeth I enegl col; for table
of the ShpVE Pses, Hisaraired dgSaea i RESY GeHeal BRiov s Boff Bhgdsministration,

the g&@cﬁﬂr PAR{ Fon t%%eéﬁﬁ'a{éd d e a{ %’esnreﬁmtfﬂé( {)Icegéﬂt #hRifon also

um car boxymet hyl cel
conb@hy\i) aybmyswld dfdﬁfﬂﬁwemtfonct&% phatingbeutichllsyi dot @yataa st thereof for
e.g., Starches, ar, alginic acid or its sodiumsalt,
use@p a@gdigament éiﬁﬂ nan use 06 -2 cogenBd Oét)healb\@@iﬂ% At & pharmaceutically

acc%pg[%l% garﬂ 1§181r:] %{ﬁfl anlgfagéf nxg%cf Gam e §5¢ p%?Ye%ﬁmg SF treating any of

the SHSRRE 61 FRSrdeANTEsGIHRAABOTHT | €S can be prepared from
fatty enul sions or suspensions. The conpositions can
be sterilized and/or contain adjuvants, such as
preserving, stabilizing, wetting or enul sifying
agents, solution pronoters, salts for

8



regul ating the osnotic pressure and/or buffers. In
addition, they can also contain other therapeutically
wQ adogaidoeo subst ances. Suitabl e formul ati ons f oPCT/US2005/018167

transdernmal applications 9 WO 2005/ 116000
PCT/ US2005/ 018167 i nclude an effective anmobunt of a

AdpSiRivBawes 2 PHA nRiceR@al Gomvsusitiom® Wi th a carrier. A
carrier can I nclude absorbabl e pharnmacol ogically

[0028F cept abl Bn gaileveddosnpoandssafithe inyestiageilt be ainghistdred in

therqpu e IR B OB A G BN Pl A3 S eDele TG B EP I the
art, égtgref?iﬁélg/%'r in 8&%1‘3}&1{%}9&1& BRe Slollﬁel%l'tﬁg‘ wtic%%@}rrgs Y A%Exlapeutlcally

a rate control |ng rrer

effedlBliat@iunt ¢ veoyidolydépending o Khesevtritynsf thodiseaat, the age and
controlled and predeterm ned rate over _a pral ong

relatpyesrticalih of theisiey cotafhe RetsaRs Of teserppEnd Wd dud pier fe@tqrh el
geneaée%atls%a {otr%‘ﬁe[shf‘@ar%(% 8B q LY ﬁ]%é%ﬁfgtgﬁﬁ&lfy aﬁ Qaf dosages of

orrru ations for

fronfatidut 009 té DSnEdk B¢ WRSsht AR ifdiedied am;yd@ag@muﬁe larger
solutions, ointnents, creans or gels well-known in

mantthal, agthunSushis datheaargearom sbouiidh Img tor ahout 1 ¢lmg, icoayeniently

b G G oSSR LD BB Sl

dosagg 'ﬁl‘ﬁ%‘ fbl 6131 AR dtS4BE cAmplitet AR 1 ©H0nYg Rhiifve Sl dr¥ent.
nmount of a conpound as described herein in

[0020pnbi nat i Glemyiotthdsorfghe Bivemtimecap eradmimsteiedas pharmaceutical -

acceptable carriers. [0031] Conpounds .of the inpventio
compeitigns cHRYRO8Y Etiegal rﬁu&eh@rpéﬁt&%r@ateﬁ}?a 82 S [Y £ i the form

R A

topit e, pES $1eme fori efldtions, gk poin@haiies: dréanid)ar itpcrashl @radupposﬂory
conbi nations, such as a conbi ned preparation or
forrrp h%hw@@qwelaonww@m QIBRTISINY & BRMRQIIGiOf A RyRgent invention in free

fornf % olv & 3}&1%30%1210%3]2 e %pﬁ%lg? saﬁI fo‘hEHn a]@égﬂhbﬁ? g]lt?%lt ?e%g‘l.] Jﬁ%d

acceptab

phaditdevticadl ab@@ﬁdbl@@@n@f(ﬁrldﬂﬁeﬂt e Bél h@ﬁﬁfaﬁﬁk@tﬂh&%oﬁﬁ@[ﬁonal manner
[0033] a) anti-diabetic agents such as insulin,

by mipingl grantleting ar ¢aasisg arethadisnEes exampls, &al|compositions can be tablets or

B T .

dext%’éef QRYdsUI BandiRe &l |c'eH@16§§a1§154§r'k1?c3né"%? hdbricRhid &Sy, silica,
e.g., nateglinide and repaglinide: insulin sensitlzer

talcamcttears goid)titemmgnysiwsion ealplhusﬂﬂiamd@e poBetipRRegdlpyol; for tablets
ighibitors such as PTP-112;  GSK3 coge nt hase
o) RIS} &1 MEDFR S SHEHTAUICGE. By It Cegelans) Sagesn
N e e
disiflepianSpe.g O starches pout elginiaididiot s sodiua kalgor BffEHBScent mixtures;

| ycoge hosphoryl ase A jnhibitors such as BAY
andgzgabqbsomeggamla@at%ﬂ@wrw dteetgisn: JﬁPtBWS compositions can be

aqu%oqlé%)o% e s eluhgr?slpog'pil%gem%ﬂsc Qj&f%\p%% &ﬁ% gzsm %‘Ereéared from fatty

emuRi 6 udpABidnéi PhelcothpRitions carDRPitMiliAbdpap/or Byltain adjuvants, such
peptidase |V) inhibitors such as DPP728, LAF237

as pfesetviiagy |siap1hzmg, weltingst etlsfyingm eonts 3xiution pramoteas salts for

reglﬁatlngqtkle Rsmotic pressure and/or buffers. In addition, they can also contain other

therapeutically valuable substances. Suitable formulations for transdermal applications



10 WO 2005/116000 PCT/ US2005/018167 GSK23A ; an ACE

breaker; a thiazolidone derivative (glitazone) such as
w@r@gliidoazone, rosiglitazone, or (R)-1- PCT/US2005/018167

{4-[5-met hyl -2-(4-trifluoromnethyl-phenyl)-oxazol -4-ylm

et hoxy] -

o AR BBt e eV iR e SR Wealer. A carer

can 2314 3B&PbaAS pE2HRENBSicdily AfcefsBleRbR etlts t@ass1st assage through the
non- gl |tazone type PPARy agoni st e. g

skin[od@iBHosh ) Faryepaimp}s, uemdcna@einm%m i 8:@ form of a bandage comprising

w bRl BT T i e the FTRET R Ron L 5B bersoptionally

a raﬁ'c%@ﬁhﬁé biriePIAYAR Ak Romp&edd 16384 &lih B thEBNESH %tc'oﬁtrolled and
velostatin, fluvastatin, dalvastatin, atorvastatin,

predetesmimd tratt Dmempkolqngvdigcmd of tirsgywad maansgorﬂehlasehe device to the

sk1n;<%%xtg%té%¥1§k}m>i%grﬁalggg%%@ﬁpr VA g%.)litag d LX%&'()rllsvf%r topical
applgégaglgl:l,' J‘% Crofis SkiARAd B5R Eﬂe%efgﬂgwqueausas@hﬁﬁhb -ARERhisY creams or

appetite regufating ag such
gelsphedikgown inethe ait e Stiencanbuontaiic salyiilivers, stibXérep) edracitynmhancing
amphet am ne, fenfluram ne, dexfenfl uram ne,
agenys, Mﬁeﬁrﬁrﬁé’r“@ﬂapﬁ%t dexf enfl uram ne, mazi ndol ,
ent er m /e, r
(00 o et ek %@8?@%%’5240 Bhbdis o phl FREYL R AR Absition comprising o

therRSNZPAIBL éffdctiee amphistiryflapoapannd aydaserind leedpipesmbination with one
ephedri ne, pseudoephedrine or cannabi noid receptor
Or 13qi¢ H@%ﬂiaﬁ‘%@}‘?a{lh%’@]ﬁabbe @9 S-hypertensi ve agents, e.g.,

op diur [
oo, O 1 REpSRED: 85 ST YOI Qe e R HEcay
effe6i QdnhdubitHinl denbindipd vaahbRY tniira Aicipeutisrhgentd @Rarmaceutical

angi otensin converting enzyne (ACE) inhibitors such as
conthitrbipBr i I capt opr| |, enalapril, fosi nopril,

[00# f’nl B?Plr H ﬁ %%:rlé mpqn ion %ﬁ:g Eel t8§ ?%Liafapqxg e'u ical combinations,
suciNgs &&Hﬁﬁ@@pﬁﬁé@fl@@ r Ma&&@iba@‘én@bﬁﬁ&h (fixed combination),

neut r al endopepti dase (NEP) inhibitors e.g. thiorphan,
contpenstngol)tawcunmd of Q@Ztgawtonas:éeﬁmwbbw or zo;pleargiaceutlcal acceptable

1t§g%o%t ?r}(fz(j%t qr%?a:o '8% ﬁ‘ﬁ%?adse%gﬁedje%‘fcgﬁa at rl | at ,

[0033]t agoni sty§ aﬁt‘ll‘athb%ﬁc SENEeRRh hdthsulBl 'il‘i)s‘%lﬁhtdéﬂvatwes and mimetics;
i rbesartan, losartan, telm sartan "and val sartan, in

insiiarsetregagues alicinas the sulfmyilureasnhgb Qlipizds glybuside and Amaryl;

. |sk|re rl akiren, .ditekKi

insigofpiy f@léony?@eaaqcsw@r s Sudt snealypiiesy 2 s hntpetipide and
repéJ it g{ ﬁ’lbn sé'i‘lts flich as gﬁ)ttéiﬁ g%reﬁme gl'lt gﬁngAeQiB (PTP-1B) 1n111b1tors

topf pran and ti nol ol
such aOPTP{1i1 2; GSKﬁt(glycsgmrsyaﬁlash Igmasie+3) udxi:lbimmmcrheasﬂmsw%s SB-

4195043, $Bor H7 63 axbﬁfpﬁmgﬁﬁn%ﬁ:wﬁgﬁg@ﬁ? éﬁggﬂiﬁ%ﬁgs such as GW-0791 and
AGN- Fﬁz@h%oﬁ&? 3 Oé'%h%ﬁ’c'  dif 00sE bd-BdhloREr inhivioliueh E?Talrb@s glycogen

ver aparﬁ ero receptor "antagoni sts; an

phoapliteslay Arghibiyers Bacteas BAYIR 3401 shigh4Eee]suel) asambiﬂ)brmm alpha-

I ncreasi ng conpound; 11 WD 2005/ 116000
gluensdassmbinsiors sieh 2s acarbose; GLP-1 (glucagon like peptide-1), GLP-1 analogs

such as Exendin-4 and GLP-1 mimetics; DPPIV (dipeptidyl peptidase IV) inhibitors such as
DPP728, LAF237 (vildagliptin - Example 1 of WO 00/34241), MK-0431, saxagliptin,
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[0038] f) Chol esterol absorption nodul ator such as
Zetia(r) and KT6-971; [0039] g) Apo-Al anal ogues and

wOoremsiiies) [ 0040] h) thronbin inhibitors such BGT/US2005/018167
Xi mel agatran; [0041] i) al dosterone inhibitors such as
anastrazol e, fadr azol e epl erenone; [0042] j)

G P Pl 8 BcRl 2 81 ARLISAE ORI A%APR! fibfitazone,

ros1gﬁﬁ.tz@fet &f @ {@[ﬁﬁie&ﬁﬂJZV@-tﬁﬂhbl@ﬁﬁhyﬂ%@@ﬂ bxz[ﬂé{ikﬂﬁﬂh@ﬂhoxy]
sel ective androgen receptor nodul ator; [0044

ben@fm@ﬁﬂfomlr}a%)étdlh@r éhtndgbc?ncabomlérﬁmdabécmbﬂdu ipit Qméent

- estro DOI.SQIEI as
apfigionn TERLT0403 8 & shakRSRE [ of ERRENE HTEhok i bpmpnperrary
agoﬁggé yegegente; al kylating agents, antineoplastic
antinetabolites, platin corrpounds, conpounds
[003cr easi nd) Wh@lmdmi@lagelﬁﬁ sizchers édtydw¢xw3 ﬁmﬁﬂhwlﬁutaryﬂ’myme A

GTMﬁB(S bor d?é{%s%snlﬂ?l 1tcl)(r|s ng §’ elolvgs%t?ri thLaveP {a%n mmvag/tatm pravastatin,

cenbhsiaftml ﬂleeésmﬁf lwiosﬂatlﬁ eﬂlﬁébtﬁ@n B vaMhtin DEGS QA BT Las%atm and
et hyl phenyl }-4- (3- pyridyl)-2-pyri m di ne-am né

. rivagdiatiny sgbelené syrltliwe Eﬂnlmpnarﬂﬁh(ihntescaﬂ N tecegtdn) ranERXR (iver X
564 409 a le 21 or e .

receplqphipandsg Sf{@% nﬁn%l@hi}br-arq% RHigotBiic qcig pyd 8SRUERSE | yor omet h

phenyl ] . : :

[002{’:‘2 oyri din c') %n ti F%l??sll‘% a(%erﬁt_oiaﬁ)%lr%e e la}gm% Zag?ﬁt gléICh as phentermine,

leptile Heondrenhting dehmpﬂtanmeamﬂ)hatahmeﬁeﬂﬁraﬁdﬁé) de28dfhasmine,
exanpl e 92; and [0045] m an agent i nteracti ng wth a

sibufrapprme, oglisia X %ﬁhlf@mnsﬁna@@ﬁiﬁ PheptsFmEe; peendipetrzame T4

R Gh B uSub Ranse! i rac LBy b lnoat
pheﬁﬂbﬁ)@h@olamh&&melcd}ﬁpam; ¢phiedieig, prsudb&ialin®s: calnﬁa‘tﬁﬁ@lh receptor

case a pharmaceutically acceptable salt thereof; and
antagenisthal | y a pharmaceutical |y acceptable carri er.

[00% 047] I\/bsé) aBﬁ yﬁért&%w%ogpntp aet | 01%0}9 8fur<-fnc s 3 rﬁq{ as ethacrymc acid,

gaser od,

ﬁudsbﬂn&mnud@@anm%r fividticy @ucﬂngis |tﬁ1§ﬁ@@ aém&mss @Blorithiazide,
pi o?l itazone, rosiglitazone, or (R-1

hydferhjgothiazidgl araﬂmdcb ahgioleosio mewmmgm@ame)(%mmbmly |smh as

b Lf
beng iR BT RROE o RS iobl e Fapl mpeiprib AeragtRg iy ineprl

ramfiREQRY @xrandmg@ﬂd inhitoPKdf 1B NaViel SSPF ab@thembP4rlel prind suRh af digoxin;
statin such as pitavastatin, sinvastatin, fluvastatin

neutrplepdepeptidase (NEP) Oddtgiorse. gftbloaﬂdrla}a, tetteo-ﬂhalfpﬂlammzwaﬂ ECE

inh G SENRUSoROGTL Grtib S PG R awa il grormiuaet and fasidotrl
angﬁﬁéﬁéﬁ} IaBtaBomORRLARLY QAW Bprosiea BB LaHEAR 1bhrtan, telmisartan

fective amount of another therapeufic agent as
m1ddmnarbe1mlpaboulex vasatan; eavhinhibitomsuel dediskiren, terlakiren, ditekiren,

RO%G{I?YE,?@E) (% ij]g%ﬁ B?azl)ré%g%{: tre%gpt!@%ﬂ%g]ggg Eltgp@@@@nbbutcﬂo atenolol
betzfxﬁf({l Lﬁﬁ(ggél/op @&g@l rold? gTaﬂgfla %@ggxgogﬁbg&glgf %ﬁd{ ?mgo ) éﬁét}@ic agents

or separ at™ I ne

such ag digoxin, debutambing apd nﬁh‘ﬂloumlcblcdﬂﬁ algantDisloskers: Mhla@ kinlodipine,
osaeformrrad\é?also be a fixed. conbination. [004]
bepridd, &iftiagemy felodiing, nacagdiping cniggdinine, nifediping; rigolgipine and

verfSalifil; 'aﬁioggero%eq‘g&p{b?'Eﬁtsdg&ﬂ&s, and aldosterone synthase inhibitors;
[0037] e) a HDL increasing compound,
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be taken fromthe actual edition of the standard

conpendi um "The Merck I ndex" or the Physician's Desk
wRedosnemee or from databases, e.g. Patents PCT/US2005/018167

International (e.g. IMs Wrld Publications) or

Current Drugs. The correspondi ng content thereof is

oo e2Y | PRI A B ES  PREEP R

[003®geNt s angd) Ap baspﬁnmgfebmhﬁétﬁfsences I I keWI se
enabled to manuf acture and test the pharmaceuti cal

[0040hdi cat i ohythaeribisriohiditoissych as Xmalegatiant est nodel s,
th in vidr, nd in,yi.vo. 005 referred
[OO‘QE pect th¥ aflg(?fg‘ﬂ?l? Whj\cf’étﬁﬁse?l m'l?ﬁ cg?f{lr :L$ ep{erenone

[0042?:”'903| t i Pinhifbis R MGl a e QIHﬁras%bﬁlﬁnaclomdogrel bisulfate;
erapeutical |y effective anount of a conpound a

[0043¢scr i bedkhestesigan, testostanne, aseleotiventsiriogen receptor modulator a
t her apeuti cal | effefai' ve anount of at | east one

seleciive; ap IQ%F?&P hodBfalot ed from the above descri bed

[004] OUP @) 10 HemdWorapii€d Jht Ql"i’&leas a%lﬁﬁlﬁiéﬁﬁﬁﬁﬁbfs% |f¥mara, anti-
acceptabl e salt thereof. A phar naceut i cal

estrageny) depdisommerase Ianhnbltmat uopmsmemisrsﬁ nntokidoreanretubuie atthe agents,
manuf act ur e .of t.for the treatpent of for

alkyavpgpeenit.AeHec s&g;émnaﬁ Flaeslites PIWFfQP}PPBP% ﬁ?rapounds deoreasing
t
e SRS A1 B ¥ SRR BT s s ey
Imatimbgr{Qi{6H4- (4aﬁﬂhylapnpehaaaamhyl);heﬂoy}mﬂmLzamethylphenyl} -4-(3-
di seases,. hypertension,_ opesit }\é i nflammati o
pyrigyR-Rravingdirezpiag }) dgssrieda ihe Byopeanspatond l%mﬂlcahon EP-A-0 564

ht
409 gé gygz[rr%ﬁg §’1 OIE' g?‘fﬂetﬁ_ﬁﬁﬁr brggceﬁ?lei (Si%zgge Jff‘% uoromethyl-phenyl]-3
(4- p@hﬂihki gbpgihilied- }dhﬁﬁl@}ﬁénzanﬂdld?@sarﬁbedan ¢led pdtérs application WO
ohn's disease, conditions in which inpaired glucose
04/%%1( areaplnYZend| ycenmi a and i nsulin resistance are

[00415:122: ? ij € %x)uagl;hc 1) etr%c‘? Fxfg i’vrlnﬁl( dSG%ng ??c%gg)lr ?ﬁ%ﬁ%ﬁn %%ent interacting

withl e, @86eptolr Isedh as tbg@zatoﬂeﬂs&i&a inghe R paasaNd. 1553 53a3Example
Syndrone- X. [0052] Such therapeutic agents include

13, degapge hydmogen msleateopisaprideseilageatiope estrogen receptor
dul ator, a_sel.ective,andro at or .
00§88 Sl " iorgmier st P PaRUEERERRY EFiERlle SRUGE g optionatly
phaﬁﬁ&%@ﬁ@ﬂ?&@&gt%&rﬁ& the sulfonylureas, e.g.,
G ipizide and Amaryl; insulinotropic sul fonyl urea
[0047e}cept or |Mgpam>d§errghmmlasatmgjarm¢m|au@‘r§gasgr(g1 Imatinib, vildagliptin,

e B B el PR i A e b b S one, o -1
{4-[s0RERYL LY 5 mﬂ&a“?&%eﬁlgi 15&&%%;éyatm?m?etﬂfdm%nfe}lesulfonyl} 2,3-

i nhibitors or RXR [ Tgands; bi guani des, sdch
dlhyﬁfo-ﬂﬁ'-mﬂn],e%tbqrbaxgicwms adw]icmyhn'hat mcepioshgandc hhskﬂen valsartan,
acar bose; 1_ | ucagon like peptide-1),
orli g AP Pe PR HO B T R CPL A aEA & BES St s
endi n-4.p D [
[0 Répt S dace N %ﬁbﬁ'ﬁ i’lhtﬁgn{o rg%sEﬁt&.%l cdhihiddicBERIHs Dtherapeutically
effeic’swd atneim of hicezpbiutt dethe iﬂ?Eﬂh’?cﬁl aefih&FaAR%e, in a combination with a
pol |1£X<dem Cc agents,
therspm% @Iwg@wpnfgcrfwa xthewﬁﬁ%wem PifoesrsApbove, e.g., each
, vast
ot o AL A PO B rofirfbcin IRV AE, ChifimartB BEKAR () il @) oam
vel ostatin, fI uvastatin, dalvastatin, atorvastatin,
r osuvast ati n, fluindostatin and ri vast atin, squal ene

synt hase
12



inhibitors or FXR (liver X receptor) and LXR (fanesoid

X receptor) ligands, cholestyram ne, fibrates,
wor@siiige acid and aspirin. A conpound of theP@T/ES®N$/018167

i nvention nay be adm nistered either sinultaneously,

before or after the other active ingredient, either

ar.at (o]
be a ﬁ}lsrﬁargﬁ Itéége?ﬁ’eﬁ Qte %g&eﬁg}eg bl ge&ha?ﬁélg DS %0%%%% m%lt do ospge form
or il @ Bepabicamit dRBESformbertenn@ ok 4R fats enayradds KEasitQl combination.
phar maceuti cal conbinations, e.g. a kit, conprising:

[0049) a firsfThagenetutifdhe dosive am@eﬁf@ﬁ@fhx graetip peradeotrmes may

be tghen SRt ReRal FBLTne b slahB8d bR P Tng Marolg inders g the

Phy@5i8n G DAL Refereddoriidm 8aRbase BRY P&ents HtefidGbhAN8.¢f IS World
its adm nistration. [0054] The t er ms

Publicatioag)miriiiwstenaDiregs. The couwespohding cantrittherepfisihoreby dmcorporated

by rEfinke s RPRPPSRD Stilien & GEracy Sl ERRED b PTGEREINE gegpts and
basedl d?ﬁh@se%fek&f%s I&Q\Qfls@ leBati1e @NASH A Rurenal ude tlferpﬁéﬁﬁﬂac@ﬁtlcal

regimens in which the agents are not necessaril
indieadivng asd propertisy int stendpatdreestrmodads, bbthadvitnd snd Jaﬁtmmn or at

the same tine.. The tern "pharnmaceutical conbination" .
0030 yseq hdp éﬁl‘?fh“r‘ﬁé%{ rrad 5B ot TRHUOT GRngEes ArparAical
confpbii (Pled RN NN 4 (RR ARG LINANNBAARL 614

comdpbendigs desenbddgreeﬁn antcembiﬁaaom efitna’ thempﬂltmahjoeﬁaﬁnve minount of at
means that the active ingredients, .e.g. und of

leastpeastize Ingprion; selsotad Eivm the aROYroascrilAd Fpw 81 D1 d) gt 4p cach case
the f f I tit
= bl B APl el Yo Combi nat on” “means. ¢ hat

[0051|] e activer phghreéeithiscon®ogitiod of 0opbinationts dffisbmﬂdalelrem for the
and a co- ent, are both admnistered to a ﬁ tient as

mangisgshErg réa qams@t B thedreatment|of fprdbegpgiment Hpidemiay
oo RE N B el EAURRRELH Pl M pomi LR A,

my&®hf@atihMectionyedssulef dikdies? caaimRastuts diseaded qiylp@ﬂ&nsitfn bbhesity,
patient. The latter also appl ies to cocktail therapy, -

: 1nﬂ@n@atwrh@ﬂamﬁ$,mamqr,aﬂzmrrwr sshsgasentlfne dﬁ@rd% respiratory diseases,

ophp B, A a e B s TR PP B issaesd

ulcel &/ eRIAES, rttrohﬁmmeh@nc&lmmm@wmn@aﬁs@gmeéseft@lrerahb@
preparation of conpounds of the invention. In the

hypergheeinomandisselin tyeidianee are amplivstede secbss rtyp &b apd Bpedtdiabetes,

T N A T L A -

Glussi (FR) 'aﬂdggﬁllrgfn@@t. product, to avoid their unwanted

partl o} patl 0 n the reactions. Conventional
[00F2]ot ect i nPSughdhgrspentin agemtzumehildb nstmgcn;wansi@m tdselective estrogen

rec%&&%o%qat% gge}legt?{xq:qnfg?crg&gé g ?altq}, ’\éliysb]gh I%Ssr&‘ﬁn ec'ierlvatlves and

mm%ﬁ:g]ola%] }Sﬁ sgfr%%%ﬂ ﬁ;ﬁs sﬁ?’h \%ﬁﬁﬁwhél%le. g gﬁglde ?nd Amaryl;
1ns1dy1©tr0p1|c lskiifonylutee reepioy ilgﬂailskgulch aanmgh‘amdesh elge mamghm)iﬁ and

can be prepared b roceeding as in reaction schene
repaglinide; 1n|%u111|? sens1t1ze1ys spuch as protelfql tyrosine phosphatase-1B (PTP-1B) inhibitors,

GSK3 (glycogen synthase kinase-3) inhibitors or RXR ligands; biguanides, such as
metformin; alpha-glucosidase inhibitors, such as acarbose; GLP-1 (glucagon like peptide-1),

13



| a: Reactions Schene la OR30 R15-B (RL NQOR3 (RL P
NRL5 P L2--C, (3) bp- \ L2~ DCSRI6 1 / S RI6 Rl4
w0 2341dooq 2) [ 0057] in which p, R13, Rl14, R16PEmusS1085/018167
are as defined for Formula | in the Summary of the
Invention. Qis a halogen preferably C or Br; and

GL%—?O ﬁ%ﬁ%@q@fpg )? i 4 I-Iggq%igr%eﬁgéé A7 I@g@gjc?p’udyl peptidase IV)

mhﬁEQBi}@p@l B d%l@ﬁcm—ﬂ@ﬁiﬂﬁd@dé DBPGZS) aEPBABY3 Nhyhelasitienid adents, such as
npound of forwlaZwthacogound of formul a in

-hyﬁexbﬁé%@hﬁéleglb?arsd cepnayats & (IMGIOpSY) reductpse inbdgifonges., lovastatin,

piaP e sy ST Aol AR, By oo g St esBn,
dal¥aMatif) atéiBsthtik @dsuvA§i8tin, TR@dob@Nn bsd FddstdtRd sc%tﬂen'e Ryhtf&se
tenperature range of about 120 to about

inhiprprsros WekReflivand reeepiters anpLER (fboesoidl rmemmrbbgarmls

cho egg}g%;ﬁlﬁag,cf t{rgte&, Ill%%ng%til@ gxi?d gs%ﬁ'gf %BWBPM Wﬁ@ pléﬁsg,r}t 1r?vention

mapbéladighefad ¥ither sﬁﬁﬂtaﬁ@o V\lf BafoRomafteP HIRCABEH Rlvathetdllient, either
reacti on schene : 2005/ 116000

sep@TELUB200 5A1D¢ 81 él‘szerﬂé a«mtﬁ ohsdnSotstnatior br 10RGheiRhGhBsanirl

N RI15.. NRI5 PL2 (5 \ L2 SQS RL6 RlL4
Phaﬂﬁ}%e&“ﬁ f;“R]f‘ttE%‘59] in which p, R13, R14, R16 and L2

[0053]€ as defTHEﬁﬁvérﬁfon a@JorgBé‘Bﬁdés fof‘pltl ace%% B ontithatioR€ e.g. a kit,

Invention. Qis a halo prefera or Br; and
conRBBirigs a) mfissp egrhe mthligh is aebmpbedl cﬁﬁthmﬂvyni!nmg:&rdlsclosed herein, in free

Cl. 6al kyl or the R30 r d| cals can_pe cycli zed.
forre, ok Rl a%ﬁﬂtwﬁ@f sepRable 1L fos e gt gbatﬁw @UCq9- ek The kit can

oI o A comound O TorTule 5, i
[0084] t he | i KHje teAnstuotalnhiaistraisen” (o2 “gombined administration” or the like as
utilized herein are meant to encompass administration of the selected therapeutic agents to a
single patient, and are intended to include treatment regimens in which the agents are not
necessarily administered by the same route of administration or at the same time.
The term “pharmaceutical combination” as used herein means a product that results from the
- mixing or combining of more than one active ingredient and includes both fixed and non-
fixed combinations of the active ingredients. The term “fixed combination” means that the
active ingredients, e.g. a compound of Formula I and a co-agent, are both administered to a
patient simultaneously in the form of a single entity or dosage. The term “non-fixed
combination” means that the active ingredients, e.g. a compound of Formula I and a co-
agent, are both administered to a patient as separate entities either simultaneously,
concurrently or sequentially with no specific time limits, wherein such administration

provides therapeutically effective levels of the 2 compounds in the body of the patient. The

latter also applies to cocktail therapy, e.g. the administration of 3 or more active ingredients. -
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Na2CC3, or the like) and a suitable solvent (e.g.,
wat er, ethanol, DME or the like). The reaction is

weansiie@obut in the tenperature range of aboutPQR0S2005/018167
about 200C (m crowave) and takes up to about 20

m nut es to conpl ete. [0060] Compounds of Fornula I, in
Processhs foir MaKingCoiepomets dfithel , can be prepared by

roceeding as in reaction sche 2: Reacti Sch
[OOS:Ep)]o R15 Y erqulgwenholge)l@ pgluggsufpges,s%s ftp{f ’réspge&éeﬁ{&% o

R3100 ! ; \ Y. | . i i
om0 TRl o PRI AB A
reactivVeSunctomBgrBusy, fértampleanidiany, anfirios imiXG)Xhicer ca¥boxy groups,

(wherein X is independently selected froma hond, or,
wherGithist kigl dasisedin e finlauoduetitneved g yovpntiedarticipation in the

I nvention). and 1.1s a .
e o R 1 e B0 el AP pracic
for kATl 28 TEWC CFBGUNEA P G. M rWidsan #Piorectihe Gpogs én Oegalic a

suitabl e 'base (e.g., |ithiumhydroxide, or the Iike)
Cheraistty’3 JobuWikdy andseng.ei¥0l(e. g., THF, water or the

00Fhnge of  GRBROTE P HBIAL Btighs | BekdR (T BUANS
?:el\%h%?%%%b?s 6%%@5}% %;%}iﬁzgﬁé%gﬁ g?cifée:ez&clr?(lng%i;ts (a:i(n (QZzchi)tigc:n scheme
Al A
are as defined in thége(gﬁ'ﬁl?ﬁ f/ﬁéé'?ﬁ{l%e :_ﬁ{/e;(t iagg) !QlZan

be prepared by proceeding as bgmreacti on schene 3:
Reactions Scheme 3 S O)~5R?; R16 R16 H2N (8)
-B

R’ 15
Q \ 30 1 N R
R! N OR R
ARG LG Sy
X X
T T
R14 F R14 A I
)
[0057] in which p, R R™ R!® and L? are as defined for Formula I in the

Summary of the Invention. Q is a halogen, preferably Cl or Br; and R? is independently
selected from hydrogen, C;.galkyl or the R radicals can be cyclized. Compounds of
Formula I are prepared by reacting a dompound of formula 2 with a compound of formula 3
in the presence of a suitable catalyst (e.g., Pd(Phs)s, or the like), a suitable base (e.g.,
Na,COs, or the like) and a suitable solvent (e.g., water, ethanol, DME or the like). The
reaction is carried out in the temperature range of about 120 to about 200°C (microwave) and
takes up to about 20 minutes to complete.

[0058] Compounds of Formula I, in which RS is cyclic (e.g. cycloalkyl,
heterocycloalkyl, aryl and heteroaryl), can be prepared by proceeding as in reaction scheme
Tb:

15



R15 R3\ Br NR15 (7) (9) [0064] in which p, R13,

R17 and L2 are as defined for Fornmula | in the Summary
wW@R00516800 nvent i on; R15 and R16 i ndependent|y BE€EUS2005/018167

sel ected from hydrogen, alkyl or any cyclic radica

(cycl oal kyl, heterocycloal kyl, aryl and heteroaryl as

defined in the Summar yResetionseSchemyéht i on). Conpounds

of Forrmula 9 are prepared by reacting a conpound of

formula 7 wth a conmpound ofORgfnuIa 8 optionally in

the presence of a soIventRﬁeBg , ethanol or the

ik The reactNon Rscarri e ( he terrperﬁt ur
rang%e bf abolgt about @D and Bkes L{r@__{
30 ho et [ 8665t—Cempound a

can be prepared By @ceedlng as in rdactijon schene rts
~ Reacti ons Schene 4a 17R /116000
PCT/ US2005/ 0448167 R14 (R131 X2H N R15 P RIS ° (11)
X2X3~ R14 ji S R16 QX3- | R113f SRI6 ( /p (10)
actions, Scheme 4b. R14' . %ﬁélP / X2X3 N R15 RI15
l°0%9i3) xzxsslw 1ChPRB4 IR &' kel Mg as ésﬁ:@é ori@mulg Iiythe

subf RSO, B o BRI B8 B mtpndents

selebtod/ &bin Qfilroéa, Cosafcydior e R radicads NS c‘%h?gi Z@dn’f;ﬂuﬁﬂ@of

and is a halo group, preferably Br d . Conpounds

FOHBFlaIf@FQﬁIPﬁaTF by éeasﬁwegaap@@p@yldrcefafmmg 4aVldD¢rmmpmimdfof formula 5
in thg%r <h rm(ﬂioa silgglgle %ﬁt%gyn}ggemféhs mfheall a sultgblg ?)n?eo e.g

NayCOs, or the like) and a suitable solvent (e.g., water, ethanol, DME or the like). The

reaction is carried out in the temperature range of about 120 to about 200°C (microwave) and
takes up to about 20 minutes to complete.
[0060] Compounds of Formula I, in which R is defined by ~Y-COOR?', can be

prepared by proceeding as in reaction scheme 2:

Reactions Scheme 2

15
RS &) Ne_R
@13) N P
P 2 4
Y — Y
) \I\\ \<S l s Ho0G | P S R16
R OOC\Y P Y I
N ()
[0061] in which p, R", R, R' and 1% are as defined for Formula I in the

Summary of the Invention; Y is —XOX~ or X~ (wherein X is independently selected from a
bond or Cy.salkylene as defined in the Summary of the Invention) and R*' is an alkyl group,
for example, methyl. Compounds of Formula I are prepared by reacting a compound of
formula 4 in the presence of a suitable base (e.g., lithium hydroxide, or the like) and a
suitable solvent (e.g., THF, water or the like). The reaction is carried out in the temperature

range of about 0°C to about 50°C and takes up to about 30 hours to complete.
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of formula 13 in the presence of a suitable sol vent
(e.g., cyanonethyl, ethanol or the like). The
WO e@stiiem i s carried out in the tenperature raPgBUSI005/018167
about 10 to about 80C and takes up to about 24 hours
to conplete. [0067] Conpounds of Formula | can be
[00pLEpPar ed bgompowrdif Fgrmsla Oninrelsich Ro s —Cdh e, 5C(0)OC,Hs, —
Reacti ons Schene 5 18 2005/ 116000
CHpOT(QA685):ramoup gelined R¥3p X2H N R15  R15 (11)
X2X3-</ N R14-11 S R16 HOX3--( S R16 (R13 p | (14)
[0068] in which p, R13, R14 35?15 and R16 are as
defined for Formula I in theyrSummary of the

Invention; X2 is S or 0; and é\?gnd or
Cl. 4al kyl ene. Conpounds of F a | sare prepared by
Wi th a conpound of

reacting a corrpoundRO%QQ)k

formula 11 in the presencé of a suitable solvent
(e.g., DCM THE or the like) @ a suitable activating
reagent (e.g., triphenyl phosphine,

di_et hyl azodi car bgxyl or e lik The, react;i on | .
(0083 r 1 2l ouT MR Bt rRbSerdirire SRR oF - SoBt 10 s defined in
t : .
AR SRR KRS 4R 1k OraRRNAAOHANIS 4o GPB! Rt

the exanples, infra. Additional Processes for Making
Conpounds of the | nventRawtip@OStdEmA3conpound of the
i nvention can be prepared as a pharnaceutically
acceptable acid addition §alt by reacting the free
base form of the conpound|flwth a pharmaceutically
accept abl e ®norganic or i ¢ acid. Alternativek%, a
pharmaceutiftal | y cé%ﬁtabl base addition t a
conpound he_RVenti on(®an be prepakgd rj cting
the frde acid] form ofthe conmpdtnd wi th a\
pharmaceutically acceptabl e inorganic or or CN\ 15
base. Alternatrvely, the salt fornms of the c ouﬁds
of the inveqﬁjon can be prepared using salts™of the
starting materials or internediates. [0071] The free
acid or free base forns of the conmpounds of the
I nyention can,b nepar ed fr om I '
04T o <51 PPET Paly i L e e L 1 RESfmmary of
thé BSBREIN; ke ahd RlF%deges@mﬂg aft SSRARAWh Bidrbben, alkye bt arBrtyclic
In an acid addition salt Tormcan be converted to th

e
radical (el rigtéroersliind, 4yl anddwtdrergylistdelined i tha Sregmary of the
Im?earll ign)(. echhf)ou%gggP bgn”ﬁu'ﬁ’ 9 ra?explyrgpeared by reacting a compound of formula 7

1

with a compound of formula 8 optionally in the presence of a solvent (e.g., ethanol, or the
like). The reaction is carried out in the temperature range of about 10 to about 200°C and
takes up to about 30 hours to complete.

[0065] Compounds of Formula I can be prepared by proceeding as in reaction

scheme 4a and 4b:

Reactions Scheme 4a
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sol ution, sodium hydroxide, and the |ike). A conpound
of the invention in a base addition salt formcan be
w@oemsardoed to the corresponding free acid by tPEHUB2095/018167
with a suitable acid (e.g., hydrochloric acid, etc.).
19 WO 2005/116000 PCT/ US2Q05/018167 [0072] Conpounds
of the invention in gndxidrjzed form can be prepared
from N oxides of conp& of the invention by
treating with a redudrtip’agentH(e. g., sul fur, sulgur R

di oxi de, trlphen | phosp l'i thi um boro ri
B%ofus @YQ"Qg |

sodi um bogghy Ri de phos trighto
trlgéﬁ__ge r the lHkey—r—a—settable i
sol acetonitrile, ethan ﬁﬁ Ueous di oxane,
or the |iRE) ag’O 'to 80C. [0073] ug derivatives
of the co nds of the invention can be prepared by
nmet hods knowi to those of ordinary skill in the art
(e.g., for further details see Saulnier et a

(1994), Bioorganic and Medicinal Chem stry Letters
Vol . 4, p. 1985). For deantins Scheppflopri ate prodrugs
can be prepared by reacting a non-derivatized conpound
of the invention mnth' i tabl e carbanyl ati ng agent
(e.g., 1,1-acyl oxyalRy jcar anochlorldate par a-

nitrophenyl car bonat g, %(¥ [ 0074] Protected
derivatives of the c ounds “8f3 he i nventi on ca

15

ert orgahic R

made by nmeans.gnown to fimse of ordi skxid

“art. A deNal descri ption of tegymlique appl i 16
to the eatl on of" protectlng ngupsL ngJt heir r empovaR
can be fC§ |n T Greene, "Pr I ng Groups in
Organic em RP y", 3d edi tion, John VWIey and Sons,

Inc 199@2)[0075] Conpounds of the present invention
can be conveniently prepared, or formed during the
process of the invention, as solvates (e.g.,

[obe6)r at es) . it RIQR™, Q@ﬁmasar@ﬁs dd]!ﬁ’te@ f@Iula I in the

i nventi on can be convenlently prepared b
Suppaty of Hid Inyentionn Xt fso¥ror @nXatprelns/o Cgamlkﬁles@sl apd i} is a halo group,

Pt Bt b oS R foa e Emiathine asompund of

forfME 1D Wath L&MRRNRERFNR BSorf N&IipduddioY fstiRlla 12 with a compound
stereoi soners by reacting a racentc m xture of the

of fompda hdl invihe presenasptiiacaltible sdventde.gr, esmomeﬂgfl,a@mnol owothe like).
forma pair .o d|a t ereoi soneric ¢ [
TheTEAORSS Gire G i P BB P of RRPSo 00 Moy S ek up
to%ﬂ&ﬁﬁMgﬂE&ﬁocw&%kﬁ.reS°|Ution of enantioners can be
carrie t using coval ent diastereoneric derivatives
[0067]t he conptumyetsnd$ of Ferniuba/Eewni bemprepatkdlsophioaddding as in reaction
conplexes are preferred (e.g., crystalline
s fer eomeric salts). Diastereomers have distinct
physi cal properties (e.g., nelting points, boiling
points, solubilities, rR@&JrioszB'é’hemee} c.) and can be
readlly separated by taking advantage of these
dissimlarities. The diastereoners can be separated
by chromat ography, or preferably, by
separation/resol ution
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techni ques based upon differences in solubility. The
optically pure enantioner is then 20 WD 2005/ 116000
wEIDSWEDO5/ 018167 recovered, along with the PEFUB20HYLS167
agent, by any practical means that would not result in
racem zation. A nore-detailed description of the
techni ques appl igalil e Tjo the resol ution of
st ereoi somers of cdppounds fromtheir racemc n1xture
can be found in ﬁagp acgiséls, Andre Collet, ppa
W1 en, "Enantlorrersp cemat es and Resgg '_Qfs"l
W ey, AngRSons, I nc.(1Dios1. [OQ gﬁna Mt
conpgun of For a proc S,
HOQXavokvedt [0078] (a) that of ?aﬁg ene la, Ib,
2, 3,S4a,~4# or 5; and [0079] P optlo aIIy
conver i g a conpound of the invention into a
pharmaceutically acceptable salt; [0080] (c)
optionally converting a salt formof a conpound of the

wt'aq%iiﬁ't?ﬂgﬁrgwﬁm&?%dp%e GHIB 35 EAAORABTgRTA Lin the

Su ma%g%f@%)ﬂl ioft: ﬁh u;ﬂd% lbé R4 Pb?gi@léhmgﬁ%ounds of

oha conVertlng an OXI
Foeaulnd lafﬁjplef)arédi] By mmemg b oompdumndi df Formmax il ¢l v thca cfcmnrmund of formula

[0083] (f) ?glonally resol ving an_individual iso
1@1{1 FHtablesolvieRt (&18i s LB o ths kkq)ragd@fsultable activating

rea %Rtr@ ’tné}?e%?lg%lo cﬁ)lneg @E‘ él%ﬂ?ﬂod chgol%% @Ee: (%rgge ﬁker?t (;fhg reaction is

cafedlolBEetHE tdi@dra/tuﬁﬁﬁﬁgﬁ @tlbeutl odibut SECiavdtakes np adabout 24 hours
[0085] (h) optionally converting a prodrug derivative
to ¢mpleteonpound of the invention to its non-derivatized
m [008 of ar. as t r ct| f.th | A
[O{!@:‘ erials @etaﬁg? f%aé’PPPSO ?r% agdeeésglfll %th% %m%glg nfp &
conmpounds are known or can be pr epar ed analogously to
met hods known in the art or as disclosed in the

A(ﬁ:ﬁﬁ_@ﬁi&l%o@@sgg fog Mﬁﬁng &%édun@@ of fe @%Hloﬁ n the art

he

paud

ons are

[00TU]Y T epr eseadmpdusd oTithd BV ERdS chRbe Proppdak ia@hadhacktitcally
conpounds of the present invention, and that other

acorplablacemihaddiiom sl e renctisierthe fee hassdons efithezompound with a
RSO 02 107, PeareL e LO0RP) Ty
acbép@ﬂbtl@gase B ditibA salt of a compound of the invention can be prepared by reacting the
free acid form of the compound with a pharmaceutically acceptable inorganic or organic
base. Alternatively, the salt forms of the compounds of the invention can be prepared using
salts of the starting materials or intermediates.

[0071] The free acid or free base forms of the compounds of the invention can be
prepared from the corresponding base addition salt or acid addition salt from, respectively.
For example a compound of the invention in an acid addition salt form can be converted to
the corresponding free base by treating with a suitable base (e.g., ammonium hydroxide
solution, sodium hydroxide, and the like). A compound of the invention in a base addition
salt form can be converted to the corresponding free acid by treating with a suitable acid

(e.g., hydrochloric acid, etc.).

19



follow ng internedi ates and exanples that illustrate
the preparation of conpounds of Fornula |I according
wo eoshesopnvention. CI COSH M OO0 0 M 0 Mt HELT/1182005/018167
i ~~ MOO'" vBr MeO)~"'O 1 MeO' vO -6, Step AIIl Step B
OAc 00123 Step CNaOVe O Me M2O'O of f 4 [0089]

[0072] er medi aCenthoutids dfitHE Mn‘rﬂ}rfmtuhykldﬁh& ey gardtsepregared from N-
acid nethyl ester. [0090] Step A

oxigles PE/%P{I@WIHQS ofitbe gycation b HewBigavHh ¢ prluging pgentq e gmsnifur, sulfur

aifig, f@}g ¥ ph%mci@?a @g@&fﬁ_o?&@ggg%&&%éo gﬁ%r}de Bhosphorus

trichdeti ] BiBRbmides otihe gilte PiRG: dultebleindriirgaris salvéntl(€d. acetonitrile,
overnight at roomtenperature. After insoluble salts

ethapel, aquepns digxaired onthshikd) atid e 80BEN, the sol vent is

OB 2 TS i bR B A 0
mdtZdis Z6ERA to Hoke of &ﬁlﬂ%&ﬁl a1 6n Jth@)é@tr(e S 16 fuefled MiR%kke Saulnier et

filtered and concentrated to afford 2 as a white
al.s@PP4, BE@@Q&_{]][C &de]}gj[e&cmal Chemistry Letters, Vol. 4, p. 1985). For example,

SR N BB i i
inRRdoR wlthEHultab1® cthaﬁa la%mgﬂgér)t (.8, p@ﬂcyﬂo@?ﬂk%ﬁb@ﬁ@chlonda‘ce para-

heat ed under refl ux hours. The’reaction m xture
nitrepheind rcakes ite donvthe hkq). M Kl (2x500 nm.) and NaHSO3

500 nmL The ani.c is dried SA).,
[0‘572‘#1( tered )gﬁ%e‘%‘ﬁé %{?% %C%PPW&S Sfé@wq’é"ﬂé‘?%ﬁﬁan be made by
m }‘15 KRown f088de ocf{o?ﬁ’lpgi' RiIPR HE h@N AQdetailed élescn tion of techmques
- acet oxy- 2- net h genoxy -acetic aci tp P ester
apﬁhc(aBEe tg thelﬁEatﬁmquir«)tectmg:g‘ryupm& the‘if)&mdyﬁl Gem hbcfnbmmmdr W.
a 0.5 Msolution of MeOH (210 i, 105
Glﬁ?&?la Pf&F?&’ﬂ%g Groung ip &rg@%b?mlaﬁry r, orRditam dot Wilsy alﬂHSons Inc.,

19&8] utlon is neutralized with 1 MHO and washed with
0 (2x500 nmL). The organic layer is dried (MpSO%),
[0075]t er ed adngonadNsftht eeestm imfehtionlc#h Besconvbiiendy prepared, or
solid: 1H NMR (40Q\VHz, 22 WD 2005/ 116000
fomeer) dysipg sy progass P thepnesmfion, as sglvgtes ée-81 hydatesh) Hydrages of

co%n%bul%d_sbdf t}'l)’e Jr@segﬁ’ 1nv%ﬁg0n gan]b% c%ﬁVen%é_erl‘y pl}/&)ag‘@d &%e%}:}%galhﬁhon from

an aqueous/organic solvent mixture, using organic solvents such as dioxin, tetrahydrofuran
-or methanol.
[0076] Compounds of the invention can be prepared as their individual
stereoisomers by reacting a racemic mixture of the compound with an optically active
resolving agent to form a pair of diastereoisomeric compounds, separating the diastereomers
and recovering the optically pure enantiomers. While resolution of enantiomers can be
carried out using covalent diastereomeric derivatives of the compounds of the invention,
dissociable complexes are preferred (e.g., crystalline diastereomeric salts). Diastereomers
have distinct physical properties (e.g., melting points, boiling points, solubilities, reactivity,
etc.) and can be readily separated by taking advantage of these dissimilarities. The
diastereomers can be separated by chromatography, or preferably, by separation/resolution

techniques based upon differences in solubility. The optically pure enantiomer is then
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C10H1304 (M+H) 197.1, found 197.2. C | COSH O Me Cl ~

O OMOM EOOI EEO\N I EEO-O\ Step A O Step B
w3510 Step C NaOve 0 Me EtO'xv O OH 4 pODBSI005/018167

Internmediate 4 (alternative route).

(4- Hydr oxy- 2- met hyl - phenoxy) -acetic acid nethyl
receséred,.al¢rpOouh t}ﬁtle@hﬁing @geﬂ\‘/ﬂiyqdymnm’nimmmtthai vewildinot result in

ethyl, ester 5 olved in

g,. 340 ). is

racgiAatioR- o STRANT 6(841@6 dﬁiofl.P“%l 9%2 hieiost 12 icghlg o the rgpolution of
steZe%%om% f do qﬁ&éjﬁ‘ Anfeif ﬁ%erhichj%(ﬁﬁé Qﬂﬁlbm‘c}&hﬂ géaﬁ Jacques,

sti M hutes at room t enperature unti
AndeOgléon, OSBnuel I 8Vidn, CBhatioderd, RacemhatesA8@ Resolutions”’, John Wiley

added dropwi se using an addition funnel. The rate of
Andchongilae, 1%81adj usted to maintain a relatively slow

ssion o e r 93

[Omv\m sol uin %@& bee C%hg) Plg&'cool gﬂﬁ&a){ln% 5&%88?5 33%&55’ which
1mio|D\%@ is poured over 300 g of crushed ice. The m xture

is diluted with dichl oronethane (300 nL) and is washed
[0078t cessi ve(a) Khﬁt‘l’f rgagtion scheme tailbd, Rafodd ok akd on,

sat Q. sol ution ri.ne, ..The

0B o ¢ aRr oo St 4 BB o RicuPEeptiioco o
ph%rh@@mcany@&ebﬁabw‘g‘awd 6 as a brown oil that

solidified as a crf/st alline mass. 1H NVR (400MHz,
[0({&9@13) 6 =(9. qgiqnglly gorvertingn 4kt forpipf a gorppoyrof the #mvention to a

ol,[f .4 Hz, 1H), 6.69 (d, J = 8.4 Hz, 1H), 4.71 (s,
n"%ﬁ? %6 (g, J = 7.2 Hz, 2H), 2.54 (s, 3H), 2.32 (s,
1. 29 gd) 10na171y%oﬂﬂzert113é'gn udoRRBRA fekB R f B'compound of the

(4 Acetyl net hyl - phenoxy)-acetic acid ethyl ester 6

iny(cHBob itgya phazmcnmtm&)ly aGC‘b%ahEFIBAX(dﬁoo 31 g, 407 mmol ,

6 equiv TsCOH 21 199 1n . .
lOQIﬁZEm o?oet ety ﬁfﬁl}veiﬁ g5 96 Fgpgend of the nvention
to RO §ot}ﬁ=,lact| on m xture 23 V\D 2005/ 116000
PCT Uszoos 018167 is then washed with 1 MKl (2x500

[0083) an d Na K Giptio2atbpesolving ahhadividyahisembngfer canspoudd o€ the
l\/g filtered and concentrated to afford 7 as a

inygh %ﬁg%%@lxt[lm@ongr%p C. A solution of

B
1ntwiatﬂhaﬁn&eﬁt1&d11§'@lcuéptﬂﬂe plodridedaiative; MeOH (650 ni, 325

nmol ) and stirred for 2 h at roomtenperature. The
[0085] uti on  (h) optionally converting a prodrug derivative of a compound of the

invention to its non-derivatized form.

[0086] Insofar as the production of the starting materials is not particularly
described, the compounds are known or can be prepared analogously to methods known in
the art or as disclosed in the Examples hereinafter.

[0087] One of skill in the art will appreciate that the above transformations are
only representative of methods for preparation of the compounds of the present invention,

and that other well known methods can similarly be used.
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is neutralized with 1 M HCL and washed with H20 (2x500

m.). The organic layer is dried (Na2SO™4), filtered
waep@saomeent rated to afford 4 (21.7 g, 111 mmoPCT/BE2)5/018167

two steps) as a |ight-brown solid: 1H NVR (400MHz,

CDCl3) 8 = 6.58 (d, J = 2.8 Hz, 1FD 6.54 (d, J = 8.4
Exampless 50 (dd, J = 2.8, 8.4 Hz, 4.7 (br. s, 1

H)
o5 el e o B s

folRily DitdvieBialds anfleumplel that il Gle dréfaraticdofSompohnds of
Et0)~ 01 \ SH Step A S- Step B 8 9 616 10 [0097]

Foinpitla f pes@rding tol e igvpnip.capt o- 2- net hyl - phenoxy) - aceti ¢
acid ethyl ester. [0098] Step A. A 500 nL
three-necked round bottom flasked 4.8 charged mnth

chl or osuief oni ¢ aQ/g;I (25 73.9 mingl), qu ith
nit rogqgigin/d to'VIe der ~H+—t—r—egenM%9
Vi gorou | rrideg,a ethyl - yl pfrenexy) acet at

(40 g, 206°2 mml) is adde dr'opwi se. The n1xture IS
stirred for 90 ninutes at 0 t hen poured on ice-mater
(200 nL). After the mxture is stirred for an
additional 45 min at roomtenperature, the vdtes @ | NaOMe
precipitate is filtered, washed with ice-water a
dried in vacuo to afford 9 as a white solid. 0099
Step B: (4-Chlorosul fonyl -2-met hyl - phenoxy) - aQﬁLbC
acid ethyl ester 9 (25 g, 85.4 nmol) and ti'fi°(50.
427 mmol ) are suspended in EtOH and cooled to OC.
After a solution of 4 N HCL in dioxane (107 niL, %27

mml ) is added dropw se, the resultlﬁ mxture is
[0089%t ed to Aetermediade 4.34Hbydrexy-Fesihyliheppxydueetiq acid methyl ester.

centrat e
[O(ﬁwor oform %gedeAf %‘?ﬁ&ﬁ% E 8 hS'PaI% tggﬁen Olhglf glndt6p4a o? 1) and
métﬁlylsb@&ﬁeade@at@(zsyfg | 1®¢. 400 o) dizkoli&d iih.lMéCNG(GO(b)mL) Cs,CO; (117.8
chr omat ogr aphy (S|I|ca Hex/ Et CAc gradient) to afford

g, 1% asmmel) soddded eadthginixtureistired apanight atapom3ymperature. After

1ns€g1]b?'62§q;ns agp%r%% gn?d v7vas d %W%% ﬁle%g]:y%nﬂ(lg rerg?y_ged 3292116 remainder
is faRen 35 in BEtDAadd wasiled: stséqdéﬁﬂ% wat) 1 MMECE V\gx@ ol ﬁ{ Ginfl 81,0 (2x500
C11H1403S {(MtH) 227.1, found 227.4. 24 2005/ 16000

mIE)CThéJS@aﬁR:/ loy@ i6dried ((MM) filter¢dp @@ concntmted-tp-affordse epa white

H

@ I i G 8 11 [00100] Internediate 11.
ﬁ-ChIoronethyI 2- met hyl - phenoxy) - aceti ¢ aci d et hyl
[06%1j " - Step B: (4-Acetyl-2-methyl-phenoxy)-acetic acid methyl ester 2 (33 g,

151.3 mmol), 77% mCPBA (54.9 g, 264.8 mmol) and p-TsOH (2.9 g, 15.1 mmol) in DCM
(650 mL) are heated under reflux for 48 hours. The reaction mixture is then washed with 1
M KI (2x500 mL) and NaHSOj; (2x500 mL). The organic layer is dried (MgSQy), filtered
and concentrated to afford 3 as a brown syrup.

[0092] Step C: A solution of (4-acetoxy-2-methyl-phenoxy)-acetic acid methyl
ester 3 (25 g, 105.0 mmol) in dry MeOH (400 mL) is combined with a 0.5 M solution of
NaOMe in MeOH (210 mL, 105.0 mmol) and stirred for 1 hour at room temperature. The
solution is neutralized with 1 M HCI and washed with H,0 (2x500 mL). The organic layer is
dried (MgSOy), filtered and concentrated to afford 4 as a brown solid: "H-NMR (400MHz,
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[00101] Step A: To a solution of ethyl
(2- met hyl phenoxy) acetate 8 (20.0 g, 103 mmol) in
w@edsal@wm et her (50 nmL, b.p. 40-5 5 C), HA (BRCDURL0P5/018167
12M and formal dehyde (8.4 nL, 37 % are added, then
the m xture is stirred for 25 h at room tenperature.
CDROD) af 2t60r@S51 ma3H) et (i 2HH), E7OKs 3&D 2.1 %1 6s, GHyaM S calculated for

lLayer i it er three tinmes, dried
Clﬂ%éﬁﬁw}ﬁ?fﬁﬂégm&ﬂ%ncemrat ed to afford crude
product, which is purified by flash chromatography
W th 20% Et OAc/ hexane to give C]\@/C%H
(4- ch) or ongt hyI - 2-%et hyl - acid et hyl y.
esterlld @ a_liquid: ¢ OI\/Hz, CDA 3) G A\ Jo
(d, J= 2. L_gg" 7.14 ,_Hg J= 8.0 Hz, on
iH), 6.55 (d, 0 H 4. 4( H, 4.53 (s,
2H), 4.526 (q, J— 7.2 Hz 2}61) 2.29 (s 3H), 1.30 ¢t,

J=7.2 Hz, 3H). M5 cal cul ated for CL2H15CLCB (MC1)
207.2, found 207.10. O M1 O M S O Me MeO" ~'OCITN_
aaOMe

McO-O tLo ANH2ZMcO) O /off Step A cN Step B | / TeRH

12 13 S [00102] Internedi ate 13.

(2- Met hyl - 4-t hi ocar banmoyl net hoxy- phenoxy) - aceti c, acinI
met hyl ester. [00103] Step A

(4- Hydr oxy- 2- net hyl - phenoxy) - acetic acid net h)ﬁto est
4 (1.64 g, 8.3 mmmol) and chl oroacetonitrile (0.553

m., 8.7 nol ) are dissolved in acetonitrile (30 nmL).
Cs2CXB (5.4 g, 16.7 mmol) is added and the m xture is
stirred for 2 h at room tenperature. Insoluble salts

fiIter and S Wi th sol.ven
O oved o 5T EIETE AT tfpris PR (4 i ARt -Bhenoxy)-aceti
acM@ﬁé{HWés%rgl ve 12 (1.84 g, 7.83 mmol, 94% as a pale
yell ow solid. 1H NVR (400MHz, CDCl13) 6 = 6.76 (s, 1H),

[0®467 (s, 1MYep 8: GDMedjhyll:ihenoBy)Ecdﬂz acidldthyl edte62 (6603 21940 mmol) is
dissafied ?Ta@lsﬁl%ihaéi %@m@fk WPHJ? 7 hlsids (190 79gmmoD is added

ant] QLM bRV B ture is stirred for 10m1n t t t tilh .
PA e PR s st p A2 misuse atropm fempergute ppd) omogenous

Acesitl ehloihﬂe (A5LmE5493 mYno4)51s midléd) drapwtist Iuslng@ﬁtaédilftldﬂ fifrihell ZThe rate of
8,,,1 mr%l])paredls | ved in DVF (12 25 WO
20 i AR o TEO SRS W ﬂ@lSS(OAl qf hmdmen chloride gas. The

R e L S

300igtdf caahed Rieed h%ﬂ%& 1s@ﬂhfeﬁ&ﬁ1&dd1whlbfbnﬁt@«ﬁ: (a(f)wm\M}&ﬁ@CE washed
subsequently wth doh(l4X1OO and brine (100 nlL).
Suqqgest Ig&mhcmtany s¢tugageddNaidO; solyimay waterj saﬂgaf@é NHh!1 solution, and

d {
orfiR TERbFRhE NN ReeSo it B Roehityr bl difprg g as o
br@&illfl Gﬂ that dolaEfiad e st%ﬂinb%ass HH_\MR/IR @@M’I@Jz 646779 (d, T =
= 6.84 (d J = 2. ). 6. , %
2. QLH%, 1I® 7177((ddt 1328, &40'12 819, 469 (dlIJ-I)= 8. 41HZ51HI 4, 712(|SDZH) 4.26 (q,] =

150 R A da2 6 P b b d Tua . 210 (S

[0095] Step B: (4-Acetyl-2-methyl-phenoxy)-acetic acid ethyl ester 6 (76.54 g,
324 mmol), 77% mCPBA (100.31 g, 407 mmol, 1.26 equiv.) and p-TsOH (13 g, 68 mmol,
21 mol%) in dichloroethane (450 mL) are heated to 50°C for 30 hours. The reaction mixture
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(M+H+) 270.1, found 270.3. HOIl ~ C MOH _ MO | ~ Cl
O/ OH Step A0 OH 14 15 [00105] Internedi ate 15.
W@ 3008hk@p®- 4- hydr oxy-phenyl)-acetic acid nmet hyPCEESE05/018167
[00106] Step A: 3-Chl oro-4-hydroxy-phenyl)-acetic acid
14 (20 g, 107 minol) is dissolved in MeOH (250 nlL)
is f@émwashﬂdwgﬂc h%K}Il@X:SOQmDLI}ﬁIEi NaHIONEx50@HB04. THE: drgadi} layer is

aridPigS0y Bl pBe SRR mkE ] inil SR e irim ved i n
[0096M and Wagthg‘t W §QutiB ok @X@&oﬁi-me Itfsq I}ﬁt%g%&) %cét?l%y &id ethyl

is dried (M filtered and “concerit
68t§157 ¢ftona step @n@boye) inglyy d¢OH (400HnNVR c(omm&dmﬂmﬂ:b/[ @hmon of

NaQMe 1n11ﬁ’aol]-l6(6§gr I’I(Ié 3H§ mmgB gni&u q)(_éjsr 2@1 aéyoqrg tengpq)ratu@ Zhe solution

il ) SR ey AR gl i i

(N &Sﬁ)ﬂdﬂhﬁtedpané\ cOnéBntriddd $b efford 43215 4,8 Il?nmbla@% Bieftefs) as a
00107] Interped ate
b P T B ORGP b dh Horet Higd 1Hs 66 (0, 1 - 8.4

%05163 -Qr.4-.h

Hzam d iﬁtQ%é?td'e}r:iZl@(gﬂbr 5 Mggﬁ}%w&gz t%ﬁ)rz 17 (s, 3H).

MS tiladated forad bR OQIMEET') 3921 gfourd167.4m0l ), Et 3N (5.9
m., 42.8 mmvol) 26 WO 2005/ 116000 PCT/ US2005/ 018167
and DMAP (Zh(nier%rerg o% 14 mmpl) ar efldl ssol ved1|6nhdry
di oxanel (30 l) adqsﬁlc,heat eq/ao Teflux g for /u\/g
mtro@oéuﬁg react+on M xt uleli s ceeted—teo FOO ﬁ
tenperature, dilseed with Etogf;andsm%ed vvlth O™
(3x50 rrL)B. The organic Iayé’r is dried (MgSOH4),
filtered and concentrated to afford 16 as a col orless
oil. [00109] Step B:

[0093} Chi or o- Brtetimwetatey10. mMacmthanykmaw»aoaﬁeam ethyl ester.

W“?ﬁansf eutr ?gé tep g’x%%(%gﬁit%mr@ékmmw@%m dlagksdtie ﬁharged with
chlB}o"é‘ﬁ%om@ g(gﬂgfﬁe W?z 9%31{1?13%[{%{{?& fth tnégﬁgtre% %E{f &9 aci to 0 °C. Under

IS a e mxture 18

mtl(ogErOﬁ")d vigerons giﬁ‘mgféthﬁf(?.ﬁﬂéthjdﬁﬁbﬂoﬁy)' feitd & (Jeg, 2log r29rnmol) is
the solvent is decanted, the remaining oil is washed
added feqmavise. {The anixfure isiiéizs der Wraingtesiaf 03 ég then poured on ice-water (200

mLij&gé;Bcgg 1xLu1t9/13 gﬁllréd o ‘an aﬁlceﬁ)tcl{n[lza{l %%m% al 90'0%? te(r)a’a?rfe t%e white

precipitate is ﬁltered, washed with ice-water and dried in vacuo to afford 9 as a white solid.

10

[0099] Step B: (4-Chlorosulfonyl-2-methyl-phenoxy)-acetic acid ethyl ester 9 (25
8, 85.4 mmol) and tin (50.8 g, 427 mmol) are suspended in EtOH and cooled to 0°C. After a
solution of 4 N HCl in dioxane (107 mL, 427 mmol) is added dropwise, the resulting
mixture is heated to reflux for 3 hours. Then the mixture is concentrated in vacuo, the
remainder taken up in chloroform and filtered. The filtrate is concentrated in vacuo to a
yellow oil, which is purified by chromatography (silica, Hex/EtOAc gradient) to afford 10 as
a colorless oil: "H-NMR (400MHz, CDCl3) 6 = 7.14 (m, 1H), 7.07-7.10 (m, 1H), 6.59 (m,
1H), 4.60 (s, 2H), 4.25 (q, T =7.1 Hz, 2H), 3.33 (s, 1H), 2.24 (s, 3H), 1.29 (t, ] = 7.1 Hz,
3H). MS calculated for C1;H;4058 (M+H") 227.1, found 227.4.
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[00110] Step C

( 3- Chl or o- 4- di net hyl car banoyl sul f anyl - phenyl ) - acetic
wa@ceood/116oed hyl ester 17 (3.1 g, 10.8 mmol) i s dPGHUB2eH018167

in 0.5 MNaOWe in MeOH The mixture is heated to

reflux for 4 h, then acidified with 1 MHC. The

or gani ¢ sol ventof's°evrgpor ateds t t he Lrenrj nder is

extracted into Et OAC#50 mde), and Washe iLikh H20 (2x50

m.). The organic |agyer is dried (MpS4), filtered,

concentrated and purified (silica, hexanes/Et CAc

[00Lyppdi ent ) Int‘éﬂn&flﬁt@rld @Cﬁl@rcﬁn&ﬁﬁ@-mtﬂyﬂlﬁhﬂidxy) “hbttiMRid ethyl
(400Miz, CDCi3) 6 = 7.30-7.26 (m 2H), 277,03 (m

estelLH) 3.87 (s, 1H) 3.69 (s, 3H), 3.55 (s 2H) VB

[00 cuI at e%éf %ng 028&&%@@%{’@%&%&%’;@?%%%%@0 0g 103

gﬁHg%bletrﬁémﬁleh&y 4 RSP, BMJ 65 @), ﬁ@mﬁ) MNICh 2181) @Rd orBlaldehyde
RO Step BH4  CO2Me MsCl cl

(8.4ShEp3 B/ lare a(aded}ﬂhemmemxm@mn]rred mre?rSrl’e@ﬁ rap@ tergperature. The

e 3 R B b RSP 5 B s oo

(M%c%(ﬁ; echPalﬂ t:éﬁtfa‘?é’& fafford crude product whlch is purified by flash
roxy-phenyl)-acetic acid nethyl ester

chrdrpato gﬁpﬁy gath'&@%Et@ahdhé:xana tCelRe(L clilosmmethyl-2-methyl-phenoxy)-acetic
acibgianiera ] o0 15310 A 0dr BBk 430 0D g .71

oA 195 3D (T80 ORI IRy o, 426, -

7.2/, DH),212D (sy8lE n.30T(0e=0r.7 &zl 3H). M calmslatstdﬁeid&ﬂsﬂj&ﬂ@) M-C1H
filtered and concentrated to afford (3-chl oro-4-

20%.2.ifoudo? Gkt hanesul f onyl oxy- phenyl ) -acetic acid net hyl
ester 19 as an oil. Ms calculated for CLOHOCLF305S
(M+H+) 333, found 333. 95 [00113] Step B: To a

| utidMsn of N

Meojg‘/e A;jj_fhuove@)k(% @ ul f onyl-oXg=p h"é%ﬁ’yjs/ @ "
acet i d smghyl ester ad & Gstept8. 64 ol ) oY 2
dry QMW (45 m.) is added zianc cyanide (8.91 g, 79 S
nmol ) and tetraki s(tri phenyl phosphi ne) pall adi um (8. 50

[O(ﬁO d]7 36 MMRtdrmddiGte 15. ?ﬁ@%@thyﬁ4-$ﬁlbéd'r&ﬂn5ﬂﬁleﬁﬂ)x9 -phkn3G§-acetic

then cooled to roomtenperature, diluted wth
acﬂtn@ﬁwleétﬂ:ﬁo m.) and poured into a saturated NaHCCO3

[OOSiOI ]ut on (:Sltse% ATL 8 '-H}/;\dr\()v')g}l/ g’[{l}%(-:f) elng)?}t/)eaciet?c acid methyl ester 4 (1.64 g,
8.3 mmol) and chloroacetonitrile (0.553 mL, 8.7 mmol) are dissolved in acetonitrile (30
mL). Cs;COs (5.4 g, 16.7 mmol) is added and the mixture is stitred for 2 h at room
temperature. Insoluble salts are filtered and washed with EtOAc, the solvent is removed to
give an oil which crystallized under vacuum to give 12 (1.84 g, 7.83 mmol, 94%) as a pale
yellow solid. "H-NMR (400MHz, CDCL) é = 6.76 (s, 1H), 6.67 (s, 1H), 6.60 (d, ] = 8.5 Hz,
1H), 4.62 (s, 2H), 4.54 (s, 2H), 3.73 (s, 3H), 2.21 (s, 3H). MS calculated for C12H14NO4
(M+H") 236.1, found 236.3.

[00104] Step B: (4-Cyanomethoxy-2-methyl-phenoxy)-acetic acid methyl ester 12

(1.75 g, 7.45 mmol) and thioacetamide (1.12 g, 14.9 mmol) are dissolved in DMF (120 mL).
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renoved by vacuumfiltration. The filtrate is washed
wth HO dried (MgSO4), filtered and concentrated to
wa@tdosnoboer ude product, which is purified by siPCTU§®05/018167
chromat ography with 20% Et OAc/ hexane to give
(3-chl oro-4-cyano- phenyl) acetic acid nethyl ester 20
HC1X2.0N én 1,478odaheP®M)) &Saddedvaixd thie lﬁﬁxﬁmd: 1s¢11rrb&laNMR)°C overmght
(400MHz, CDC13) 5=17. 63&%—[ J= 8.
Themixtue ipgilutediyitizaguated i S?'Qsle?s}rarﬁ&’ﬂd wjith Et q—&nd \_’K%hed

sukgaRah iR 14 Pt 00 89 60 prh 9781 ThbBERnlg ongr g e

(MQS@%' Hité@ aRll chrdehithted. OTHe fe}iﬂﬁ@ isfaRyted wathadCH @Crhli) and hexanes
ester 20 (7.4 g, mol ) |nf9rmc aci d

€ mwandmneemby. raembioniondad i Rarigy Salid: S YSIFO(AGMITZ, DMSO-

coff ST s AR R TG Dy g 10,473

G, &H:) tesed, off, dou el 8.4938, 3Hyasheds, Wihh Mg efisulased f&ﬂ‘@lemN048

trate’ 1s concentrated in ‘vacuo. The remainder is

(MH 2 241 vibed ETI0Re (250 nL) and washed with H20 (2x)

and NaHCO3 (2x). The organic layer is dried (MSO4),

filtered and copncentra ed t for rude roduct,

which is purlflchg b %l o rgﬁﬁcglo pﬁy wi th

Et OAc/ hexane to div H  Step A ©

Chl oro-4-fornyl - phenyl )-acetic acid netigl est er 21 as

a wax-like solid: 1HNWR (400Miz, CDC13) 5 =10.31 (s,
[OO]IUB] 7.84 Irderm]eﬁla‘ﬁe 05.K3,Chlddb 4-Hydr8x -phenkb)acefic éﬁd@ﬁbthyl ester.

J= 8.0 Hz, :‘238682H) 3.64 (s, 3t [ ]7
[OQgt()éb D A §tf.|p i phlpro-4-hydroxy-phenyl)- -acetic acid 14 (20 g, 107 mmol) is

R R0 AT ST S o 45 .

soltiORW R8tet @ fefRR! dveiRght Ofhd\NRBrht isievigdreted, thé réindthderadissolved
stirred for 10 m nutes at 20-22C. Then HO (1N, 15 niL

in D€Mduibwastred witleH28 (3300005). The onpniedryausdus) G183@y, filtered and

m xture is.stirred.f o

coRieplbed R Ee R eBbyRoN ST TR (A HA EruPry g = 721 (0.5
= A irpd MY %d f4=|2tleH§q a4, Pﬂﬁ%mt(ﬁaiﬁ@ 19z alffi)OB@7 (s, 3H), 3.54

crudé produc which i's purlfled by silic gel
(s, &F) oivES oajcwlptiest fovi € 4HLB0I; EMOAT) Bek a,niieund.)Z@jl Ye

(3-chl oro-4- hydr oxynet hyl - phenyl)-acetic acid nethyl

ester 22 as @ wax-like solid: 1H NVR (400MHz, CIK13) 5

= 7.44 (d A= 8.0 Hz, 1%0, 7.30 (d, J=1.2 Hz,

i b emonnt St ivecyt

solution o 3 chl oro- 4- hydfoxyrret hyl - phenyl cétl c

aci ¢ met hyl ester 22 %O 59, 2.33 mol) |n 7ry DVF (5
m.) is added lithiumchloride (108.6 ng, S 6tm Qo )
and s-collidine (310.2 ing, 2.56 muol). The"® pikture is
cooled to 0 C and MCSQ2CL(2.56 nmmol) is added slowy.
The m xture is stirred for two hours at ®o(; n

poured on ice-water and extracted with Et .
organic layer is washed with water, dried (NgSH),
filtered and concentrated to afford

[0@3{- Pl grso- i[ﬂf%k%%}ngg%Cﬁg%g%%er%%%—bﬁ Hﬁ%c@ti%iﬁ%ethyl ester.

[06’10'8‘} ( m 1@tep K: 19Chmvo-4 Hgitzoxd-B8ny13-acetid)aciBméthyl &ter 15 (4.1 g,
61 (s, 2H). Ms calculated for CloH11Cl2Q2
21(4\,1@)01) mmett)yl thiocarbamoylchloride (3.2 g, 25.6 mmol), Et;N (5.9 mL, 42.8 mmol)
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found 233.00. S ~OC C-"-CN~O0OCI JNH2 ,0CI OO
Ol/ s~NH2 SH Step A S CN Step Bs 18 24 25 [00117]
WO niosnn@oé at e 25. PCT/US2005/018167
(3- Chl or 0- 4-t hi ocar banoyl - et hyl sul f anyl - phenyl ) - acet
c acid nethyl ester. [00118] Step A
an(i3)Ml'\lPC(Q61 fgre naaﬁmei)mb@wéolveaciﬁ tibcdlaszar@ (gefntml an@Hefted to reflux

mmol) is dissolved in
f(”él:@f‘ aﬁﬁlftrﬁlqr%genc@be tRecliery e ds ‘(Q@lezdﬁogoom tgmperature, Ailuted with

Et?gs% féd?}ﬁfﬁsﬁﬂfi ?gﬂ%ﬁ-& {3){56 gﬁd{h%) ghllg aCEt on;:ltéMg§%4) filtered and

coﬁtentmedt@aﬁfefdmasw&ﬁ&lés%ﬂw hour s. The resul ting red
suspension is filtered, the solids are washed with

[00KP¢ acet oriten Bl &-Chloth-¢dénethglthioéabpnoddaxy-pleehyl)-acetic acid methyl

osRf 181550, L LRERPES G5 RpniadaS isoiees Seofet ey batiom nask

eqﬁlpg&i weth aJchcmi%)l_nlg)eteIHZk etr@dé'lane é4§' %I%% ’ang }_ﬁesmégl%‘g % héated to

re@tpg (2507‘@ qvgito glhta Adtgr é@lﬂ@ldf@ﬁﬂbm&tﬁr%olféiﬁ 1sQiecanted the
01%.%1 Ste tE

fef(%‘méj% 06 15 WAF‘S]&%Fg HW%@I‘ SRyAnep Arhpyry et sheomatography (silica,

nmol t hi oacet am de
Hd(%mth,wlc gﬁﬁ&%ﬁt%tc?ﬁff&r@ 1#%5%(;)8(3\?13@51’ an)d a hydrogen 29 WD

[06400%/ 116008t@CT/ (Bszmes:/ _QURAGHylcarbinab e ranl-Yhémm-Addtic acid

|
meg]%“ggétfa{/ Eé &} }?ggq(},g mﬁ?lﬁéto‘iﬁml‘zg’@éﬂlgﬁgd\z 30 8 Hzget(ﬂfbx%emxmre is
S TR, O

reaction m xture

remaihderéslextidchedehtoyEtCRcaG e Jand wiRB&ERith M,D 2380 ﬁiL) The organic
sat uyated NaHCO3, saturated NH4Cl, and bri ne.
laysF tyiicd (Mgpbh)ifttemrd, sencentrgiodsme) purifiadi(sitieal lmanes/EtOAc gradient)

o A s A eSB! Bt oB e B 2 otz fasgm, 706

7.08i (e, d81d 3.87 (s, 1H), 3.69 (s, 3H) 3.55 (s, 2H). MS calculated for CoH;oCl10,S
0-4-t hi ocar barmyl nmet hyI sul fanyl - phenyl )

(M(é\L(ISIeHQ%;CfPHn%W@I ester 25 as a brown syrup. 'H NVR.
(400Mz, DVSO-6) 6 = 9.80 (s, '1H). 9.3 (5. 14 7.32

MeJ—16H21@ 36 (d, J= 4 1H), 7.20
J _Tf]O 6, 8.4 HZO’ Meé PdPP:PIT CE:)QZM 3 6 S soate
O S 11HL3E ahy
HF) st%gvo (0c290. $epOp\ | ~Gi- ||\/1:H._elp o ol
nt ermedi at e ot CN CHo
2854 5- Bi s- (4- net hdky- phenyl ) - 3H-t hi &%l e- 2-t hi one. 21

[00120] [00121] Step A: To a solution of
desoxyani soin 26 (10 g, 39.0 nmol) in anhydrous 1 .
(200 nL) is added bromine (2.4 nL, 46.8 mmol) S | aon,

dropwi se. After the addition is
COzMe COzMe
(%,\ MsCl
s Cl
CI tep E

OH
22

[00111] Intermediate 23. (3-Chloro-4-chloromethyl-phenyl)-acetic acid methyl

ester.
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conplete (indicated by a col our change to red), the

sol vent is evaporated, the remainder is triturated
wowals/1etober and the precipitated product is fiPCEUSOS/EI8167

give 27 as a white solid: 1H NWR (400I\/Hz, CD3OD) 6 =

7.98 (d, J = 9.0 Hz, 2H), 7.35 (d, J = 8.7 Hz, 2H),
[00?12?3 (d, JSlEDep AgTQ g'ﬂélut@fﬂbf (BCBRrd- d—hydrcsty&)hényla .ac&id) gcid methyl

estec 4P cm %g,ew 23 m@l@l(-ﬁ_ﬁfﬁlz_b(ll\ﬁ%ﬁh} m@vlalgqmd& h§4 s, 79,25 mmol)
2 o
and[z*n%f’ ﬂ%‘yﬁngg Bﬁ’ 33 L d?- I%gwn%lheny 4 nGRg s ?e? 3f0r | hour. The

rea&roﬂ raiTRE 1s tBAHRTER it BOAL B mm&&ﬁ&hédw&hg{ aHGO4 bnne and
nol ) are dissolved in EtOH (50 and heated to 60C
watboTh8 ofgwrcslayérhedscﬂ @ég$04)sﬁ1¢¢re¢1 a:pfacpqn.cmtreyedf terasinag) (3-chloro-4-

e

8 7.11 (d J = Hz,
C“’El?glf ?? @\qma) R If—?zﬁl,nﬁzm%% 84 (d, J = 8. 8 Hz 2H)
[00B81H1 (s, m;» BBTM solutloﬁld)f(3 MBoma41mmlmremeﬂmesulfonyloxy-phenyl)

C17H16N0282 30,1, . found
acelipaA TRIBOGSPCI (5B Re e sk S N Rl 4450 g cvanide
(8. %Qg%%ﬁol)%nﬂ dkl&?ﬁ%)ﬁ%ﬁﬁpl’ﬁ)sﬁhl%&%lﬁd% 18. 29,3036 mmol). The

nter me

midtdreSs Birsed(#r B hho ¢ hshthkd codiedtoabed-tyipenapr ainloted with EtOAc
(15500124 Step .A: A sol ution

gl Jog-PPugEdpnte. g sefyrateq chﬁpew%taonég %%W eAﬁute(%e%pltate is
ﬁzeg r‘?ﬁ gl;[g%ﬁ ﬁg{hgﬁ ’g%é f;]%_%a{e%m eas)g ]tEIgO ?derﬁ%iu(g/lég?i)%ﬁzltered and

coﬂé@f;ﬁz&ed tbhfos® bielo tprd»dilct evhioteid purified/b sitic galdchrmatography with
remai nder is purified by chromataqgra

h ,
20pEOshex areiai gy (B-ehdorardeyaio phend) & hekiraeiieser 20 (1.6

753?@?%@%5@%@(‘&%%%@ g‘?cr%g ?ﬁ@d L £ Tz, 1H),

7. 48 @, J|5|21|_§ Bi7) 1H53 730 @d, 1912 1, 3?8120 Hiz’EI)I-HH)lﬂgﬁs( tem) 3Jl69c(s , 2H). MS
calaulateélior @mﬁgoi@NdM'bIE?)é’ﬂ@(@ fand @200P0NOAS ( MrHH)

00§14 5 o CaShodioSOr oL PR s ang phemi sfi acid et et
20 $’9 Yl 359§&1%§101) 29dkrrhiDacid (D0 MDTEYY) ik Sodbinse W&ﬁRamaywllwy (9.0 g)

cooled to OC. A solution of 1 M
and hednedjtmraﬂwn(ldmm) ch);@dngl@teThcm the{gn((mrqw cogaled t(hfﬁﬂn) tepnperature. The

Lol SR M GRS AR oA bbbt o

vaé‘uol T naih R r@sd@kﬁﬂed ShRWipARNES G RE) BhaivasRdivATSHLO (BY and

dition at room tenperature. The suspension
Na}KJO; (2&n Thielorgméxdlagereis doed (MeSOgy filkered Mybamcenimaied to afford crude

T SN TR T ERE W O YA
CHgro%- Yo%lypi%éﬂyll) acefit Mmethyl ester 21 as a wax-like solid: 'H-NMR
(400MHz, CDCls) 8 = 10.31 (s, 1H), 7.84 (d, J= 8.0 Hz, 1H), 7.58 (s, 1H), 7.45 (d, I=8.0
Hz, 1H), 3.86 (s, 2H), 3.64 (s, 3H).

[00115] Step D: A solution of (3-chloro-4-formyl-phenyl)-acetic acid methyl ester
21 (0.6 g, 2.82 mmol) in MeOH (4.0 mL) is added dropwise to a solution of NaBH, in water
(4.0 mL) and stirred for 10 minutes at 20-22°C. Then HCI (1N, 15 mL) is added and the
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(400MHz, CD30OD) 8 = 7.34 (d, J = 8.8 Hz, 2H), 7.22 (d,
J =8.8 H, 2H), 6.89 (d, J =8.8 Hz, 2H), 6.84 (d, J
we2@581d4880 2H), 3.96 (s, 2H), 3.80 (s, 3H), 3.F6r/{S2005/018167
3H). Ms calculated for C18H18NO3S (M-H+) 328.1, found
328.4. O/ | OKSCNO\ I O- HO (9) N Step Al Step
miBuf¥is QirredSEN 5%in21%s 3ithe321tRA12 Bllutbdiveth AR AiARY(80 32.) and the organic
2- Chl oro- 4, 5- bi s- (4- met hoxy- pheny t hi azol e. 00127] )
laySt igdiriad (WleBPalfiltered-and soyeenirates wygf@ﬂ@ﬁyde)pre@ oirieh gpurified

o RS i LRI P DR ol et

phéngfg? a&e{fi@ WEid melidd eSleXPHhEa wax iRek6kl: Fi-NMR4EINHZNEDEN,) 5 =
, extracted with Et OAc 31 WD 2005/ 116000

7. 4@@”@@0@&/ OHIB 17630 (dg 3= %.258z, i), BRI (AWadhd @ Mi.tlir %0 HaelH), 4.76 (s,

2t CEn N Ok Geoib i ve crude o L oo0 THTTered
[003\1% o1 Bi s- ( 4§£%t]# Pty RIQIOH I (B-chivrQaVRARS Wﬁ}@%@ﬁylﬁ&cetlc acid

Ichis u wi t hout further purifi'catiion i'n Step B.
mefH0 e@ed 225(0ep g 2.3 T enady indkry DMF (5 mL) is added lithium chlonde (108.6 mg,

2,560l gnd £ oAb R) D ani ASEmRRY” THE BrERiE o 200 oEy 0 °C and
o ) AP INHBAPS gL 8 e o

poidd 6n i¢drwateeuhid @ﬁfaeﬂ?d\)WﬁI'hEtE!@A\d‘hé Brganﬁﬂayﬂx)ls azashedzamﬂeﬂater

sequential ly with water and. brine }
thgsg@)ﬂ itbret o] coogieae o NEROH -chior-feisgomelbyl-phenyl)-aceti

dri
almgr a nets% ? ?) g—?ﬁ% (Jtlidl\?ﬁl ??%éic?é)ﬁg?udﬁ d@m &ﬁl : 1H) 719 (m,

1}1204 68i(s QH) NNR (s4@HM3261 EPIIRMS catclad@ frdCoH; 1€1;§DzQM4zl) 233.0,
9.3 Hz, 2H), 6.87 (d, J =
2336)080 (d J = 9.3 Hz, 2H), 3.83 (s, 3H), 3.80 (s,
3H) M5 cal cul ated for CL7HL5CINO2S (M+H+) 332.0,
found 332.3. 0 O M, Br. O M xO M MO~0 I1/0 O

EtO Et0" ' O.1._0 %N, 0\ S, St ep A D), Step,o 43
3’% Cé] _I_ﬁt_e?i’inedll%a e i o~y
{4 [ 5-°Br 4- (deepret hoxy- ph n)‘r"ﬂcuthla:é@la- 2- s

yl met ho>% - 2-met hyl - phenoxy},acetic acid ethyl estzFr.
[00130] Step A Internediate 13 (200 ng, 0.743 mol)

[Oeﬁd/] 2-br omintermediate 25. (3-Chloro-4-thiocarbamoyl-methylsulfanyl-phenyl)-acetic
acid methyl ester.

[00118] Step A: (3-Chloro-4-mercapto-phenyl)-acetic acid methyl ester 18 (1.04 g,
4.8 mmol) is dissolved in dry acetonitrile. Cesium carbonate (3.16 g, 9.7 mmol, 2 equiv.) is
added, followed by chloroacetonitrile (0.45 mL, 7.13 mmol, 1.5 equiv.). The mixture is
stirred under nitrogen for 18 hours. The resulting red suspension is filtered, the solids are

~ washed with more acetonitrile, and the resulting clear red solution is concentrated to yield 24
as an orange oil (1.26 g, quantitative). '"H-NMR (400MHz, DMSO-ds) 6 =7.50 (d,J = 8.0
Hz, 1H), 7.49 (s, 1H), 7.35 (dd, T = 1.6, 8.0 Hz, 1H), 4.35 (s, 2H), 3.75 (s, 2H), 3.63 (s, 3H).
MS calculated for C;;H;;CINO,S (M+H+) 256.0, found 256.3.

[00119] Step B: (3-Chloro-4-cyanomethylsulfanyl-phenyl)-acetic acid methyl ester
24 (1.12 g, 4.38 mmol), thioacetamide (1.52 g, 20.2 mmol, 4.6 equiv.), and a hydrogen
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nmet hoxyacet ophenone (186 ng, 0.817 mmol ) are heated at
reflux in EtOH (4 nL) for 2 hours. The mxture is
w@owsathood i | t ered, and washed wi th net hanol toP@r/Usi00&018167
{4-4-(4-
met hoxy- phenyl ) -t hi azol - 2-yl net hoxy] - 2- net hyl - phenoxy}
ch}oadesmlutlamuﬂdlek:mel (4&)51‘/_[@5 m’l? 2a$nrﬁol Wi dggive)pdre d1ssol|v|ed\|M:Q mL
= 7.77
d1r(1ﬁlgly1§ceiargldg apé 3 m@ Q}oxaa;te 3’§hﬁ( 1§11x‘u1qq)1s h@tg@tow% jor—4&h®rs The

re on %ture@g %éx(c%g da‘h ta r§o tég'fp éa]fgpel_gl?ut%%yv tﬁbetlglé af%ate jmd_washed

with \Batbiz satlitdled 92RO 0%, Ssatu%z!r}_t%d NGI-L@IL a?é bn%‘b_g Thélor%%m%%yei] is dried
S,
(N ?zsé?mz’lte!;;b!) andwsn@%gr@tﬂdaw @Efmrdoar red Bl2 1BlifaaEs S clmdgraphy (20% to

0 S B: |
G i L e T D T SR
acdtid aﬁid)meﬂth@sté?%fﬂs RrWA sjrup O HANNIROUDOMMASRISO- c@f& doso (s,
H§1OO L) is added and the mxture is sti rred at room

tsalt) é-32dd, 1=Asulz, 1The7.86 kd, Jre8.# 31z il Fi)t 220 (d h=326, 8.4 Hz,

Iﬂiﬁ L A R R e oPohettarts kot Bt I e 0+

296.00f0thd 290 he organic layer is dried (MgSO4), filtered
and concentrated to give internediate 38 as a white

gl assy substance: 1H NMR (400 I\/Hz CDC13) 6 = 7.80 (d,
6, ‘

J—68(1_,—Iz ,7679(d $692° J

= 8.8 6. 9 J L W79 (d, NN

3. 0 6 67Steé d, JEJ310,7 8.9 F A, 6. 50t

stsggz, (s?® H),451(s,‘2 4. 181

J=72H22H) 379(s 3B, 2.22 (s, 3H) 1202(8t
= 7.2 Hz, 3H). MS calculated for C22H23Br NO6S

492
O 24 P g Pl v
[00131}40 [ 0013&) A:rifea ﬁ(ﬂ}ﬂﬂl@i sz d@lﬁbxtyﬁmsoml 262(10 Ig, 3? g mms)l) in anhydrous
t al en i azo met hox
cHgh @P ré@ggaﬁ% s i 4 Rymely @@pwylfee@ft@s}hye addition is
corﬁ@le{e({ﬂd@&.téd"@y QE&BW géjtfo rh@hﬁ{e wfﬁé 230l 05%&&738? remainder is

bst'i tuti ng "2- Brono- nap

tntﬁr—atﬂdomi& éthenamidthy prcitart pratuet is Filltito Aivd 1astd ¥hie sohd 'H-
ound is purified on reverse phase HPLC (H2O Me
%OMAH% ¢B:Q@P) o r-d - (Whi £8-GHE; £H) 7 BEHIMR= @Nd&xmi) 6.93 (d,J =

9, 0%&1312) %59 7423 9%, 319, lgj‘z ékﬁﬁﬂg:sgs(s,(iﬁo, Mga ,7?_%2 1\€[$ncalculated

forMHlsegaQBﬂ)ZSSFt%uﬁ’dtgsztlH) 6.77 (dd, J = :
d, J = 8.8 H, 1H), 5.33 (s, 2H) 460

[00(13,2] 2l|:|)|) 43@6 E( -Brpmo- Yaz.@lﬂ-ﬂ-m@ﬁmxﬁ-lﬁﬁmﬂ}ﬁthﬁlh@ne .28 g, 8.9
mn{(}%ﬁf}) angggmilm qlgﬁ%ﬂ%afw-ﬁs?ttgal SC l%tf oq are ?sgglved g\nlolgtOH (50 mL)
and heated to 60°C for 3 hours. The solvent is then partially removed, the precipitate filtered
and recrystallized from EtOH to yield 28 as a white solid: "H-NMR (400MHz, CD;0D) 6 =
7.26 (d, J = 8.8 Hz, 2H), 7.11 (d, T = 8.8 Hz, 2H), 6.92 (d, J = 8.8 Hz, 2H), 6.84 (d, ] = 8.8
Hz, 2H), 3.81 (s, 3H), 3.77 (s, 3H). MS calculated for C;7H;gNO,S, (M+H+) 330.1, found
330.2.
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O OMI Br OMBOM | EEO-OMOOI \ _ .0-1--0
NFip Step A O Step B Br 13 41 [00134] Internediate

W@ 1005/116000 PCT/US2005/018167
[ 4- (4-Bi phenyl - 4-yl - 5- brono-t hi azol - 2-yl met hoxy) - 2-
met hyl - phenoxy] -acetic acid ethyl ester. 33 WD
2005/ 116000 PCT/ US2005/018167 [00135] Followi ng the
procedure of _lot er nedi at eo38, except substitutp
bi pheny! § --2 be ot ha N or LAH
2- bro4 et hoxyacet ophenc JTOB Ep. A The ti
corrp?)und i's purifi S& On re se phase i—flﬁ’té (H2Q
gradient$’to afford a whife sglid: H-NI\/R(4OI\/H23,
CDC13)5=799(dJ 8.4 H, 2H), 7.66 (d, J=84

[OQJ@?’] H) ;ngq'n‘{efhatg 3Q [A} 52]%5&% nﬁ%.hl_gxyé)l‘ggy]() silglag]cgll Zﬁ J;nethanol

1
iy 3 S0y g T B
3.¢ g29 Biznmahihnd 2thgTthjcoxaiiade, (1 2. £249.0( mmol) in aih@irbzs EGM (20 mL) is

| cul ated f 7H25
heaggbiogel b 1 1REe3e. 1oy SHRETy ISR EicuR gl Siogeapider is puriicd

by Xérgw\é%%qqx%%e?n]g /{VH:Q}-% g%ﬁf%ﬂt) B drll 29 £'a coforblss dni-solid: 'H-

NMR-(460NBRNOD4O04 5 ROT. PN @, T A= H9 Wz; PiR ﬁ’)m)(dt hFa%zaaszzH) 6.92(d,J=

| met h 2-met hyl - ph
5. 00280 6 FOIK.0 B e S8k & bl T &kt e 30,5 31D, 142

751 znglﬁgb@l's creﬁjcﬁtlllaqu %g%%@?DNoﬁ% (M+H') 370.1, found 370.4.

[0@2B8f onD- t@t}kmy&ﬁzpﬁfem?-@hemﬁﬂmo&-mmoxyluct doid ethyl ester
conpound Is prepared as a | ow solid: 1HN
29((10@ A7, m@plligilissplredzinglyy [THEF @0 inlg) and cp@led2q>.|5)°c 7A galution of 1 M

11t1§18161 a‘]lgnmngn g'{%%d n':rzngs &ﬁﬁan( 9 é I%‘%IO ﬁs %#_% dgcgﬂé%m@lafégnula and the
m1§tu%,7 1s(sﬁrre§ 59 0 %9&(5%211&] @dﬁi}_lll)n?fs@ﬁte( @ﬁzcalj}y@‘ﬁaﬁ)z ’(2?%481 1~(2r%'@n,01) is added
slozwl? aﬁd t-}slzc mﬁhi)re is\iBired apadditioalfld atCoeHASBPMRTES Themmspension is
then 41¥1tered cf)\g)elf* r(‘:e ite, (zned (N?gs&,) and concentrated. The concentrate is purified by
chromatography (silica, DCM/MeOH gradient) to yield 30 as a yellow oil: "H-NMR
(400MHz, CD;0D) 6 = 7.34 (d, J = 8.8 Hz, 2H), 7.22 (d, ] = 8.8 Hz, 2H), 6.89 (d, ] = 8.8
Hz, 2H), 6.84 (d, ] = 8.8 Hz, 2H), 3.96 (s, 2H), 3.80 (s, 3H), 3.78 (s, 3H). MS calculated for

CisH1sNOsS (M+H") 328.1, found 328.4.

O~ _ KsCN 0 HCl (g)
\ s
O Step A Step B
~o ~o SCN

27 31
[00126] Intermediate 32: 2-Chloro-4,5-bis-(4-methoxy-phenyl)-thiazole.
[00127] Step A: 2-Bromo-1,2-bis-(4-methoxy-phenyl)-ethanone 27 (500 mg, 1.49

mmol) and potassium rhodanide (145 mg, 1.49 mmol) are heated to reflux in acetone (20

mL) for 8 hours. The mixture is cooled, diluted with water (50 mL), extracted with EtOAc
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O M <Ol erOMBMOOMO0O MOI-O0.0-1-0 0 EEOK- O
O~NH2 O Step A Step B N Br 13 43 [00138]

WO ni0snn®oe at e 43: PCT/US2005/018167
[4-(4-Benzo[ 1, 3] di oxol -5-yl -5-brono-thi azol - 2-
yl met hoxy) - 2- met hyl - phenoxy] -acetic acid ethyl ester.

(3 340002005 dsh 6D Gah Behe (K205 MhikGigahic [a§exlis Atied MigBOL)) Giltered
the procedure of Internediate 38, except substituting
and corpgnzapd to, gy el rwde 1,258t (4 aghexshpheay R thire yrmpto-ethanone 31,

Wi atn a0 R QSR RAERRRE TR M

[O((légleé ?@@%ﬁ% fhe—crz?déﬁ2-@ﬁki(4-1ﬂgthe%y-?heslﬁllp2ljzﬂﬁocﬂaﬂhto -ethanone 31

(449 188, ]( 60 mmel) . cgsl_shph/e(% 1r1E50A<5(1f) H(Hd)j thep HChgag is ‘ég)g)lepdzthrough the

o]gEg)ﬂ 2) ggo h%grs m%%é%ls neui_%lizeg .yv1§1 1‘5&1&30@@910]% tS ?1-1(6S ‘then

ext®ddted Witk BtOAc (I x:SOZ‘ﬂI? ,Wé’shaed sdgfﬁeﬂtﬁillglﬂflﬂi Roket (JJ 0 mL) and brine
C22H21Br NO6S E@r 06. 0, found 506

(Gomip. Thenrgmmic pyer is-dpied (MigSO01), Gilteregt @mentr@ed\mgi Igtrzﬁpdmn silica
(Etg)ﬁc/ﬁexane gradlent?&) a%ford Ele tltiL 3coArhAf)ong %f' Ol a Ivvr1]1t1t% SO (9" 1?II-I%MR
(4d0$71ﬁ§ @Deﬁ% 414 td Yar 9o fr BN 305 @hELY! D HE hm)z @'87%& J=8.8 Hz,

yl met’hoxy] - 2- net hyl’- phenoxy}-acetic acid eth ester.
2H)o®3add, JFN.B dlm, an) 133 3y 3id )k GLROg(s oF ). rMSrcaiedIaMdefoﬁeunClNOzS

(M%)ifég ?ﬁoﬁg ‘iig#:% ﬂgxs:grhgggl-)-et hanone for

2-brono-4' - net hoxyacet ophenone in Step A, the title
conmpound i s prepared as a white sol i d: 1H NWR (400MHz,
CDC13)5:7. ,707 (t, = 8.4 Hz, 1H),
6)1\/33 = 6. 71(dd J:24,JJ\/8 Hz,

Mep 4 _J_» %3 1 4.(s— Sy
2E)|) @ (q syep:w 2 He, Lo (égteam) 2.26 (Asst@f

= 7.2 Hz, 311 I\/Scalculatedfor
czsz Br FNoss (I\/H-I—H-) 510.0, Yound 510. 3.

[00129] Intermediate 38: {4-[5-Bromo-4-(4-methoxy-phenyl)-thiazol-2-
ylmethoxy]-2-methyl-phenoxy}-acetic acid ethyl ester.

[00130] Step A: Intermediate 13 (200 mg, 0.743 mmol), and 2-bromo-4’-
methoxyacetophenone (186 mg, 0.817 mmol) are heated at reflux in EtOH (4 mL) for 2
hours. The mixture is cooled, filtered, and washed with methanol to provide {4-[4-(4-
methoxy-phenyl)-thiazol-2-ylmethoxy]-2-methyl-phenoxy} -acetic acid ethyl ester 37 as a
white solid: "H-NMR (400 MHz, CDCl) 6 =7.77 (d, J = 6.8 Hz, 1H), 7.75 (d, J = 6.8 Hz,
1H), 7.32 (s, 1H), 6.93 (d, J = 8.8 Hz, 1H), 6.91 (d, ] = 8.8 Hz, 1H), 6.83 (d, ] = 3.0 Hz, 1H),
6.73 (dd, J = 3.0, 8.9 Hz, 1H), 6.65 (d, J = 8.8 Hz, 1H), 5.29 (s, 2H), 4.51 (s, 2H), 4.18 (q, J
=17.2 Hz, 2H), 3.79 (s, 3H), 2.22 (s, 3H), 1.20 (t, ] = 7.2 Hz, 3H). MS calculated for
CoHasNOsS (M+H") 414.1, found 414.4. ‘

[00131] Step B: Intermediate 37 (184.6 mg, 0.45 mmol) is dissolved in
dichloromethane (2 mL), then bromine (39 pL, 0.76 mmol) in acetic acid (100 pL) is added

and the mixture is stirred at room temperature for 1 hour. The mixture is diluted with
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00 HON"I'l M ~0MOO0M B M0~00/ EOO
HN_ EtO--'-O HN- O NHal/ ON/ OO Step A Step 8 6/
w®@e00518046 [ 00142] | nternedi ate 45: PCT/US2005/018167
{4-[5-Brono- 4- (3-o0xo0- 3, 4-di hydr o- 2H benzo[ 1, 4] oxazi n-
6-yl)-thiazol - 2-yl net hoxy] - 2- net hyl - phenoxy} - acetic

sat@@ted MUHUO,, @Stradted (20 Mdllorbokihond agl wirhepmattetitreq10inL). The
Intermedi ate 38, except substituting 6-(2-.

Organmd@‘ea@ﬁedqﬂd)(l\’ﬂﬁ%)eﬁii%eq ang copcentiaiadifo givedntermgdiate 38 as a white

agstybré}g‘fn}oﬁrbce' ﬁmg\a(@@i{%@ Y o:/v%sgat@gj et H%F%III 7 @ 1=68

Hzéf‘l@pm (dﬁ)mki@ H2, H—é)7 659 (&sm 8. Bkﬂzl F1|)H)6§79:éL g!JJJ =J3. e H, @H) 6.67
(dd;Ii, 3104)8.9 Bz8UH), @, 59&5 I/\BSz&)H@ﬂfmﬁ@@@ (ReBs 0‘5%2@11841687(% J=12

et 38 Gt i oy Madl 72,

cz%xfngI?Ntbs;s 7(&443&*)(@2.0! found-482bz, 2H), 2.33 (s, 3H), 1. 33
t;, J 7.2 Hz, 3H. M5 calculated for C23H22Br N2C6S
(M+H+) 533.0, found 533.0. 0 0~ OM OO OM O-N

i / Br O M O'°6 H~OOOEt0" v MO EtO oY

~c031Q|1\|H XN, s g:r / wNH NH Step B S N/oBr i3 46

[ | nt evdi at g O\@

Ca-15 g,nc%wél 'E(:‘Z—bxo 2 3 moﬁzol 6- o/\( Oa

13

[00132] Intermediate 40: [4-(5-Bromo-4-naphthalen-2-yl-thiazol-2-ylmethoxy)-2-
methyl-phenoxy]-acetic acid ethyl ester. |

[00133] Following the procedure of Intermediate 38, except substituting 2-Bromo-
1-naphthalen-2-yl-ethanone for 2-bromo-4’-methoxyacetophenone in Step A, the title
compound is purified on reverse phase HPLC (H,O/MeCN gradient) to afford a white solid:
"H-NMR (400MHz, CDCl3) 6 = 8.42 (s, 1H), 8.03 (dd, J = 1.6, 8.4 Hz, 1H), 7.92 (d, ] = 8.8
Hz, 2H), 7.88 (m, 1H), 7.52 (m, 2H), 6.89 (d, ] = 3.2 Hz, 1H), 6.77 (dd, J = 3.2, 8.8 Hz, 1H),
6.68 (d, J = 8.8 Hz, 1H), 5.33 (s, 2H) 4.60 (s, 2H), 4.26 (q, J = 7.2 Hz, 2H) 2.30 (s, 3H), 1.28
(t, J=7.2 Hz, 3H). MS calculated for C,5sH23:BrNO4S (M+H+) 512.1, found 511.5.

‘/‘)H . [0} Me
MeO EtO)J\/O Eto)l\/o\@

0/\H/NH2 Step A /\ES/ Step B © l)ls/ Br
13 Q a1 Q
[00134] Intermediate 41: [4-(4-Biphenyl-4-yl-5-bromo-thiazol-2-ylmethoxy)-2-

methyl-phenoxy]-acetic acid ethyl ester.
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t hi azol - 2-yl met hoxy] - 2- met hyl - phenoxy}-acetic acid
ethyl ester. [00145] Foll owi ng the procedure of
WO niosnnoe at e 38, except substituting 6-(2- PCT/US2005/018167
br ono- acet yl ) - 3H benzooxazol - 2- one for
2- brono-4' - met hoxyacet ophenone in Step A the title
[0 Oqgﬁpound 'Folﬁvﬁﬁgﬂﬁ%ra&d@rey@ﬂ Thewnedihieds, é}&debﬂ\ﬁbstltutmg 1-
OMHz, CDC13 07 (s, 1H), 7.82 (s, 1H),
blpb@nyl A3y1=2-brogyo- &hancm fonpromo-4>meghoxyacetqphenqye mﬁtﬁp A the title

. corw_ﬁundés Bb}i‘%fé%i ()ZrﬂrSeyglergé gﬁ% HP{.% M?/%C(N] grag%&ﬁ ’t% Qggrdlizwhlte solid:
1H?N101R }40(%@1&(40]3)@13)% 7 @9 ke, 7 280,12 289, 1.66 (B)= 8.4 }1&92}19,,7 61(d, T

cal cul ated for C22H20Br N2O6
—7((MEH+3H) 349.(QJ =f badly, 319, 1634 ¢, ] 972 iy, W)@8$K©JWE2|4HZ 1H),

B3y B 1 a8 B S B l d 0-

7. Z{Iﬁzl 2%332 Qﬁgﬁ }1?21 34 @i Py ophero Vs ¢hichiagiBr 65,H,)BrNO,S

hoxy] 2 2- met hyl - phenoxy} - acetic acid
(MeBRy53%ktfonnd §380047] Fol | owi ng the procedure of
Internmedi ate 38, except substituting 2-brono-
1- (2, 3-di hydro-bengo[ 1, 4] di oxi n-6-yl ) - et hanone for
2-brono-4'-nmeth cetophenoneln Step A the title
conpoynd is us [noug, purMLfl cation in the nexk

" VB calfcdl at ed fgé 3Br NO6S (N&Wﬁ@(ﬁ,
efoun p\( b, 36020 /118 -o / US2605/ 0181 5}\%@ o
I /

10 O Mg=B* A10 O ME G- O'°& Et0 O-NHZ
NH 13/ O\ "/ '\ / NH SStepASSt B (S 13 Br 48§
[00148] Internedi ate 48: Y

{4-[4- (4- Acetyl anmi no- phenyl )-5-bro i azol - 2- )
yhnet hoxy] - 2- met hyl - phenoxy} - aceti Md et hyl ester. Q‘O
[00149] Followi ng the procedure of Internedi ate 38,

[0@h36% pt subintemduatg 4R} {45 Bromo-4-(4-morpholin-4- yl—phenyl) -thiazoi-2-

YlfértgP BRES M?ﬁhe%k i ?fio%hﬁeﬁ{eét ep A the title

[00137] Following the procedure of Intermediate 38, except substituting 2-Bromo-
1-(4-morpholin-4-yl-phenyl)-ethanone for 2-bromo-4’-methoxyacetophenone in Step A, the
title compound is prepared as a yellow solid: 'H-NMR (400MHz, CDCls) 6 = 7.99 (d, J = 9.2
Hz, 2H), 7.33 (d, T = 8.8 Hz, 2H), 6.85 (d, ] =2.8 Hz, 1H), 6.74 (dd, J = 2.8, 8.8 Hz, 1H),
6.66 (d, T = 8.8 Hz, 1H), 5.27 (s, 2H) 4.59 (s, 2H), 4.25 (q, ] = 7.2 Hz, 2H), 4.04 (m, 4H),
3.45 (m, 4H), 2.29 (s, 3H), 1.28 (t, ] = 7.2 Hz, 3H). MS calculated for CosHsBrN2OsS
(M+H") 547.1, found 547.3.

Mog \@ ? " EtO)J\/O ! EIOJ\/ @ Py
O™ step a ° \7/@/ Step B
13 43
[00138] Intermediate 43: [4-(4-Benzo[1,3]dioxol-5-yl-5-bromo-thiazol-2-

ylmethoxy)-2-methyl-phenoxy]-acetic acid ethyl ester.
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conmpound is prepared as a yellow solid: 'H NWR

(400MHz, CDC13) 5 = 7.91 (d, J = 8.4 Hz, 2H), 7.60
w@ dgosa16008. 4 Hz, 2H), 6.86 (d, J = 2.8 Hz 1H) PCHUS2D05/018167

(dd, J = 2.8, 8.8 Hz, 1H), 6.67 (d, J = 8.8 Hz, 1H),

5.35 (s, 2H), 4.59 (s, 2H), 4.26 (q, J = 7.2 Hz, 2H),
[0043%° (S. S3Fblowdng %ézp%oced%f@ of ThteZBedilite 33, exc%stuHZ’utuﬁir@ 1-

M5 ‘cal cul ated for 3H24Br N2G6S ( M+H+) 519. 0, found
Beifzb§l,3]di@xol-O¥i- Veror®- eth@rone) fa2-broxeo-4 methqMpacgtaphg@metimStep A,

o Sap B B o ents B R BBl o

4l t
16“8QTHEd1' ©4494d, 7 = 1.6 Hz, 1H), 6.89 (d, J = 8.0 Hz, 1H), 6.85 (d, ] = 2.8 Hz,
{4-15 OIﬁ)'D 4-Q - hyl%begzooxgzol 5-yl)-t |azo? 2-

1HY,| 6Bt Qzﬂdxy% 28, rse& HyJ }H))h 6166 X§,) a8 8tz 150i @02 (HhPH).e52B(s, 2H) 4.59

00151] S ep er
é @ E—I@ %E@% gi}?)n}éﬁgg 6heﬂ§l}g éﬁﬁ” %a’lculated for
ﬁfp@% hegbed to reflux in EtOH (40
Czﬁﬁi&rﬁ)&( ours OT?(%EIII) chloride (4.4 g, 23 m(ml)
is added and the m xture is heated to reflux for an
addi ti onal 2 hourls. Then the mi xture is extracted with

—

-

ethyl @cet ate hed, Wi tf) saturated sodium e

«Dilcar panat e “§orut i "o, a iltered Fthrougho)bePﬁj. Th;/d
N
)

or gan er, TS Uri ed Bt eered, o BN
concentra%d affeF Hurified on relerse pHsse HPLC =
(H2Q MeCN gradi ent) 37 WO 2005/ 116000 "

PCT/ US2005/ 018167 to afford

[Oélﬁan hy(/l3 enox;‘/ﬂilﬁgg%g{ﬁyrcs acl cﬁ %ﬁu es%él?e tﬂ%\@ﬁéﬁwltmaml 2

yliéth6xi) &-ﬁ@tﬁyﬂph@ﬂakwab&&&&d éﬂtﬁ-b)ste#lS 1, found 415. 4.
[0({ 00152] Step B:

141] 4- ( 3- AﬂFPH@WMWP@,@?d%ﬁ ehiptgrmediate 3, epcspt phsHBYpp 2-bromo-
1- -ﬂ;ﬁ)r%;goxps:tgggy gﬁé%/&a&ﬁ%{o%e ?(fr' fbl%ﬁﬁb\dz ngxgﬁﬁg(yz{c%é)%hg%ne in Step A,
the title compound is prepared as a white solid: 'H-NMR (400MHz, CDCl3) 6 = 7.70 (m,
2H), 7.07 (t, J = 8.4 Hz, 1H), 6.83 (d, J = 2.4 Hz, 1H), 6.71 (dd, ] = 2.4, 8.8 Hz, 1H), 6.64 (d,
J=8.8 Hz, 1H), 5.24 (s, 2H), 4.56 (s, 2H), 4.23 (g, J = 7.2 Hz, 2H), 3.92 (s, 3H), 2.26 (s,
3H), 1.27 (t, T = 7.2 Hz, 3H). MS calculated for C;2HBrFNOsS (M+H+) 510.0, found

510.3.
Uy o
MeO \@\ Ezokojij\ HNJS , o’
0]
0/\&’ He Step A /\E’NJ/@ Step B O/\(z/é/

13

[00142] Intermediate 45: {4-[5-Bromo-4-(3-0x0-3,4-dihydro-2H-benzo[1,4]oxazin-
6-yl)-thiazol-2-ylmethoxy]-2-methyl-phenoxy} -acetic acid ethyl ester. |
[00143] Following the procedure of Intermediate 38, except substituting 6-(2-
bromo-acetyl)-4H-benzo[ 1,4]oxazin-3-one for 2-bromo-4’-methoxyacetophenone in Step A,
the title compound is prepared as a yellow solid: 'H-NMR (400MHz, CDCl3) & = 7.76 (s,
1H), 7.65 (dd, J = 2.0, 8.4 Hz, 1H), 7.39 (d, ] =2.0 Hz 1H), 7.10 (d, ] = 8.4 Hz, 1H), 6.89 (d,
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m.). Acetic anhydride (59 L, 0.62 mvl) is added and
the m xture is heated to reflux for 2 hours.
wab@spidood uene sul fonic acid (169 ng, 0.88 MmoOPQT/US2005/018167
added and the m xture is heated to reflux for another
2 h using a Dean-Stark trap to renove water. The

J m%Hwﬁ{ 8. 78i(gtred2 B BIHS Aty @TE mamz em rsamt(sgzﬂ) 471 (s,
¢ and washed with brine he orga

ZHD awr(s; Hydirdda( MySShiz, 3H), 238 &% 3 d1 é%ﬁeém%%ﬁédﬂﬂb “Ms

Cal%‘& gé&@%ﬁﬂ@bﬁ%’r‘%& %%FW??%%Q phenoxy} - acetic

acid ethyl ester as a pale yellow solid, which is
used wi thout furbher purification in Step C [00153]
Step C Crzd\

I\Aet yI ethhyd - jenzooxazaly5- yIE)OJLhcb ol - 2-
M) rret gheﬂe*y}macet a&WH ester (2 IO/NH
0.47 nmo |s dirs’sol ved i n onetttrahe (10 )
and pydi d| ne (2 drops), then brorri ne (27 L, 0.52 gmol )*
is added and the m'xture is stirred at room ‘

U ot ed FerBissinigsy %2%0 bGP Raplzo D
thi%‘%é%ﬁ@t@%?ﬁé I8 Refiba géE@ﬁ‘c aQdl B9 &térayer is dried

ered a entrated t0 give
[00145Er nedi aFelleWingshapmheduee ofimvmhaediatdS 8¢ axcmpt albs’dtu]tmg 6-(2-
C23H22Br N2OBS ( M+H+) 517. O found 517,0. s E §)
bropgpceldizs H-henzoorkog-ope g 2-gromgy4 -Taethox yacgiop ope in tep A, the

t1t1§tc p@ﬁﬁp %%g%%s gréggw%ﬁd @'ﬁgNgﬁ?\' (42 (,@)c@ a—éérm (s, TH),

7.83(s, ][IQQIS"S](dd t=et opglt a2 180,7.12 (d, ] =8. OHz 1H), 6.86 (d, J 2.8 Hz, 1H),
%4@&5 Brono-4-(4-trifluoromnet hoxX g a%&yl )-thiazol -

6 A (AR OB B b ) 6.6H Ehchrys 5 Ao o SN ) HELHY0 (scdiby 426 (3.1

=7.2 Hz, 2H), 2.29 (s, 3H), 1.29 (t, ] = 7.2 Hz, 3H). MS calculated for C,2H0BrN,O¢S

(M+H")'519.0, found 519.0.

. j@)\ Me
Lo EtOJJ\/O B ()
\©\o/\n/ Step A O/\(j/@/ Step B o/\ghlg/@/o

[00146] Intermediate 47: {4-[5-Bromo-4-(2,3-dihydro-benzo[1,4]dioxin-6-yl)-
thiazol-2-ylmethoxy]-2-methyl-phenoxy}-acetic acid ethyl ester.

[00147] Following the procedure of Intermediate 38, except substituting 2-bromo-
1-(2,3-dihydro-benzo[ 1,4]dioxin-6-yl)-ethanone for 2-bromo-4’-methoxyacetophenone in
Step A, the title compound is used without purification in the next step. MS calculated for

Cy3HBrNOgS (M+HY) 520.0, found 520.0.
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38 WD 2005/ 116000 PCT/ US2005/018167 [00155] Step A
2-Brono-1-(4-trifluoronethoxy-phenyl)-ethanone (500

woosAa16060 mmol ) and thi oacetam de (146 ny, 1.PdT/HR0I/018167
is dissolved in ethanol and heated to reflux for 2

hour s. The solvent is renoved in vacuo to afford crude
2- met hyI é@@iﬁl fluor omet hoxy- phenyl’) - t i azgl e,
B O
Meo[w(%f)li. thEct)Ogl/(j UEt her puri foggat gtgﬁ\,ion(f\t ep B.
?/i@ ( 4s=ter 4 £ | uor onet ﬂ/i/ P yI et Mi azol e (1si/®

mol )3 is dissolved in dichloronmethane (5 nL) Br
containing acetic acid (1 nL). Bromine (0.20 nL,*3.9

off 381 L' e ieimeite b i dohean minecaion r sironisHBmo-2-
it | _ hed with b
S e o e R B 35" Ngsoh), 111 tor ed

[0Gi48] concenfFoHbethgtthe piocedive bf Inmerm2diarst 38y kxékp( dubstituting N-[4-(2-

trifl uoronethox henyl )-thiazole 50 as a yellow ail.
Branp R D FOONAL LB oL Brorheg -mefio yace ophgnaus.in Bbgp, A, the fitle

coppdd ppeded Qéf‘méﬁ'}ds%’f@ﬁi 05 (G SO = 5.1

2H§;t’b@0(ﬂ] 8.4 Hz, 2H)686(dJ 2.8Hz, 1H), 6.74 (dd, T = 28 8.8 Hz, 1H), 6.67
4- trlfluororrethoxySQBHe | )-thi azol
&i

(7 oo ST s S b, B 1y 200t 26 (s g W28 (631, 221 G,

-, 906 S SERLUR CER A oL 36 88 e

51920 ng) is predissolved in carbon tetrachloride (10
nm.) and added dropwi se to the m xture, then the
mxture is heated at 50C for 96 hours. The m xture is
diluted witfhsat ir at ed NaHCOB, extracted into
dicchl afonet naa Ad washe/si with brine (10 n). The

M@flbaﬁml ayer I's drb SO4) f'i‘Fther ed E@ﬁd,o N
conce tfo g q}ve cr ?/( i 0/\({7/@0
5- Br onp- 2- Br ondiEt hyl - 4- (4 | uor omet RoxXy- s/

phenyt) - th| azole which is used W t hout further

purification in Step D. [00158] Step D l{ cop C
5- Br ono- 2- br ononet hyl - 4- (4-trifl uoronmet hoxy- phenyl) -
iazole (1.62 ninol), Internediate 4 (222 1M613

nmmol ), and cesium carbonate (736 ng, 2.26=0 @are
slurried in acetonitrile at roomtenperature f

hour. The mixture is filtered, the solvent
evaporated, and the remainder purified by flash 4o
chromat ography using a m xture of hexane and et hyl

00816061 at e ( Shityrnicdiasd 49r{d-[51B@EmoM - iniethy8-Oehtboxatd N -
[ 4]&)I\/Hz CDC13 %— 7{9[§(d, J!@. ’% 2f|)X Nﬁ)thlazou

yln%lﬂhoxy 2-methylphenpy} -atig@cidpthy] estep. g Hz 1H), 6 74

038, 7. 2o Sy B 05 £5 by ot DptFe oy 5
mtﬁﬂ)heny tl&?aﬁbﬁé' 29(‘) d7 tomnied] b 3BaES Ngéﬁu{c M EROH 24 n?) for 4 hours.

f ound | nt ernedi at e
Tip4LI) @lendmﬁl 44g,(?4&mmoi)| isi addadent yhe Iph@my li§ heabidatp b for an

ad%é%la%é%; 1 (51@9/ @ nen o%%%ap%%%gllgget %I a%etg’gt %!she(ceisvsli(te}{ saturated
sodium bicarbonate solution, and filtered through celite. The organic layer is dried

(MgSOy), filtered, concentrated and purified on reverse phase HPLC (H,O/MeCN gradient)
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"p’Xp 0-- CF3 Br [00160] Follow ng the procedure of
I nternmedi ate 51, except substituting 2-brono-
wda2qo8A1400d | uor onet hyl phenyl ) - et hanone for PCT/US2005/018167
2-brono- 1- (4-trifluoromet hoxy-phenyl)-ethanone in
Step A the title conmpound is prepared as a white

to %rﬂ g4 [%%n%@ﬁmxy %ﬂﬁ)}thﬁzﬂ 2—&1&&h6)€b{] 21meth371-‘ﬁhenoxy}

) 86
acdt-iz acml-t?}hyl@st% N3 @alculaEdeOBCnH&}gDQ&ﬁ (M]iﬂ S 485, éﬁfOPHd 4115 4.

O T

0.59 @iddo) &IGM 1 20
meﬁ%@gﬁen{x%?%@ﬁ%?g@ ethl eﬁr 45 mg e \QMlBsr IB r0 velli@h tolmene (

mID)b@etm@nhy@u@)(SB pL]'_QQ 62(1111\191) 13\/@@6@1 aml the mixtpre By hea5@1 to reflux for 2
[ 00 | nt ernedi at e

61]
hoprg. st ks Sb PR AHA419 merf-85 Bl fragdee e e suixture s heated
to fE?ﬁLg}fJ)r A é s‘ﬂ%eﬁ DearSiabk #8) IVMemBE Yater [ @Qé ﬁﬁimﬁt 1@ Riluted

Br ono- n- 3-yl - et hanone (200 ng, nmol )
WlﬂlmzltuZatediNiaH@-@, ehrwkadvayEt%waichwwh(admtmnec(lO 51L) The organic

- FER die e st e S teg Rl bl il
PRI S5} it elofd ﬁﬂfe&oslyfﬁl}e%seﬂ%ae SR R0E 1pdfyellow

€ organ ayer’ 1s dried
solid, Ivtrlﬁdfleﬂ Lﬁetﬂwcthmieﬁltthei‘tpadﬁtmcgn usStep C.

22d|math ropi onic acid 4- r|d|n -t hi
OGSt byl - oStarC: RdeH e b Wl - E?Ztoﬁéﬁzo 5001 friazol 2

S B R s

dichlctoRetiahdlo-aLp dpyridige(2dirépythedbrondny (27 L, a8 mehol) is added
yl methyl ester (0.71 mmol) is dlssolved in
andl et res sared o 1omigmpesHetsifer hiowy rihgimpigtyreis diluted with

sa?lﬁaggcﬁﬁ{ %Tflg , elexgrrag Idr ] e%ﬁ%lé’fb&lgthgﬁ’ {H@xggshea mﬁ@ﬂﬁ‘ﬂweﬁlg mL). The

organic layer is dried (MgSOy), filtered and concentrated to give Intermediate 49 as a white

powder: MS calculated for Cp3H,BrN,OsS (M+H+) 517.0, found 517.0.

NBS

o) A NH, N’( Bry N= AIBN
o W T D*f W
Q Step A Step B ? Step C 0

CF3

\OJJ\/O\é\ l Step D
4 OH

Cs,CO3

o}
\O/U\/O\@
_N
O/\Sr \/2’@ Q CFs

Br
51

[00154] Intermediate 50: {4-[5-Bromo-4-(4-trifluoromethoxy-phenyl)-thiazol-2-
ylmethoxy]-2-methyl-phenoxy}-acetic acid methyl ester.
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tenperature. The m xture is diluted with saturated

NaHCO3, extracted into dichl oronethane and washed
wowaos/1bgoome (10 inL). The organic |ayer is driPBdI/US2005/018167

(MS™), filtered and concentrated. The residue is

I medi ately dissolved in tetrahydofuran (5 nL), then

[ook531hi um h%é{; ax h0Broffo- L (MNiri udfbshethexpgiatasttaridne (500 mg, 1.76

m Xture is stirred for 1 hour. The mxture is dil uted
mmel} endghioaceitreifle BAHO0S, 1 84 mrael isdlissaived éa Aijrrnel@ad eed to reflux

for el e Criyaoots Fehpy b e d 2USkb ety e Stig e
tr1fﬁ1%rc§ﬁé?ﬁ&<}ﬂ?1{éﬁ&l Ythidz e, Which Y @88 hiod ﬁmﬁ&tﬁiﬂffﬁlahoﬂ\ﬁi Stbp B.

is used without further purification in Step C
[00156]164] St &tep B: 2eVvlathe]-4-(4-trifluoromethoxy-phenyl)- _thiazole (1.76 mmol) is

T ST R P e B WA TEIS i 20 ., 5.

mnjicﬁj RbeFHAARE Hfxibft 3 (ﬂeﬁﬂsﬁl al4401C ThiPhdurk STheBadreAB8 diluted with

m xture 1s stirred for hour. The m xture is
sataliated N OO4, lex s adted mtcedhchb)kmhaneanﬂﬂmh@UWHh bone (10 mL). The

o R AR A 8 Ak s
tnt@%? %h&ﬁz)ﬁfge ) l2486le 50 as a yellow oil. 'H- MR (400MHz CDCL:) 6 =7.95

oromsth -t’hiazol - yridi ne,
(d, W& £h Hz$ 2H§‘>,e7d68Md1; hew®.8 ler 2. s, 3‘H)c EMS omlcullateﬂtfepCDHgBrF3NOS

M%H?wij Step. D. Crude
( B3 %rf@u@%ﬂ Dronet hyl - thi azol -4-yl)-pyridine (0.71
nt £
O8] S S B S 0

mg2¢ BLAbY) iah€ wﬁx@nﬁisuédhﬁﬁn&@@ 12 nh U78. mrhbBrard dinesom/edt idrcarbon
Is filtered, the solvent evaporated, and th

tetrachbaridele40 iy arid leqatagiio PGS ééo-blfﬁa@@m@tl(ﬂﬂi@? RAgQA$ predissolved

in gaéﬁ‘i}b‘ﬁgﬁ%m%fﬁd ﬁh,lx&oli,)uarnélnglﬁ ‘3’35% &g ﬁtebatﬁlx&t&g tﬂ@ﬂ)l He n:l.lﬁ(ture is

hedfb& b0RC itSr 965Rshréli TIRChEMurles Hﬂlﬂe@ﬁ/&h sBluPedWEH O, extracted into
further purification. 41 WO 2005/ 116000

dmﬂambmmar@n\sas@ed wathftg@e (19 mL) CHe-guepniglayey B dried (Ma8O4),

ﬁlt@f_eg an@}or?c%eg it@é] 0 gl‘?{F gm%dis%{dgnqa-%%?omomet%yp4 (E I\huoromethoxy-

ph@nﬁ,{ uor orr‘gli{ ‘F{}fs %ﬁg %&B%ﬁlﬁgz ol e ﬁ)cat[g)%lf)él%sﬁ St ep A

[0®58} oro- | - Stepridt 1Bxgmpypmpnethyhraddriflasromethoxyathenyl)-thiazole
(1.62 rrll:r%lol), Intermediate 4 (222 mg, 1.13 mmol), and cesium carbonate (736 mg, 2.26
mmol) are slurried in acetonitrile at room temperature for 1 hour. The mixture is filtered, the
solvent evaporated, and the remainder purified by flash chromatography using a mixture of
hexane and ethyl acetate (5:1) to afford 51 as a white solid: 'H-NMR (400MHz, CDCl;) 6 =
7.97 (d, J = 8.8 Hz, 2H), 7.30 (d, J = 8.4 Hz, 2H), 6.86 (d, J =2.8 Hz, 1H), 6.74 (dd, ] = 2.8,
8.8 Hz, 1H), 6.66 (d, ] = 8.8 Hz, 1H), 5.27 (s, 2H), 4.61 (s, 2H), 3.80 (s, 3H), 2.29 (s, 3H).
MS calculated for C,1H sBrFsNOsS (M+H+) 532.0, found 532.0.

[00159] Intermediate 52: {4-[5-Bromo-4-(4-trifluoromethyl-phenyl)-thiazol-2-
ylmethoxy]-2-methyl-phenoxy}-acetic acid methyl ester.
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t hi oacetam de (9.0 g, 120 nmol) are dissolved in

et hanol (60 nL) and heated to reflux for 2 hours. The
W@ od03and006 s renoved in vacuo to afford crude PCT/US2005/018167

4- (4- Met hoxy- phenyl )-2-netllyl- thiazole, which is

used without further purification in Step B. [00168]

Step B: 4-(4-Met hoxy-phenyl)-2-net hyl -t hi azol e

(1091nnol) is dissolved in dichloronmethane (300 ni).

Bromine (6.20 nL, 120 mmmol) is added and the m xture

is heated at 40C f 3 hpurs. The m xture is diluted
with saturated Na act ed into dichloronethane
and washed with brine ( The né | ayer is
dried (MgSO¥), filtered an coc ’to give

5- br ono- 4- (4- met hoxy- phenyl ) - 2-1re hyI-th| azole. M5
cal cul at ed for C1l1H11Br NOS ( M+H+) 284.0, found 284.1.
69] St tuting 2- -
[0(%9@} yproaeedﬁlref S)f Iilterme%mYe St 1h £xce sub(stitutmg 2-bromo

1- (1411ﬂuor6ﬁ1ét@y,1 Ifbnﬂ)lefﬂahmﬁ@ﬂiethtbmhanMLbﬁ]uOfUmetm{}dpl(e&yB -ethanone
mmol ) and sodi um car bonat e

in guep Ad ﬂsesfaﬂlwwnpqunm@r@mze@ amyvhltéﬁﬂah oft- M&PQ(WQM% &33013) 6=

sogefbs Ty Bber TR a S AP RS (G 2o K bicirs g 1 =28,

8. 8nﬂi1 UtEPs6.66dd, AP 8 8414,4 80, 123 850214[;2 4ntmo¢s 231;5 3e8ideBIa)d.29 (s, 3H).
he m'xture is heated at 17( m crowave in a
M&e@lcléated fioreCA BrsBrB:N@SUDEST ) HE: Onfc)llﬁldr5é6+3s di | uted
with water (50 nL), extracted into EtQAc (200 nL) and
washed wi th brine (50 nL). The organic layer is dried

(I\/gSO4)Bn;\/ﬁ\iL\hered concentrated and purified on a
gol um of i ca_gel usi ng a m xture of hexane and

%%Nﬁf e\ pwa“\(w 24 fgyép -5- (/Zgi/Zﬁ@uor olp tch;ff/ff@

V\D 2005/ 116000 PCT/ US2005/ 018167 phenyl) - th| azole: &
"H NVR (400MHz, CDCl13) 5 = 7.54 (d, J 8. 0oHz, ®H),

7.42 (d, J =80 Hz, 2H), 7.40 (d. J = 8u8'H& H),l step D
6.84 (d, J = 8.8 Hz, 2H), 3.81 (s, 3H), 2.77 (s :
M5 cal cul ated for C18HL5F3NCS (I\/H—|+) 350.1, found

350.0. [00170] Step D

4- (4- Met hoxy- phenyl ) - 2-net hyl - 5- (4-trifl ug,godlnrm - phe
nyl)- thiazole (3.66 g, 10.5 mvol) and N \’,
N- br omosucci nimde (2.05 g, 11.5 mml), are dissol VACE/
in carbon tetrachloride (60 nL) and heated to 50C. Br
Azo- bi s-isobutyronitrile (172 ng) is predissolved n
carbon tetrachloride (10 nL) and added dropw se to

0064 ure, t H%ﬁ@ﬂﬁ%ateﬁﬁx%@emo@%ﬁb”@@ma% Yetieazpbe- Yi’@et%ox}’) 2-

rs. t ed with saturated NaHCGCS,
mggﬁfpg’@fl aﬁft)&() %mgﬁ}eﬁp}geét%ane and washed with brine
[oémt] m) . ThReP A9 Brémbaysyridis-3cklietithnofy g, 0.71 mmol) and 2-
filtered, concentrated and gurl fied by flash

angho-Brthiongethphyivalsier§ bmei &7 3 mmel) arel@éssah’éd ithefhanglynd heated to

ro S i diomE R Ty S0t yegthied SaBG Fybtaflauto
diébionetithe %@w’%&&% v@ﬂﬁa@ﬁe @beR)CTRe Bfganic layer is dried (MgSO4),
filtered and concentrated to give 2,2-dimethyl-propionic acid 4-pyridin-3-yl-thiazol-2-

ylmethyl ester, which is used without further purification in Step B.
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O o Step Do o6o o oOHN N er Step F[__~ S Br Step E
S Br Br 55 [00171] Internedi ate 55:

W@ 200551d80@n0- 4- (4-1 sopropoxy- phenyl ) -t hi azol - 2PCT/US2005/018167
yl met hoxy] - 2- net hyl - phenoxy}-acetic acid nethyl ester.
[00172] Step A Thioacetamde (9.0 g, 120 nmol) and

[00]?63}r ;JYTD | Sgcép Belflhmgﬁ .2 Em?ﬁ&ﬂy}pmpmmn{c@d émngm-tqgﬂ?azol 2-

are dissolved in e eated. t 0
o S SO NER LT, oot (50,70 A, Regt o2 i
ol 0, TSt st o 6 s oo

ten?@fahfrb Cahé phxtufcdO Bﬂﬁﬂed StittpsaBirated NaHCOs, extracted into dichloromethane
Met hoxy- phe )-2-met hyl -thjazo
andvisbol welh b1 (o SH e R 5 eo 0 MEB Bkt
t t
conlcg?tfa%%lo f"@{mrgg%%eu}sg%gfeﬁla% {sgcrﬁg&} fgl tla!{lje R) ﬁgg}@@ &), Ben Lithium
hycﬁé‘;hélé at. @y, MNakiG8 Gadhd andxhe ﬁ@iteﬂa is sﬂmr@:d i ¢ thioor. dimetrhiatves is diluted
washed wi fh saturated NaHCO3 (i ed over nqgg d61
with ghtbieatesl NaHCOs caxérgotas @t@@ﬁﬁbﬁcé‘faé%l (thé yashed with'brine (10 mL).

N

yl- m%ﬁ%yl)lrhlemmzl(&ﬁféwusemm ﬁlrt*ﬁeﬂptﬁgiSo(ai(ﬂon ih Stef cs
S
[00064] 3H) . Miep&l: €urhde Gcdbroro- mmmma@m;m})-@ tl@alepl ©n

found,. 284.1. [0Q01
mnaQlpis figso efl n W& tﬁ%%ﬁ?&ﬁ% tﬁelé thlo Plopﬁie mL(, 451 1811101) 1s
ad&d)aia 1% mARe)s SifirdHl B 0Mhyed THe Iﬁb@mJe @mmmann st@fiffed NaHCOs,
Boron tribromde (15 nL, 158.3 m’mlg i s added
exteavted ih® dithivroneethane s waskedavith biong ﬂérmle diba eeganyy layer is dried
hour. The m xture

(Mﬂﬁﬂ@i@@étém g porcetriad i Eg derpsPRr e e Sfpisgor-4-vD-
1?1? at e, Sqfsg&j ;‘J\@mnﬁé%ﬁcgﬁérﬁﬁ QWED, Magnesi um

and evaporated to yield crude
[061166]5 Br omoSip meChgde}3-(ﬁ-bmmc»2pcmoyom¢thﬁdhla@ql54 -#D)epyridine (0.71

tahpese A At LR ot ot o
» e 8 ol) are
su%pgﬁ%e% n dg%a?%@%i%ﬁ%u t@ %ﬂ%iﬁﬁ- 7Q‘heI( ﬁle n%@uée gg'élteéed the solvent

foun
ev%&@ﬂt@@,] an@&l@@re&amder purified on reverse phase HPLC (H,O/MeCN gradient) to

5- Brono- 2- net hyl -t hi azol - 4- yI phenol . (38. 3 I
afﬁosd hmrg@dla%@ asrthe 8w G rrempepent 9f ml@‘&%f W?‘ém)
mol ) ' 1s ad m.,
TR e rere SEEPre e ?Eﬁﬁﬁﬁﬂ*faéaéaﬁ
reflux for 18 hours. The soI vent is evaporated in

vacuo and the residue is purified by flash

chromat ography using a m xture of hexane and et hyl
acetate to afford

5- br ono- 4- (4-i sopropoxy- phenyl ) - 2- net hyl -
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thi azole. M5 cal culated for CL3H15Br NOS ( M+H+) 312.0,
found 312.0. [00176] Step E
WG 2B5000001- (4-i sopropoxy- phenyl ) - 2- net hyl - t hi aroT/ES1085/d18167
g, 10.89 mol) is dissolved in carbon tetrachloride
(100 ni). N bronosuccinimde (2.52 g, &% nnDI) IS
added and the m xture is heated to 50C, OH) BE[N( /
ed

, 09 o] § i.sna d The
?gfké:ﬁpurs A@Ef I bronla§£>6<z?é) and Al BN
ng) is %ad%8® *and stlrrln% Ps® comti nued &*®6C fo

anot her 12 hours. The m xture is then cool ed, OFs
quenched with water, extracted into dichloronethane,
dried over MgS04, filtered and evaporated to give l Step D
crude
5- br ono- 2- br ononet hyl - 4- (4-i sopropoxy- phenyl ) - t;pi | e
, which is used directly in Step F. [00177] StepiE)
5- Br onp- 2- br ononret hyl - 4- (4-i sopr opoxy- phenyl ) -t hi azpl e
(10.89 nmol ) and Internediate 4 (2.13g, 10.89 mol
are dissolved in acetonitrile (100 nL). Cesium
carbonate (7.1 g, 21.78 mmol) is added and the n1xture
is stirred at room tenperature for 2 hours. The 54
m xture is filtered, evaporated, and purified by flash
[00Té6]omat ogrlammwmterfgﬂf £-Bromomethgik 4 xethoxarmhenybrH(4-
acetate to afford Internedlate 55: "H NMWR 4OON+E
ﬂ@@@pst)t phenylgshiagple.; = g 4 Hz, 2H), 703(<(:| J = 8.4

[oog@ e oog?%f} ?1%7&‘1)310 ﬂ‘&4 w 1&?&5& g@%anone (250 g 109 mumol) and

thiddéetarhide, (9B g,320 dnmdl) areBdlﬁsoHE:d 111 Efhandl. (6(3 n(l9,and Bﬂ)satedltcﬁr?ﬂux for2
(s 2H), 3.86 (s, , 2.36
hours.4Bhq sp1veakes remve%ub\tﬁca? e f%‘nﬂ @Eiglﬁz@é}%éﬁ%%wm&ﬂﬁmeﬂlﬂ-

ou 3H20 Br \ ~
th""éﬂ% Wb&?’&ﬁ%fs‘g%‘%ﬁ‘@ Mgnﬁ?%%mm THE Ph
[ooib® Ph 1 / St%tB Q4. Meitick B-phertyl)- Pﬁdﬁhyl&hﬁpolé\(ﬂwemnﬁl) is dissolved
Step C"Y Ph SS Step D Step D Br Br. Bra
in chlasomelhany (30(Bm3.). SBming (&2%11&18 npmed) isgyddgd Eﬂfbﬂie ixture i

heatedqa%go% for 3 Lours. pThe mixture is diluted with saturated NaHCOs, extracted into
dichloromethane and washed with brine (50 mL). The organic layer is dried (MgSQOy),

filtered and concentrated to give 5-bromo-4-(4-methoxy-phenyl)-2-methyl-thiazole. MS
calculated for CyHy;BrNOS (M+H") 284.0, found 284.1.

[00169] Step C: 5-Bromo-4-(4-methoxy-phenyl)-2-methyl-thiazole (4 g, 14.1
mmol), 4-trifluoromethylphenylboronic acid (3.2 g, 16.9 mmol) and sodium carbonate 4.5
g, 42.3 mmol) are dissolved in H,O (12.6 mL), ethanol (9.3 mL) and 1,2-dimethoxyethane
(37.8 mL) and the mixture is degassed by bubbling Argon through the solution for 10
minutes. Pd(PPhs)s (490 mg, 0.42 mmol) is added and the mixture is heated at 170°C by
microwave in a sealed tube for 10 minutes. The mixture is diluted with water (50 mL),
extracted into EtOAc (200 mL) and washed with brine (50 mL). The organic layer is dried
(MgSO0s), filtered, concentrated and purified on a column of silica gel using a mixture of

hexane and ethyl acetate to afford 4-(4-Methoxy-phenyl)-2-methyl-5-(4-trifluoromethyl-
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4 Br \ S~O 0~,-CO2Me Ph 56 [00178] Internedi ate 56:
[ 4- (5-bi phenyl - 4-yl - 4-brono-t hi azol - 2-yl net hoxy) - 2-
woreaolisleophenoxy] - aceti ¢ acid nethyl ester. [OORCEPSHBOBRMS167
A: To a solution of ethyl ethynyl ether (6.0 g, 85.6
mmol) in THE (100nL) at OC is added
phélgll)aﬂﬁﬁfz Rt rANNRQRDONR, ewmi)%ﬁswdlﬁmta OiHz E!FE,,742 (d,7=8.0

53 nL, 28.53 nmol). The nmixture is warnme room
Hz 2Hpérd (ld; E=8Hgt 2H), 6c84f(dr J 2 Sréddr, ZH)ThE!1 (8, éi’l)l 2 7'nés, 3H). MS

8 e i A A S
[od¥7R} ). pal ki Ezi MR 1} 2y OB R BB ABkny1)-

hyd ide (8.5 g, mnol) in THE (200
thidivde (B.64 gir1®.5 mn’aﬂ)amﬂd\ltbmomesfulcumrﬁlde (2.05 gh],l 5 hrmol) are dlssolved in

cool ed,  di.l uted 0 nL .
carhgp ﬁ%@emﬂﬁm 45@%@ S%ét 8ro- % tﬁ%’ﬁ}t{? 9 %%an is
précd?slﬁgfékg ?hoé?l}‘u%ct %lr\%ﬁlb%&eegg %dca 8 F)fblﬁs‘ggog Mi¥&re, then the
migturoizaeagd apbyC(fet heholnex @hemugnﬂads dﬂht)edWﬂtlgﬂaM&ated NaHCOs,

4- (2- et hoxy- Vi ngl) bi phenyl as_a white SO|Id "H NWVR
exfragiesl wfed 101%19\31'@9 thape-and washéd wgh prpe Y mLy T oaganjgiayer is dried

o) IO SN i

heMneGal ethyhb@shaté o affézd Ghibrfedidtt b4) M baldulathe WordC ZADBIF;NOS
Q1801 Step B: 4-(2-Ethoxy-vinyl)-biphenyl (7.60 g,
1\/E%H882$r13ﬂoﬁ0}m<|1é:z%p'ssol ved in a mxture of EtOH THF
(120/30 L), then NBS (6.03 g, 33.88 mol) is added.
The mixture is stirred at roomtenperature for 2 h, OH
t heno concenfrat ed and purified by silic eI
togr aphy (Et hexane, gradi en 0 give
1- br ome—2—2-di et ho et hyby=bi-pheryll as a whi te{ )
solid: 'H KWR X400 MHz,s CDCl18eps = 7. 33-%. GSSt(emC oH), ™
4.98 (d, J=6.4 Hz, 1H), 488(d J=6.4 Hz, 1H), 3.8
(m 1H) 3.64 (m 2H) 9(m 1H), 1.29 (t, &%.121
Kzl _3H) 1.07 (t, : 3H) M5 eal cul ated for o\<
clsie OZ\;M 9. 3 fo Br)+. [001811
Step C 4- g\gﬁ’@o 2—el-|—e{hoxy- yl) - bi ptrenyl (75Q,
my, 2. 15 nm)Ia) di ssotwed | Qrofor Avep3E ) , L)
then Ac20 220 rrg 2.15 mmol ) ,” NaOAc' 3H20 (175.4 nm,
1.29 mmol) and AcC (118 ng, 1.51 nmol) are added
essi vel m t f N
) o M e B b S R

ylmaﬁmeﬁl Meﬁﬁ@hﬂﬁcﬁdy@@cetﬁda&d%eﬂ]yﬂe@m ne. The organi c

| ayer is drled( flltered and con ntratedgo
1061 crude Qﬂ‘ﬁh asatawdedﬁ&& 148 @%Iavlaéﬂ@a@r@@oés 4zmethoxy-

AR L2 MR B o g o

2 Bofls. 2 Thé @thﬁﬂoll@ﬁaniox(ewuﬁﬂéﬁvacuum and the crude 4-(4-methoxy-phenyl)-2-
methyl-thiazole is used in Step B without further purification.
[00173] Step B: 4-(4-Methoxy-phenyl)-2-methyl-thiazole (109 mmol) is dissolved

in dichloromethane (300 mL). Bromine (6.2 ml, 120 mmol) is added and the mixture is
heated to reflux for 3 hours. The mixture is quenched with saturated NaHCO;(aq), extracted
into dichloromethane, washed with saturated NaHCO3(aq), dried over magnesium sulfate,
filtered and evaporated to give 5-bromo-4-(4-methoxy-phenyl)-2-methyl-thiazole as a pale
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[001821 Step D. The al dehyde 50 (0.57 g, 2.07 mmol) is

di ssolved in EtOH (8 nL), then thioacetam de (156 ng,
WQ20%1mae00 ) i s added and the m xture is stirrePCHUSHOL18167

for 15 hours. The solution is diluted with Et OAc (50

m.) and washed with saturated NaHCO3 (30 nl) and

beigé P&ﬁd&lGHﬂNMR {UeMHATDCL,) G4 91851 (8, P i8elrie, MIS0806 (d, T = 8.8 Hz,
tered and concentrated to | ve crude rodugt
2H3.85(s) 3HPAGK (sethyMSichiculatpg fo tﬁnﬁ‘rdifb@£@ﬂ§ﬂ{vﬂ 454.0, found
OAC/ hexane (gradient) to give
28 blphenyl 4-yl -2-methyl -thiazole as a white solid:

[oogbh]N'\/R ( 40§te 2 5- B?Q{%éiiﬁmgbneth&i ghérﬁﬂ) j—t%ethﬁ-tﬁl&zcﬂe £6.0 g, 52.8

mnaea) mtdmb]a»tdd i dxchmcﬁhamm (ROR-HIL)2 aormn trityomndde2® 5 ngll,, 158.3 mmol)
Ste [ternative est

is ardéﬁ‘% 1 'gliletng} B\r%ﬁéplge a’bqoa mperztl ¢ for ﬁ?ou(l:*olfge m1>9ture is quenched
' w1t¥1_f%t%éﬁ§& W taglﬁ i ctg@ 9%@ ﬂfEhfbr(l)lﬁE’tﬁQﬁeo W%E‘B[éd \ﬁﬂi@ sHudted NaHCO-

5(ad), deibd y{rérhnmh&n(ﬁlf’éﬁ ﬂlterﬁ& afd ﬂvapbl)a,ted to’yleld orude 4- (5-Bromo-2-
trlphen hos hi ne

z(%@ onej. ﬂé )Ge%%w)us%gfnﬁfa%m 1@9%&8&6%&18 'H-NMR
(4do§<|4 ec%ac%?ﬁoigfﬁf’{) Pﬁdﬁq @he dahe= g b %}9{3%(& 1H),2.70

OUi‘S reaction ure 1I's

(s, SHh s BIfIeNEdIyted fdrt(ﬁBHgBrNOS QUgH " 21010, o 7d  washed
with sat. K2C03 and EtQAc. The_ filtrate is dil uted

[004i76T 46 vosmdB/ ﬁé@semp@rmérz/b@smi 18rPhenobyds.- 3 penol) is

dls\é\?ﬁlé/% m acle{,%g}g aﬁ@{@é& bir6| g@(ﬁe%lr follb¥Rd by 2-

iodopfupRné (BT ad., t'76 Gchm@l)(ahddl@s &Etﬂdﬂg? hnx’mhi i€ hedted fpueflbx ést 18 hours.
by silic gel chromat ogrdzt%hy (et her/ hexane Sgr adi ent)
The golyentds §vamomﬁ@hw| va4u6yan sidieis Avmabest by 1l @hss]latography using

Wﬂtﬁfﬁ% gf]% %‘% E%‘f% ace'%‘ ctﬂl g@&‘w h’Fé“?‘li g ,%%jp%rzq%g%oheﬁyl% -methyl-
thif A8 NS dadPatbd fof CATIBRYOS (Bradyeth anduadigiaxt ure is

stirred at roomtenperature for 15 hours. Pyri di ne
[0((1:%]4 1 L, &t ndBirpmost-Gdidepropony-phrayl)shmgthybithipzole (3.4 g, 10.89

i1 Golyecin efpen stuacpierini OO S dRog e 332 5 14.16
Lr'srﬁfd% DR Rixt20 1s"ﬁe)1teﬁ'19 5@“’0‘ 'ﬂl?en(ﬁ@Wt—W9 tﬁé‘el 09 mmol) is added.

ani c ayer is dried (MS04), filtered
Theamem isdteattdtto 7¢iC/for 6 thodes. m{ctddnmtal bmtnmch((l Sg)oandl ATBN (60 mg) is

ad%l%ir %{g]: slélzxtn?ge {36;05{11 4 ogglt g&ﬁ%ﬁwo ery]|2 I?lgqr. ! xa%{a% hen cooled,

qu&zgfhgé%} \gét?fae ﬁt&l % (391)71 goghéﬂl\ﬁe(é%%m Mg@%lﬁftm@d and

evifforatel cdipiat ethide GFbromo kA B dthii H-]4-R3proPox -phimyl)-thiazole, which
- 330.0. [00186] Step F: N-Bronpsucci n| m de (504 ny,
is psegli )11$T§P§dded to a solution

- hi phenyl
N i e
(1@@9 wirh &l ?ah@hﬁérh{eﬁﬁt@e ap 151080 ni;ﬁof) @tbfdissoﬂ'bﬁ is @J:eubm&ﬂe (100
is diluted with CH2Cl2 (50 nL) and washed with

mER Cgsiameehrpenaed. l(gdlrﬂS)mmnB 1ba¢d¢é apg @hermy(tulvh%stlrred at room
d filt
o eYRRNT fox DA, TS MR, b iR e Biisied by fasty

h?ymﬁb éﬂaﬁh)?fi 1n§5]'frﬁ%¥é3&‘r @Rﬁ?ﬁle éﬂdtel'ﬁhﬂ %ﬁ%/whﬂ@ﬂd Intermediate 55: 'H-
radr ent give 5- - 4-

NMR (400MHz, CDC13)6 792(dJ 84Hz 2H)703(dJ 8.4 Hz, 2H), 6.93 (d, T =
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br ono- 2- br ononet hyl -t hi azole as a white solid: 1H NWR
(400 MHz, CDCl13) 6 =7.55-7.66 (m 5H), 4.30-7.45 (m
WA R)05/146066 (s, 2H). MS cal cul at ed f or - CL6HL2Br POBUS2005/018167
(MrH+) 410.1, found 410.9. [00187] Step G
Internmediate 4 (169 ng, 0.86 mml) and Cs2CO3 (308 nm,
28)H941H)Iml8b)(d@,rle= 28ded HAQ 1 %&‘m’ym 08 D¢ Hz, 1H), 5.33 (s (3 2H), 4.67 (s,
rom)rreth | -thi azol e 36

5- b| henéI rﬁr@gl - 4- br ono- 2-

238 ) §s, BHD.MBN(s( B, b4 (s, FHe MSealeudatid for Cy3HasBrNOsS
t] f t roomtenperature. After the

(l\%}tﬁ éﬁgligufl&?p%?'ed, the organic solution is
concentrated and purified by silic gel chronatography

wi t h hexase/ et her (gradient) to giver 76,0, NaOAG 8H,0 .
[4 (57 i, pheny | -@r%/oﬁtrwwﬁm a OBt .

e Q)_g Y- % yl - phergx y| i CoEAC t hyl
PE sr (SQQE)XMas 2 white solj d. ' NWR (40}(\36@I iy

= 7.60-7.72 (m 5H), 7°5%% 47 (m 4H), épé’s (d,
=2.8 Hz, 1H) 674(dd,32.8Hz J=8. ! 1H), 6.65
d, J=8.8 Hz, 1H), 5.28 (s, 2H), 4.60P§$§
s, 3H, 2.27 (s, 3H). Ms calculated tor C26
(MrHH) 525.0, found 525.0. 47 WD 2005/ 116000Step b
PCT/ US20054018167 OEt Br Br | _BM3, Pd(QAC)2 I OR NBS, '~y
Et OHed ) @Bt Ac20, Na@kc 3H2,0.<0\ F,CO ~ NEOA: THE F R

5
J
(
(

| THE F3 MOl , ~EHE—F3 O Sfep A Step B St ep
'Y NH2 F, tep DFteStfep D Br NBen/ Sea®4 "N BS

Br2 S ° SI / OCF3 Step F OCF3 Step E F,CO MQzC,
Oveffo Step G Br Sf ~\ , 0/\CO2Me F,CO/ 57 [00188]
| nt gy freeh af &7
{4-[4-brofo-5-(4-trifluoronethoxy-phenyl)-thiazol - 2-
yl met hoxy] - 2- met hyl - phenoxy}-acetic acid nethyl ester.

[ 0018 Step A. /Foll owi ng the procedure of
i nter d)@p @ ekteqt. substituting 1-

Ph
56

[00178] Intermediate 56: [4-(5-biphenyl-4-yl-4-bromo-thiazol-2-ylmethoxy)-2-
methyl-phenoxy]-acetic acid methyl ester.

[00179] Step A: To a solution of ethyl ethynyl ether (6.0 g, 85.6 mmol) in THF
(100mL) at 0°C is added borane-tetrahydronfuran complex (1.0 mol in THF, 28.53 mL,
28.53 mmol). The mixture is warmed to room temperature and stirred for 2 hours. The
resulting solution is added to a mixture of 4-iodobiphenyl (20.0 g, 71.33 mmol),
triphenylphosphine (598 mg, 2.28 mmol), palladium(II) acetate (128 mg, 0.571 mmol) and
sodium hydroxide (8.5 g, 214.0 mmol) in THF (200 mL). The mixture is heated to reflux for
15 h, then cooled, diluted with EtOAc (1000 mL), washed with saturated Na;COs3, brine and
water. The organic layer is dried (MgSOy), filtered and concentrated to give crude product,
which is purified by silica gel chromatography (ether/hexane, gradient) to give 4-(2-ethoxy-
vinyl)-biphenyl as a white solid: "H-NMR (400 MHz, CDCl5) & = 7.52-7.19 (1, 9H), 6.97
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i odo-4-trifluoronet hoxy-benzene for 4-iodobi phenyl in
step A 1-(2-ethoxy-vinyl)-4- trifluoronmethoxy-benzene
wo soopneper ed as a white solid: 1H NWVR (400 M—|ZPC"EUS2DB$/018167
8 =7.38 (d, J =8.8 H, 2H), 7.26 (d, J 8 4 Hz,
2H), 7.13 (d, J = 12.8 Ft 1H), 5.98 (d, J = 13.2 Ft
(d, IEHR,8 Hz,081X §, 811d,.J—12(8 Tz, 1EDH.87 (m5H), t1, 29X, :°>H7) M Spalculated for

[% r. CL1H12F302 (M+H+) 233.1, found
Cwﬂ@é)@diﬁdgké @Ré§£ Follomnng t he procedure of
[00%%6]er medi a§ R0y (%)Epcﬁ ¥ uo tr}r)eélﬁhkr(g 6bg, 33.88 mmol) is dissolved in a

et hoxy- Vi yI) tr y- benzene for
mixduredf @t@HXE/HF (R0/30 hiLjpHeayNBS(6 98 @p3BS8 mmol) is added. The mixture

(1-brono- 2, 2-di et hgxy-et hyl)-4-trifl ugronet hoxy:benzen
is sirrpd atypemdpmperaira faxts; b, éheéﬂcﬂomaentramanfhmg? @gy wiltea gel

chrﬂcgq%%ﬁy EE@?‘%%&%HG _gradéghijgﬁ?ve ra '('i—’brozxég ég‘d@mﬂﬂ)xy eﬁlar‘ﬂ) -biphenyl

as zg!x:hl(t)elwhd I SAVIR. (71@0 Mmz THCLBS 2T- 33& B.63 (m OHHA,98 (d, J=6.4 Hz, 1H),
5

4.89 (& J764 H-n(lﬂa %, b éxﬁ(‘la(frb&H;o}? AR9b gy k3841 9%%%{2 3H),
107 87 &.%%%gﬁﬁ%ﬁg eftobifRR ighog%r%lg V%) 8B £ ohid b 065"

erne xcept su Stltutl

[00181] Step C: 4-(1-Bromo-2, 2 diethoxy-ethyl)-biphenyl (750 mg, 2. 15 mmol) is
(1-brono- 2, 2-di et hox eth |)-4- trlfluoronetho%x benze
diseol¥askinghioroforms d nL)othgn é\tcm% %%20 Ben Y g h RDPAS HL:Q éld 5.4 mg,

B L ORI S R e i

at YPECIES SRhkre TethRUire RidildiéCRith Qmizcmsom Wndtveghédwith saturated
COH6Br F32 (M) 283.1, found 203. (MBr)+ [00192]

NaBC€] abd briok.| Bwi argartih @yplr isdogd (Mg894) filtereghanil specegiated to give
tltut

crogf BB Pt Sieldrdge Shens Pickdbodislbhyet e nex st

Wlt?b!?gﬁ.ﬂ)% péhn 1catl?d'1PWPS gaslialed %B@SH 1Er05(M§L 22@5 2, found 195.1 (M-Br)".

4-triftluoronet hoxy-p iazole is
[ocas2par ed aStep Dniitteen]dablydel S0 (57 gJI\ZROZ mll\ﬂlsmlssojy@ig) E®H (8 mL),

AT ST NE N IR T R WOk e
hogrg OTI% soh RSk Rt FroAR 3b 'h_ﬁ%’h?ﬁ;?ﬁ?%@@itﬁ%&ﬁrated NaHCO; (30

i'ng reaction to prepare
ml()lhnﬂ fbhfﬂ: (Immmt'ﬂ’ngqm@Iaybl) is kihbdiZMQSOz;)L fi0@ed Jand concentrated to

_Fol l owi ng the procedure_of | rrredl ate
gn@@ﬁ%del nrm?uqﬁgﬂlyclil tﬁd&méiedtbwﬂw pge( H?g}é&%“/hexane

R g%&g%ﬂ%h%énp LR et lthlazolehagré]l it solid; 'H-NMR (400 MHz,
CItIL 8 29978 (b, 5)95]51$t P SEHOU 2OV, 4ﬂg(nﬁ hiE1)p2.68 €€ BIED). WS calculated

i nt'er nedi at e except substituting D

ﬁnﬁéﬁﬂyﬂﬁggﬁﬁﬁﬁﬁqsaﬂu8ﬁ@ﬁ@5ﬁé&y phenyl) t hi azol e for
[milfm glhﬁgy: ﬁﬁ gyIé %@m?l{erlyatlvte Bhée Etgp goﬁrl]ﬁg B pr%ggje Yhiphenyl-4-

ylérgétﬁyjomglzmét hyI 5-(4-trifluoromet hoxy-phenyl)-thiazol
IS prepared as a colorless oil: 1H NVR (400 Mz,

[0@][%13) 6 = 47105@31p]mny12(—4)0 O g, 171. 6(1mn02)|-1|§ dlssgvainn(IgMF&&s)O mL), then

‘@Stjfly 12%%8&%%? % % M Iﬁl-é'? pé%c%ga orglir;]lg)l) cesium
cattBh&E 15510 8! £7 26 muSoty; %Qﬂacﬁﬁ'rﬁﬁ'l)' dofatd@.04-g, 13.7 mmol) are added and the

mixture is stirred at 140°C for 24 hours. The reaction mixture is subsequently filtered

through Celite 545 and washed with sat. K,COs and EtOAc. The filtrate is diluted with
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br ono- 2- et hyl -5- (4-trifl uoronmet hoxy-phenyl)-thiazol e
for 5-bi phenyl-4-yl-4-brono-2- nethyl-thiazole in step

WG 2005/116000 PCT/US2005/018167
4- br ono- 2- br onmonet hyl -5-(4-tri fl uoronet hoxy- phenyl)-th
lazole is prepared as a yellow oil: 1H NWVR (400 MHz,

EtORCha) waskol Wwhh curabdd NaHCO3 it addthwatet. Dide orgﬁmc 25['}%1’ is dried
MS cal cul ated for CL1H7Br 2F3NCS (Mt2H) + 416 f ound

(MgbeB ﬁli{emglla@m]coscma@d t@@iwe@md‘?g)rodwt,pvl@cle dhrueifisfl by silic gel

f Ll
eSO STHT R SRR 1 BV O OREe Nty rary bisgele.
[06®s5¢ for S-dgPRDs. &ﬁfeﬁ?@ﬂ?ﬁ@-ﬂﬁhyl—thlazole (1.0 g, 3.98 mmol) is dissolved
4- (4- met hoxy- phenyl’) - oxazole in step G

in {:Mlotoafoﬂm (;ﬂnﬁﬂ 1BLY, 4hqrrbrbmumr(aér‘jauhoé( Y7 pimaoly is)added and the mixture is

s’cit c!tl ﬁgzlrglolgstp gl%%l?? )t%Jsl 5§|,0 Pé}&dlﬁ% ?{;504\,\%&{4 k5 é gim ﬂsdadded and the

soljcllffoﬁlmtﬁ‘feg(}om’at %@np@ra‘mrz %@74 do%Hg dlégtfg EE{hr%H%Clé(IOO ml)

anétxvastdd) witl s uraged, NaH(SOB (ﬂﬂsz)Ldtﬂ)d, brﬁleZSO @s,). Thi orghnielayer is dried
3.80 (s, . N8B cal cul at ed
(Nﬁggpégl)ﬁq&eg@nﬁm@s@tr@wmﬁwswdy pr?@%dvlyslylsaouni@d\mﬂhc gel

%&%ﬁéé}@wlﬁgﬂeﬁ%&@é@éﬁﬁg é\lR/Er b\@%{nyl 9—?1'34361%m§ 2-methyl-

thibtaBéds 2 SRE2 s&lic PHNSIRpI0D MNe TOG) BE79557 64 (m ﬂﬂcﬁm\g 7.42 (m,
N CBr4 B
AT 68 s, SHY MS@alqulaiﬁdofospeq@waﬁM+H§>ﬁ3& 0, &pend 800,

98] In d
O o 4 o A Rscninids (0 383 mgiofh o @ soution
of 3-bigtidayl-43Marrsio-BaRthyl-tiagiole (350 hyd, 2%1@1&103[19@&1@)8]1 tetrachloride
Step A: 1-Brono-4-propyl -benzene (50.0 % 1.1 mol)

(¢ gllm Breabpue selutiompgstifigd et PA°, fox h%houzrs lutivinds dileted with

cria(00 i el BT SRR 35 pd Bt g . e

org@lid RYEUBTHED (MESOR Bltérdd andeordCntPidd toAgife @1@1@1@ rcﬁ‘l‘il@t which is

the mixture is stirred at 140C for 24 hours.
purifad by elrlncrgek@lupmatografpihb’methdwxamdﬁﬁbmqgra@&lnt)tte gﬁ%’i-blphenyl 4-yl-4-

brcarp? gelgal\‘ln\n&;r{gzﬂls E—tﬂeﬁg%e asa w?l(%e 11%?‘ QH-I\-FIO& 6486 ﬁf{g,n(:ﬂ)éh) 0 =7.55-7.66
(m, 5H), 4.30-7.45 (m, 4H), 4.65 (s, 2H). MS calculated for- C;¢H,BrNS (M+H") 410.1,
found 410.9.

[00187] Step G: Intermediate 4 (169 mg, 0.86 mmol) and Cs,COj3 (308 mg, 0.94 |

mmol) are added to a solution of 5-biphenyl-4-yl-4-bromo-2-bromomethyl-thiazole (336 mg,
0.82 mmol) in MeCN (30 mL). The mixture is stirred for 3 h at room temperature. After the
mixture is filtered, the organic solution is concentrated and purified by silic gel
chromatography with hexane/ether (gradient) to give [4-(5-biphenyl-4-yl-4-bromo-thiazol-
2-ylmethoxy)-2-methyl-phenoxy]-acetic acid methyl ester (56) as a white solid. "H-NMR
(400 MHz, CDCl3) 6 = 7.60-7.72 (m, 5H), 7.35-7.47 (m, 4H), 6.85 (d, J=2.8 Hz, 1H),
6.74(dd, J=2.8 Hz, J=8.8 Hz, 1H), 6.65 (d, J=8.8 Hz, 1H), 5.28 (s, 2H), 4.60 (s, 2H), 3.78 (s,
3H), 2.27 (s, 3H). MS calculated for CasH3BrNO,S (M+H"Y) 525.0, found 525.0.
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and washed with saturated NaHCO3, brine and water. The

organic layer is dried (MS04), filtered and
w@omsanon@t ed to give crude product, which i s PCr/isi0e8018167

by silic gel chromatography wi th ether/hexane

(gradient) to give Br

2 :@% Pdgl\(() tﬁ E’/P‘h RBY ke /@Q‘foaaso  8EAQdH|o; /Q)Yo
F3COJ THé ESCO !ACC C

L4 MR TS 7 06 (d, 80 (s ‘“’°§H)
2.66 (BtP7.6 Hz, 2H), “T®71 (m 2H) 1.6 F, J= 7.
Hz, 3H. M5 cal cuI ated for C13HLI6NS (MrH+) 218. 1, NH,
found 218. 1. [ 00200] Step B: ! \g/

2- Met hyl - 5- (4- propyl - phenyl ) -t hi azol e (,@ @SN&O Step D
mmol ) is dissolved in chloroform(25cm_) ?M o
brom ne (0.52 ni, 10.12 mmol) is added and the? **

N
ire is stirregsat roon—{enperat ure f%r 2 hour /s>\
tion is<diluted C12 and Vashed
satur I—|C(13seem>der| ne (1 ). T8Ok gare® layer
is dried | SO4), filtered and concentrated to give

Meo‘%gde roduct which is purified by silic gel
rrjosgkaphy wi th et her/hexane (gradient) to give
4-4pro 2-met hyl - 5- (4- propyl - phenyl)-thiazole as an
oiI:B 1H NVR (400 MHz, CDCl13) 6 = 7.52 (d, J=8.0 Hz,
NZ23 (de J58.0 Hz, 2H), 2.71 (s, 3H), 2.62 (t,
e 78\60?2""(m 2H), 0.99 (t, J= 7.4 Hz, 3H).
al cul at ed for C13H14Br NS (M+H+) 296.0, found
F£%96. 0.5,50 WD 2005/ 116000 PCT/ US2005/ 018167 [00201]
Step C and D: Sel eniumdioxide (4.5 g, 40.51 nol) is
[0a88Ed toO ahﬁamﬂdiawﬂ 0ff4-[4-bromo-5-(4-trifluoromethoxy-phenyl)-thiazol-2-
4- br ono- 2- | -5-(4- ropyl phenyl) t hi azole (6.0 g,
Ylmﬁh@@]ﬁ'mﬂ}lﬂ R W%}Técqﬁf@@@'ﬁlﬁ hyl esfE 1vi xture is
red at O -
0diSh £ °0; 5880 e M Bpectid A ipkinbual e hdappatbiting 1

jodobe tr$lovbheRok P behdct &t Miotibbifhéhtirased Anb{Rdthoixyvinyl)-4-
saturated Na2CC3 and brine. The orgﬁnl c |laver is

mﬂmorememmzenﬁ i prepaser amaivhisn elisk rH PR (GO§iNMEZADCL) 6 =738

TR LY PSS 8 1 1521
1}@8%{@3@ NaBidrs 604, 180 (16=07.0m8] 3H). M@dﬂematee far C11H1F30;

n of crude "4-br ono- 5- (4-
(MpEDDYB3.phengd 233.hi azol e- 2- car bal dehyde in MeOH (100

o T AL B e R s B -
(2- ?t#o%gﬁ%%%&ﬁﬂu@%ﬁ@éﬂ?x%%mz&% irgyes-(2LBRoRY-9RIChipBatEA ir Sep B, 1-

and concentrated to ‘give a
(1 Drorele-210- dlfeﬂfoey—et}vﬂ) 4Hriflsorpmeihbk pteimens id prepaged as a white solid : 'H-

NYIR. (85 8095 21001 hp Sk T2 Enars Bera gitut § sihufi AR, pos @ 1=
6. %‘gl hﬁ‘g zgéﬁﬁ,ﬁg H Egﬁ(ﬁ 499 346, 11 1H§D§i§)3 & 3@y 72H%73 50-3.43 (m,

1}’;’)H). 29 %t 4# 1.0 Hz) §H§ 100Hz, ] = ZJG)HZ 2H) M(Ss;aldutmd fbH)CnHmBlstz )
0.81 J—74Hz 3H). MsS cal cul ated for
35@1@%&2\7@@ 312.0, found 312.0. Step E: P(Ph)3

[OE) r2 o?ﬁ) 5. Sgglg %B@?wﬁéﬁlgeg@ﬁgédtﬁﬁé ol %%1??%6‘3&?? substltutmg 1-

(1 é%oﬁb%iale@lﬁﬁy@%ﬁylﬁﬂdnﬂhd)fbfr%fho&sifbeﬂibnmfdsr 4(1-BfomoF eFthethoxy-
r
ethyl)-biphenyl in step C, bromo-(4-trifluoromethoxy-phenyl)-acetaldehyde is prepared as a
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(2.81 g, 8.46 mmol ) dissolved in CH2C12 (20 nl)1s
added to the reaction mxture. The mxture is warned
W e00s00690d enper at ure and stirred overni ght. TheRCT/US2005/018167
solution is concentrated to give a crude m xture,
which is purified by silic gel chromatography Wi th
wfh‘@@ahé/wethbat pur{fipatioh. VIS kalkcolagid\fer CoHgBrF;0, (M") 283.1, found 203.1
bsnom) 2- br ononet hyl - 5- (4- pr opyl - phenyl ) -t hi azol e as
(MaBEm orless oil: 1H NMR (400 MHz, CDC13) 6 = 7.37 (d,

0% 4(1) J‘ﬂé’ %ﬁ@ﬁoé‘ﬂﬁ i Pigesd moéﬁ ﬁ”%ﬁ%% %Séxcﬁgt%bﬁituting

broag- (@mﬂudv&nembgwamd) ﬁmaldecﬁgzawo%i@w@ymwﬂwon%? gecaldehyde in
373.9. [00203] Step F: m xt ure of
Steﬂq%%ws thyl- 6r(éﬁﬂﬂﬁ@mmeﬂ@xwphﬁmma@&ﬁelﬁplre)parqdmsamh@ solid: 'H-

N%- ydr oxy-@n@]ﬁ 71hgss’nox )746(’(11}, |2§)’a7c}§j(rﬂ’e%%lz'6§§§’earm' MS
calbél)ated(ﬁﬂ@ummmﬁmmm 26@0dolslt80%0.(911 ng, 2.79

mmol) in MCN (15 nL) is stirred at room t enperature
[00193] 4 hour Stepiie An slterative oné step eeundingtréastion to prepare 2-methyl-5-

_@_@_ﬁ}f c ude product, which is purified
“ O?P&eﬁgﬁgphg %a&& aphy with Et QAc/ hexane

[O(I]and' ent) Follo@ingahd dure of intermediate 56, bst i
br omo- 5- (4- pr opy;g phgl}%ku ) - t hi azol - 21a;, rreexce{)yiu 5 lmtmﬁl -lodo-4

triflugspraaidieyy-benrgsat far 4ivddbipberyy in Sdp D 20881y1- Sémaﬁﬂuoromethoxy-
S2005/ 167 ester (58) as a white solid: 1H NWR
Ph?@&tﬂwpéﬁ%ff g = 7. 54 (d, J=8.4 Hz, 2H), 7.24 (d,
[001[93154 r"n|2 Bt E: q?o%%wﬁrgg thf}&?oc@dtﬁ'é ’o{ M%ﬁlde %é % ?H_l)substltutmg D-
ethyl-5- (2 tﬁlﬂu@tome:ﬂ:x&yephdnyl) 3kipzol@ fRS-KipherBHp -yl R-méthyithiazole and

w%?éw@m&@? PiEP Tadobreimop st S g4 0w Boxy-phenyl)-thiazole
PR BB g R R R RS . 2 P cm 2,

2. 6Br(s SEHPMS ¢ddcuilbil For/C BEBrF{NO QF+HSY sw( gofomi)mgaz g,
. e

mml ) is suspended in |sopropanol
wqﬁ%{ ure i sS¥Pik r*rlga lomdpg the prpged Blteoé@@emﬁfdﬂ?é? 561feicgzt§ubstltutmg 4-

0
bro‘i‘q’{cpb %&%t;?ﬁaf-gg-gﬁﬂl dﬁ?m&m) %h %m)l%g é:;hbp‘ﬁpé);[ 4d&le%bromo 2-
me&tyr]i-ﬂtlhrzeble i stépIF m-bmﬂw%ﬁﬁnérﬁeth?f 5-@4‘-trﬁﬂﬂlor81ﬂeﬂl’1@5é§ %hery‘)ethlazole
solvent is rennqu i n vacuo, and the remai nder

is Rfél?@é‘?fi 2 Yellorpdl:aHdNMR f@@tMHZMﬁ:DElsEﬁ A9 (MheHy @aa (o, 2H), 4. 63

RS PP RR B G BB OSSPt g 1 G e
[0(H97]a i ght SQ@WPOMng - R M%m%@%% é{ce%tssuﬂagltutmg 4-

(d, , 1H), 54 (dd, J = 2.5 Hz,
bropq;p Z-bpq)morgetgyl 3-d4- tl:jﬂuoremsthblzy-phfbﬂ)yl) ﬁlazale(fonS-bimo 2Ibrafmomethyl-

4- ()-(1 %ﬁeth]oxy-ﬁqenyf_l-zo’xazokg in SIYBp &a Zf—tﬂ-grto%?o—g-?4-‘[1“1ﬂuoromethoxy—phenyl)—
thiazol-2-ylmethoxy]-2-methyl-phenoxy} -acetic acid methyl ester (57) is prepared as a white
solid. "H-NMR (400 MHz, CDCls) 6 = 7.66 (m, 2H), 7.28 (m, 2H), 6.85 (d, J=2.8 Hz, 1H),
6.74(dd, J=3.2 Hz, J=8.8 Hz, 1H), 6.67 (d, J=8.8 Hz, 1H), 5.28 (s, 2H), 4.61 (s, 2H), 3.80 (s,
3H), 2.29 (s, 3H). MS calculated for Cy;H;sBrFsNOsS (M+H+) 532.0, found 532.0.
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C8H11Br NO ( M+H+) 216.0, found 215.9. [00206] Step B:

2-1 sopropoxy-5-brono-pyridine (0.65 g, 3 mmol) is
wale@solepedd in dry ether (10 nmL) and cool ed t oP€TB005/018167

under argon. Butyl lithium (1.6 Min hexane, 2.81 ni,

4.5 mmol ) is_gdded dropwi se and the m xture is stlrred

at -78C, for )hours Then i i sopropy bor at é (1 N
W mmol)° is, added g)rand the—ni xture | =

ed forg.gnpther 2 - 78C. Thé"ri xture i ®

allowed to warm to r&8f i enper at ur e, S*8Riénched v t
H20 (20 L) and stirred overnight at room tenpgfat uL

NaBH,

The ether is renoved in vacuo, the aqueous |ayes i Step D

adj usted to pH 10 (moth 2 M I\Ia()—l) and washed Witeh €

et he Then quequ ey, i s bIJ ust edcéo pH 3 Br
MeC(qm\g, Bad t\ed< Et GAc—threge /)

\.
t| rres The %r c MG&yéi‘quﬂ 8T separa d._and dried ove

n-Pro

fldatered antcereertrated to afford 2 52 WO n-Pro
2005/ 116000 PCT/ US2005/ 018167 Step E
I sopropoxy-5-pyri di neboronic acid 59 as a colorless
gl ass: MsS cal cul ated for C8H1I3BNO3 ( M+H+) 182.1,

d 182. I pt ' Yy
OB sopr dHSTIBCRs: BB REBr SR eronet e fipeogygnethonsl
2-iNethyl-fidnoRy §-862138kidakihghdsteg. t he procedure of
I nt ermedi ate 59, except substituting 2-chloro-

(0819 o nropy r iSt§RH k- BremoA-piap W ksngens: @ Al sy 25 bil mempl) istiggplved in

DR AP & RSB B BT e Ha ) ttbhGufiicbfhine 25

121583nthol)| 2D barbohs (8 8t2518% mmol), palladlum(IIE acetate (4 5 g, 20.09)
2- Mor phol i no-5- pyri m di neboronic acid. 1) 2)

arg gided aml the myxtyreps srgd\at 14 Cpr Hplmpurs. Wmeaqtmnlmmtums filtered

e A Br .St &P

N RN TR "
and a}é@hdaﬂwlth sdfdi@ld NAHE0Y bridd afid AR Dhd &gﬁﬁé’ B PRl BMSO,),

m xture is stirred at roomtenperature fTor 1 hour.
ﬁltﬁrﬁéirﬂngnememtr@teg b gbiesrypderirodutt, vehi¢h B.j0iridied 52 sitivege] i s
chlgo%ja 0 grap Rﬁ emer/hg{a%e I(gsragigr% ‘taodgigzg 2-methyl-5-(4-propyl-phenyl)-thiazole
as an oil: 'H-NMR (400 MHz, CDCls) 6 =7.83 (s, 1H), 7.49 (d, J=8.4 Hz, 2H), 7.26 (d, ]=8.4
Hz, 2H), 2.80 (s, 3H), 2.66 (t, I=7.6 Hz, 2H), 1.71 (m, 2H), 1.02 (t, J= 7.2 Hz, 3H). MS
calculated for C3H NS (M+H") 218.1, found 218.1.
[00200] Step B: 2-Methyl-5-(4-propyl-phenyl)-thiazole (2.0 g, 9.20 mmol) is
dissolved in chloroform (25 mL), then bromine (0.52 mL, 10.12 mmol) is added and the

mixture is stirred at room temperature for 2 hours. The solution is diluted with CH,Cl, and
washed with saturated NaHCOj3 and brine (100 mL). The organic layer is dried (MgSOQy),
filtered and concentrated to give crude product, which is purified by silic gel
chromatography with ether/hexane (gradient) to give 4-bromo-2-methyl-5-(4-propyl-
phenyl)-thiazole as an oil: "H-NMR (400 MHz, CDCl3) & = 7.52 (d, J=8.0 Hz, 2H), 7.23 (d
J=8.0 Hz, 2H), 2.71 (s, 3H), 2.62 (t, J=7.4 Hz, 2H), 1.67 (m, 2H), 0.99 (t, J= 7.4 Hz, 3H).
MS calculated for C;3H;4BrNS (M+H+) 296.0, found 296.0.

3
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reflux for 5 hours. The solvent is partially renoved

in vacuo and the remainder is taken up in H2O and
wezdosacdoed with Et OAc. The organic | ayer is separ/asmds/018167

and dried over MgSO4, filtered and concentrated to

afford 2-isopropoxy-5-brono-pyrimdine as a |ight

[02?618“( oi | st MVRD: 45K iHEm % I—ﬁl 051 1214m{c§) is %Haad to a solution

8H). MsS calcul ate
of Adxtomo- E-m@ﬂad'l—zé(?rmops[l{}mzmll}-ﬂ&z@ﬂﬁ ®.0 g0 Zﬁ/mng)l)t mecylene (150 mL).

SRS S 218,59, SLEABLLEXEERL ) 2 o0, s added

to f1d reARoR REMHire 1HR TBe RNt 19 Bilutel Svithi oA 2 W¥ehed with saturated
2005/ 116000 PCT/ US2005/ 018167 conpound Is prepar eg’

NaCohiahd bsnd. IT&iLe ohr@mxa]ayeli iatadd (MpSQYHIBBRB AR ¢ddidenirated to give 4-

210.1 fou rmedi ate 66:
bromoiydrIRpy! R hﬁflzslgﬁua %@Qaﬂ%@@ § & HPe BadHgh whishds used for
ne;{tre (H2C2Me 1. broni de, CS2C03, ACN CS2CCs,

2. 200CH02 H2 Pd/C, McOH H, CO C, ~o0 OBn /

[OOBIZ] H St @{aB‘H&G@n% @6. O[rﬁ)ﬁiﬁ]ﬁb?pd addleé po Asolution of crude 4-bromo-5-(4-
Benzyl oxy- phe is_dissolved in

R PO R P 2o S S Fien i MOt 4L 1) G B mire s stieed for 10
m‘ll'?h$ ?ol?tl%nﬁg o &g‘geg (ﬁ}}.ﬁ&ﬁ%@h g&égc S\’%ASB% uirtg&'\ﬁggC% and

bri\nlenglieOChighl)dc Sdyler fseiiled\(MgS(ghtﬂltere‘al antl rcahcteﬁmatehrt@ @Bl afcrude mixture,
plug of Celite 545, washing the solids with nore

Wl%iélétsdwiﬂlﬁﬁﬁ b siligrgpi ﬁlgoma@grwu’flﬂbh%éwﬁt%g Goadignfy to give [4-

e Sl 0 g 0008 i S Gy o0 s
cmctgy 99%7 @@, ax=&‘ea1zeQHyl7ab9 @dOJ::?SJ@Qz :ﬁ&} ar7oaQomy), é 4 (b.J= 8.0 Hz,
the mxture is coole |elda ght - brown 0il :

2H)-2 AR, bro 0 ERHE-5 1 ODC2H), (/0 71—4724 T TS oaicaisteifpr

CietiaOT ) 18 on il Ze 12 (o T 570 (s 1k,

2 . -
e e

phesylmlsmmﬂ@esd] m¢thadp§/ma€Ht26hl(ﬂ® inllg andBstrtdd foPdWaienat0°C. Then CBr,

ot dis iyt ot Hev Oyt hetdive ‘readen spigure. The
ml(x%.ré{’s Whrmeli t8 r88R kdmpe é’cﬁﬁsﬁﬁgﬁf}ﬁdl Q%rh%ht sIth'e sbRMoR s concentrated

roomtenperature overn . tion N aqueous
tolglle, a @ude mottirenwhichhs pmﬂnﬁ{éd byesikd gdl ehroatiato ngplQVW[th Mgﬁ@é/ether

and concentration eI ds an oil ortigogn_of this
(gquzfa@ dP & Aobr@m% ﬁ‘%ﬁ]l' ~( 4§rcmyggleﬁrw biaolsdsiRalstlcss ofl

‘HAMI LB G513 el ‘7“3? 3508 803z, 2B 1 B HTLRLATK Hf M 52 s,

2HJ)$Q AS$E 0=8rdds tZH)[ $d9\(1ng QHQLGBSQ/(’( JgleHz13H). mISfcalculated for
i'/l ro en overnl ht. Filtration and concentrati on
IY

biq);;’q 9geund 8{3.9.
[00203] Step F: A mixture of 4-bromo-2-bromomethyl-5-(4-propyl-phenyl)-

thiazole (910 mg, 2.43 mmol), (4-hydroxy-2-methyl-phenoxy)-acetic acid methyl ester (4)
(524 mg, 2.67 mmol) and Cs,CO; (911 mg, 2.79 mmol) in MeCN (15 mL) is stirred at room
temperature for 4 hours. The mixture is filtered, then concentrated to give crude product,
which is purified by silic gel chromatography with EtOAc/hexane (gradient) to give {4-[4-
bromo-5-(4-propyl-phenyl)-thiazol-2-ylmethoxy]-2-methyl-phenoxy} -acetic acid methyl
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NVR (400 MHz, CDCl13) 6 = 6.66 (d, J = 2.8 Hz, 1H
6.61 (d, J = 8.4 Hz, 1H), 6.57 (dd, J = 2.8, 8.4 Hz,
wak)os/146088 (s, 2H), 4.48 (s, 1H), 3.79 (s, 3H)PCRUSD05/018167

05

(t, 3 =7.6 Hz, 2H), 1.61 (m 2H), 0.95 (t, J = 7.4
Hz, 3H). MS calculated for C12H1704 (MrH+) 225.1,

estfepmgi a@@'«i&ﬂ{e soli@OZARMH podrvEesi ebe1§ 6= 7.54 (d, J=8.4 Hz, 2H), 7.24 (4,

(2- Acetyl -4- hydr oxy- phenoxy) -aceti c aci d nmethyl est

J=84 Hp22D 0681 (6060.8RC /1 HS2H 04 (101816 B.65Rm, Bﬂ)mmﬁp 4 61 (s, 2H),

3.{@&' 3H 2(%;3 W&Pzﬁ@%gﬁ%@% o 35 @5 gqg%'ﬁ,ﬁ). MS

cal%pl(%t%dé{o%b%@{&ﬁaﬁiols({%@ ) 49D 8Pfoind 490. Iy

 oxy- phenyl )y-ethanone (5.0 g, 33 mol) is
di ssolved in 30 mL acetonitrile. Powdered potassium

07 ouea by iaroiite 355 ddeRano st S BEHIYPOUPBRIE. (4. 0

m., 33.4 innol). The resulting suspension is stirred
at room tenperature under nitrogensavernight, then
filtered through a plug of Celiteg, 54% and
concentrated to yield a light-bro . Sli cagel

chr omat ogr aphy (hexane to 30@6eth$?‘nggtate i n hexane)
yi el ded t he pur e benzyl ether as a r-colorl ess

oil: 1H '400 %, DMVS 6 2"P1.50 (s, j/7 35
(M 6H) s 725 (debep ) = 0 g, ]ﬁ;') o6
9.0 Hz, 1H), 5.10 (s, ZFD, 2, 63 (s NB“caIcuIated

for Cl5H1503 (M+H+) 243.2, found 243.1. [ 00227] Step

. 1.(5-Benzyl oxy: 2- hyd hepyl h .
B R BT BRI L o
mlgﬁﬁfgﬁrsﬁ?reﬁ ¢S %ﬁﬁa{t%s@t egr]tlg %ﬁ &Dh]ﬁi%fl 0! clﬁl?ro -5-

ded with stirring, y net Bromsacet at e

brc(rﬁo@rmhne 38.0ngyokR)mmdh ehsrsels'ddl fr mqpropamp €Irowiran) isidded and the
stiry at 80C under nitrogen for 3h. It is filtered

MiKRHL afé 59 Trdlussrfoed hques.sls solyisat is spreevrdrin vaeno; and the remainder
is 'éék?xk% ﬁ?ﬁftﬁ Ghy lextf'acpe%%gllx E A@ H%%O%‘%Jnﬂ a@ﬁ ' i§ g%)%m%/d and dried over

as a near- orless
M@ﬂu, dil tbie@ 3ind ];bhd‘éﬂ&ai(eé@@aﬂ%ﬂ 2- %@gax s-zﬁr&nax@yﬁmne @i light brown

0111|.]i}I Nl‘(gR((AOQMHzggpdlz} 698 (1@ (, gE,'? 2.53R0H).<T.58Md, T = 2751Hz J=88

zg Pmbz g%gd ?@ %@%%&ﬁ %dlgf (o . 1%’)%‘%8 ?c? J (—'\Q-lz_lﬁz %11[? K/IS calculated for

Cﬁ%ﬂm@gﬁﬂﬁb&m&mgﬂgwoxy) acetic acid nethyl
est er 29.2 moi) is dissolved in nethano

IOQ@@] rrL) an (St@tlﬂylz Isapzopaxy-§-bOn-pyridad (06 g hmdkis dissolved in

AT FRONERE B PR

| o
U ST, NN B R SR RSO P T
tnEo}ﬁ@pfldgoraIe €.32 ﬁlﬂ;lﬂ,S ﬂlh‘i)ol) i6 a@c%d(qﬂmi;klﬂ and tBe I&nx&lr@ls Hﬁrred for

1 4.68 (s, 2H), 1 (s
£2 b aty 8(§ Tb@ﬂm% ig ﬁll%wd;%"e‘ﬂafffb‘io reqmm@n@atu(fwmched with

[
g RS AT LR HRE S S0 mgvc
aqueous layer is adjusted to pH 10 (with 2 M NaOH) and washed with ether. Then the

aqueous layer is adjusted to pH 3 (with 48% aq. HBr) and extracted with EtOAc three times.

The organic layer is separated and dried over MgSQy, filtered and concentrated to afford 2-
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55 WD 2005/ 116000 PCT/ US2005/018167 41 la Pd/C, Hz,

Et OAc Brz, CaC33, CH,Cl, Csn | : OTBDMS | OTBDMS Br |
wW@IBBVEB00HO i nf dazol e, CH Cl 2 Ph~O Step B HO /PCEL/®8p2005/018167

Br Step A CSZCO3, ACN H3CO2CvBr Step D Br OH KF, HBr,

DM Br | OTSDMS H, CZC~O | Step E H3COZC-O a 68
15011£r98@)%20§ p i8R eRbrofticBeIZIY WeycomitRroklatd M cgoulded Gom@gH )BNOs

s” suspended in 65 nL dichl oronet hane. Solid
(M+Hi)d#2d), éovnd. 188.1g, 26.9 ol ) is added and the

stirring is continued wuntil the m xture turned

honmogenous. tert-Butyl-chloro-dinethyl-silane (2.49 g,
[003 e.]6 Mol ) 1htdriheAREESED. ROsHbH 6805 pymitifebdrtie acid.

precipitate started to fonn. The suspension is stirred

room tenperature overni ght It is then filtered

and concentrated to yield (i\s ony-

phenoxy) -tert-butyl - di nettyl>~gt | ane as a white powder:

1H NVR (400 MHz, CDC13) 5 =## 7.43 (m 2H), 7.38 (m

2H), 7.32 (m 111) 6.85 (d, 8 = 9.0 Hz, 2H), 6.76 (d,

J =9.0 Hz, 2H), 5.00 (s, 2H), 0.98 (s, 9H), 0.17 (s,

6H); MS cal cul ated for Cl9H27Q2Si (M+H+) 315.2, found

[ 002 bstituting 2-chloro-

0@ ez o IRERGRS S RISl 0y PSPl 2iipyfng Jsblor

-tga)m@?yrﬁmdmmfo} 2loﬁ1dibssmbmgymainam $tap1 @, tuenmemo)mmudd is prepared
eth acetate (80 mL Pal | adi um bl a on _charco

as @wste 01l VS _calnula%i S CagBN-Qn@ T HO 1{§3x]t g 183 o

vigorously stirred under hydrogen at roomtenperature

for 48 hours. Filtration and concentration yielded the
[0(?091)6” - buipbrmdti B 60y D -MbipaeN O3y riphéineborodictabiR

400 MHz, CDC13) 5 = 6.70 (s, 4H), 3.90 (br. s, 1H),

0.97 (s, 9H), 0.16 (s, 6H). M cal cuI ated for

Cl2H212Si (M+H+) 225.1, found 22884 [00222] Step C

4-(tert-Butyl -di methyl -silanyl oxy Y- pbén (4.66 g,
20.8 mmol ) is dissolved in dlchlokgﬁgthane (100 ni).

Powder ed cal ci um @rbonate :;61 g, 46.7 mol) isyo

suspended ,l.n 0 t hev'sol uti om Qﬁthmzom' xture | tirred
vi gor ousl nei(l1 10 nit;—21. 4+|OFEIZJ£\DA/QI S

added dPopw se WFteR A gdfous stirriwg® Aftew 1.5 h at
0C, the mxture is warnmed up to room tenper agiure,
treated with anhydrous MgSO4, filtered and
concentrated to vyield

2-brono-4-(tert-butyl -di methyl -silanyl oxy)-phenal _as
[08210i | t hatStep SwiMorpbblias ¢5id@l, 434 ngyrd) (SA%GFOW in MeCN (250 mL).

K% (%) g 6@ 47111? 6&)&1‘3 agged and%he m’ixtur'ébls stfr&Bat (rgom‘%empé%‘at%re for 1 hour.
Then 2-chloro-5-bromo-pyrimidine (10.0 g, 52 mmol) is added and the mixture is heated to
reflux for 5 hours. The solvent is partially removed in vacuo and the remainder is taken up in
H,0 and extracted with EtOAc. The organic layer is separated and dried over MgSOg,
filtered and concentrated to afford 2-isopropoxy-5-bromo-pyrimidine as a light brown oil:
'"H-NMR (400MHz, CDCl;) § = 8.24 (s, 2H), 3.69 (m, 8H). MS calculated for CsH11BrN;O
(M+H") 244.0, found 243.9.

[00211] Step B: Following the procedure of Intermediate 59 Step B, except
substituting 2-isopropoxy-5-bromo-pyrimidine for 2-isopropoxy-5 -bromo-pyridine, the title
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56 WD 2005/116000 PCT/US2005/018167 2.8, 8.8 Hz, 1H),
5.14 (br. s, 1H), 0.97 (s, 9H), 0.17 (s, 6H). M
waeadosuka@ved for CL2H2O0Br O2Si (MrH+) 303. 1, f opeilUS2005/018167
303.0. [00223] Step D
2-Brono-4-(tert-butyl -di met hyl -sil anyl oxy) - phenol
co rﬁ?)ui'ig ibregafed BPvhitk Soldh: 389 taledated fROGINMBIEO] @I{H0®10.1, found
Cesium carbonate (14.10 g, 43 mmol) is added,
210‘b| | oned by nethyl bronpacetate (1.60 nL, 17.4 mml)
the mixture is stirred overnight at roomtenperature.
Filtration and concentration yields

[00hiZ c]b rono- 4]11(41’&1%&1’2&”66/ | 4k yeRbRYyD pr&py‘l@ﬂyﬁcﬁoy)’ heqirerimbthyl ester.

etic acid nethyl ester as an oil: M cal culated for
C15H24Br 4Si (MtH+) 375.2, found 375 1 J000224] Step
E: 1. Allyl bromide, Cs;,C05, ACN oL AGN

[MR<eonD- 4- (t eFt?But yI - di my | aky't @ﬁwo“phe*iﬁm
-a &, acid—methyl” est e (6+4%sg, 16.5 Mol ) is “OH
di ssol ved i n ditegtshyl f or mam de (80 nl) sedgoswder ed
potassium fluoride (2.10 g, 36 mol ) is added, 66

foll oned by aqueous concentrated hydrogen brom de
solution (48% 1.0 nL, 5.9 nmol). The m xture is

00y oot St e T TS B Gl & Ui Rttt
IBH: ?&/ & ?%38%% (183 b J xhhfo‘i\)% LB i stlmng, followed

en ralon yie an rying overnight at |ow
by BN RSt eley R 2ISABL (2. Bromnel). ﬂﬁmﬂm iphigomuyly-sticed iogernight.

acid nethyl ester 68 as sol i cal.cul ated fo
Fil@gtigrOiBraog (amlpg.yf Gelite é45,fwﬁalg2t@@£§1 s[\x@'@z‘gglje acetomtnle drying the

solggﬁtng B%&W?Sé c§n4 ﬁ%ﬁ%mgﬁﬂ eggb?%Q 8%%%11& CThe ether

ﬁk’a@%@l dfer ﬁltrdg@ﬁinﬁl 62ld3HBal tHI0OSICE pA fet-iBout 4.5 h, the
HOStepCHOSte 869[90 26

St
mléiw{é-gsctpobcgl i mhba(yghtghrgwn eiladi ef/g{ z, §® Gladd T 7;42 (m, 2H),

R e et P

(uet, $11) @W(a VI8Y, i @Nbr. sOPR), 3088 (d0T =@UTHEEIMET at ur e and

éoncentr ti'ng to dryness yields
[0g214hy dr oxy -SpdpeBo2yA L debinzylosy-dheral §9-P0 gst P mygol is dissolved in

ars st PiniS Bt b A G o 6980 Moo R R
v1§3§%%s %tlglqg% glr)u% Y @Bme(hgﬂ tﬁbﬁ{o‘%é’cat@ hen9x), -1aERindt). aCetbuspension is

i's dissolved in
stitred bt M)@frﬂﬁﬁ@hfaﬁlraowfn(gﬁﬁ Dﬂmuon—wxhﬂéi hycone HCht exgraption with ethyl
(5.11 g, 36.5 mol), is added. T{1e reslultl 1% thi duct (0.075
aCh@%é@ﬁtﬁJ%V%MSSQ@IEdsCO&?@F@%HW dpe Oflo A BOIHGH S this produc

g’t%é%‘p 1 rm{) i leé/g?vép B3I EHY 2?5 1%%3_%3198@09’[]&%6 h0). 'PPHium black

And-concent r Ing’to ness yields a

orP@shh: (54, |10@@g@1 mﬁlhrﬁ)qmdla@r ahleynix Ok degassOdamt stirted vigorously
acetate in hexanes) Yyi el

ur(dgr ¥ otnmpf hytlrpgatroxynigte ﬁ@%y@or&g@t Gogcetration yields the phenol 66: 'H-
NMR (400 MHz, CDCly) 6 = 6.66 (d, J = 2.8 Hz, 1H), 6.61 (d, J = 8.4 Hz, 1H), 6.57 (dd, ] =

2.8, 8.4 Hz, 1H), 4.58 (s, 2H), 4.48 (s, 1H), 3.79 (s, 3H), 2.60 (t, I =7.6 Hz, 2H), 1.61 (m,
2H), 0.95 (t, J = 7.4 Hz, 3H). MS calculated for C12H1704 (M+H+ ) 225.1, found 225.1.

-

[00215] Intermediate 67: (2-Acetyl-4-hydroxy-phenoxy)-acetic acid methyl ester.
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met hyl ester: 1H NMR (400 MHz, CDC13) 6 =10.70 (s,

1H), 9.84 (s, 1H, 7.20 (dd, J = 3.2, 9.2 Hz, 1H),
wQ@2@3/1{apoJ = 3.2 Hz, 1H), 6.95 (d, J = 8.8 HzPCWHy2005/018167

4.64 (s, 2H), 3.82 (s, 3H); M5 calculated for

COH10Br &4 (Mr+H+) 261.0, found 260.9. [00228] Step C

(3- Fornyl - 4- hydr oxy- phenoxy) - acetic acid methyl ester

(O 26 g, ik 24 ol ) is wdhssol ved | norregﬁangcj,c”(M]Dﬁ

adi um bl ack Oi};@;r coal (10 a Q;t:;/cozcm
d angdo,the A Xt Ur & i se@orréd ove on| ght ury;j&,rc KUY

hydr ogen:d{pls atm) . Reversads sphase HPLC purification 67
yi el ds (4- hydroxy- 3- rret hyl - phenoxy) - aceti ¢ aci d net hyl
ester 69 as an oil: H-NI\/R(4OOI\/Hz CDC13) 8 = 6.8

(m 3H), 4.93 g)469 s, 2H), 3.93 (s, 3H),
[0@21@5 ( s, 3Hfep goaz@ }D;hyﬂmxymheaylé—eﬁ@none (5.0g,33 mmol) is dissolved

n 30 AR 22RO S Lo L G BRI s it

%}%?k@lom%@@ygfg%ﬁféggﬁ%m% %ﬁ% Obzrglgili:ﬁe S(télggt{lgb‘@j A 88 Cne

reseultBrgmmpem;smnh stirrgshas modm (cme'r&u@ un?lsr mtmgm ()vqrm ght, then filtered
I tril t

tipygl R g ofHleS TP SanEenetesyh BT R oD SRS

chigidie gr %Qﬁ{@ t870% &ﬁ}rl'ﬂcéttatéﬁﬁ hegars§ {ieldRd tRYGIBbH 1 cther as a

at roo erature. tration and” toncent rati on
neslr goiedms pile BRI Y PASOrcd 21 by L b 688, 7.25 (dd,
lid (23.5 t
TSpbonh T T hofig, T He 2l 8o (o 2R 04316 DTS eplegtated for

cxglgl%'o ﬁlgl?s 15 2438 f%uﬁg%zl.g%, 5.03 (s, 2H), 2.36 (s, 3H);

ctrum cou obt ai ned. [00231] Step B:

[O%qusnzyI OX)S{d:p Br QF(B-Rerﬁ?IohyJZJii}ellﬁd}@nﬁleﬁ@l)%@oné%@ B7 g, 29.4 mmol)
is dissolved in propionitrile (

is étsm}vedii ingepippitiied HYHhaL) 1E0Wéere¢ szesenmmbpn%tﬁ a%ﬁ Byt4.1 mmol) is

2
BB B T 35 R by o BE0 s P MLl b routin
sué};fbnﬂaﬂm & stﬁfdeat emai UndRAditRakh agizumeis @mtafee tfll%aggﬁ a@lugfiof&:ehte 545

nmmol) is added. The mxture is heated to
andvemwngmed tepisld @eaoetyl-dwnrylexypehenoyykaceatig acid methyl ester as a near-

to..d el ~ Jh '
cof GRECRLIBLOT St a itk T RE a7 daer St 25 @0t
o o el B8 W 200 L Dm0 & - 2716
3}190171&182@%1&@55816?&9@@%&) BID. hef&mde%l)S ki el ds

[0 i benzylsﬁm};&c( ﬁggtt{\%}z —B@g@@hen l en )le}; %lggtg(ggm m.e%geger 9.17 g,
292'%1'#1190;9 S d?sgél%g& ?1 dmét\%larg% é@% E%JQ aﬂé:ll'%]shyy%c%%ag@}S S(? 1ﬁ§% Pailg@%én black on
cafton (8Y) 1.53.242.4mo198)Hs adddd. The mixture is degassed and stirred vigorously
under 1 atm of hydrogen overnight. Filtration and concentration yields the phenol 67: 'H-
NMR (400 MHz, CDCl;) 6 =7.32 (d, J = 3.2 Hz, 1H), 6.97 (dd, T = 3.2, 8.9 Hz, 1H), 6.74 (d,
J=8.9 Hz, 1H), 4.68 (s, 2H), 3.81 (s, 3H), 2.71 (s, 3H). MS calculated for C;;H;30s
(M+H") 225.1, found 225.1.

[00219] Intermediate 68: (2-Bromo-4-hydroxy-phenoxy)-acetic acid methyl ester.
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cal cul ated for C18H1903 (M+H+) 283.1, found 283.1.
[ 00232] Step C
w@2@08ABenzy| oxy- 2- net hyl - phenyl ) -acrylic aci d P&t/ig1005/018167
ester (4.83 g, 17 mmol) is dissolved in nethanol (85
m.) and gthyl acetate (25 mL). Palladi um bl ack on
char coal 1(i5% 0. 51 g9, 1.4 qol9%. is added agd.theg.,
"Ure_is stirred DMS F hydragen fJQD”?%‘S hours. .
ncentmgtfien yi'et ds Step B step ¢ ©
3- (4- Hydstexy - 2- met hyI - phenyl ) - propi oni ¢ aci d net hyl
ester 70 as an oil: 1H NWMR (400 MHz, CDCl13) 6 = 6.98
(d, J =8.4 Hz, 1H), 6.64 (d, J = 2.8 Hz, 1H), cﬁgj@p
(dd, J = 2.8, 8.4 Hz, 1H), 3.68 (s, 3H), 2.87 (see = | Hcoc_Br
7.6 Hz, 2H), 2.55 (t, J = 7.6 Hz, 2H), 2.26 (s, 3F).
[ 00233] Internediate 71:
2- (4- Hydr oxy- phenoxy) - 2- met hyl - pr opi oni ¢ aci d net hyl
ester. Br CO2Me OH O NaH ° 1B H2/ P - PZZ~ 0, Ci I OTEDMS
Y, 1'i MO Cl4 HO| Step Acke O Step B 7T [0 0023411
Step A: 4-(Benzyl oxy) phenol (5 0 g, 25 I) IS
di ssolved in DMF (40 nlL). To the solution is added

(60% d| e Si
0§20 ¢ Cne e Ry Hotl GoTRonbo BB faiaed in 65 me
diNléremetiahé.r SdSliIl inﬁiﬁaﬁﬂﬂlﬁ(mﬁ 8.9 @inoPis Bl dedadndtRO Bhirring is continued
t enper at ure met hyl - - br onoi sobutyrate (9.05 g, 50

ungibribie ik Brretdiesd megaehges. [@dutylxahlore-dimst s’l-sﬂaned{Z 4P g, 36.6 mmol)

d. The
is e 62 Botion: i EorS eI s Sl i b SoShepiortiscipred at
ro&rﬁ’f&ﬁ;@el\r/gﬁ!ﬂa}e ovEﬁﬁfgmr gefRithed ﬁ]y@réd il SRRaBR&MoARd gnJB%qzyloxy-

Br. OTBDMS

over tered and concentrated. The ‘cru
phen@gretri-betypdiméthyesilaye £4 awhite howdert HiNEYRy(40Q 3L, GDCL) 6 =

740 o F 6y LR A Gy T3DnE S . 55 S 2ED (0, T = 9.0 s, 28,
5 D, G55 D, By CHFQEMS ol bR CEH0,SITRI) 3332, found

3164, 3H), 1.55 (s, 6H). Ms calculated for C18H2104

MtH) 301.1, found_ 301. 4. 59 2005/ 116000 . .
[0 1Us2005 6 B[e 9’9] p n@ig ert-butyl-dimethyl-silane (7.73 g, 24.6

rm%o%) @@Q%V%Qﬁ%wm la'éﬁé/ %gagé @'(})' @Jg?%]fgﬁﬁgﬁack on
chéfcbalr(5 %;I dietd, Qﬁn@l%)as @&d@ll ajltilth:e aimuetis vifzorddalyl stidied i 89r hydrogen

on charcoal the mxture is sub(%aect ed to 1 atm hydrogen
at soran temperaderetior 4&honratFiltragoprpndeanseattaiion. ylem@dwths Ke(tert-butyl-

. LU {
B o R e SETE
0.7 @ 91H)2 (1% BYSH R VISRARNRXA) for CITeL [TSi gvx@prpmsn alnsl 225.0.

ester 71 as a brownish oil: 1H NWR (

[Oﬂm13) 6 =Seer76: @elteryButyd-domethayl- szllamyloxy)-phenol (4 66 g, 20.8 mmol) is
dissolved in dichloromethane (100 mL). Powdered calcium carbonate (4.61 g, 46.7 mmol) is
suspended into the solution and the mixture is stirred vigorously at 0°C. Bromine (1.10 mL,
21.4 mmol) is added dropwise with vigorous stirring. After 1.5 h at 0°C, the mixture is
warmed up to room temperature, treated with anhydrous MgSOy, filtered and concentrated to
yield 2-bromo-4-(tert-butyl-dimethyl-silanyloxy)-phenol as an oil that slowly solidified: 'H-

NMR (400 MHz, CDCl3) 6 = 6.96 (d, J=2.8 Hz, 1H), 6.88 (d, ] = 8.8 Hz, 1H), 6.71 (dd, ] =
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6.69 (d, J = 9.0 Hz, 2H), 3.78 (s, 3H), 1.53 (s, 6H).

M5 cal cul ated for Cl1H1504 (M+H+) 211.1, found 211. 3.
wWOX2@s5BL600CH2) , Br X R MBOOC | Me0OO' Y- (CH2)PCBUS209$018167
Step A"0" N Step B_s S 28 R'X RHOOC M000 X I
[ Y-(CH),,SIf NO Y-(CH)n"'SITf NO S LIOHS Step

2.82808 HY, 110 33@](bisp1m), ©.94 (s, 9H), 0.17 (s, 6H). MS calculated for
(4-%2- [4, 5- Bi+s-é4- net hox&i< henyl ) -t hi azol - 2-yl sul f anyl
CrpHaoBr st Y31 hdoh{d oppéd -8—)-aceti c acid. O 01-kOH 0

08330) .7, > S bAoerRy (B Sy Sy aiol 5.19 2,17

168 EBsdoved i acdkSniRilBPI0 miYy.eCeseR BB Hatk 11 A1y ﬁ’ 43 mmol) is added,
acetone. The m xture is heated to reflux overnight.

folivweed aeibyhbieimoagetatei(s.60 odl,dd -4 mmod thetreixper &t stiveed overnight at

fil d .1 he 60 2005/,1160 / US2005/ 018167
rour BHFRE et Sy oRae i b e Grgi -
o ] oy S S Tkl (0 E1BrOSi
(VB W 37581 fophd 8%5.8r as a white solid: MS cal cul ated for

OGBS ST M 0SS, Lo Sy ST BB
mdB1R¥ler 1€, 16.5 mmol) is dissolved in dimethylformamide (80 mL). Powdered
potassium fluoride (2.10 g, 36 mmol) is added, followed by aqueous concentrated hydrogen
bromide solution (48%, 1.0 mL, 5.9 mmdl). The mixture is stirred overnight at room
temperature. Dilution with water, extraction with dichloromethane (4 x 100 mL), followed
by drying over Na,SOy; filtration and concentration yields an oil; drying overnight at low
pressure yields (2-Bromo-4-hydroxy-phenoxy)-acetic acid methyl ester 68 as a solid: MS
calculated for CoH;0BrO4 (M+H") 261.0, found 260.9.

[00225] Intermediate 69: (4-Hydroxy-3-methyl-phenoxy)-acetic acid methyl ester.
e
OOVCOZH Hz504, MeOH : LO._-CO,CH; N~/ OHCUOVCOZCH, Rz, PdIC HJc: : LO._-CO,CH,
HO Step A HO TFA HO Step € HO B
Step B 69
[00226] Step A: (4-Hydroxy-phenoxy)-acetic acid (14.96 g, 89 mmol) is

suspended in methanol (35 mL). Concentrated sulfuric acid (0.25 mL, cat.) is added and the
mixture is refluxed overnight. Cooling to room temperature and concentrating to dryness
yields (4-hydroxy-phenoxy)-acetic acid methyl ester as a solid (16 g, quantitative). '"H-NMR
(400 MHz, CDCl3) 6 = 6.78 (m, 4H), 4.81 (s, 1H), 4.58 (s, 2H), 3.80 (s, 3H).

[00227] Step B: (4-Hydroxy-phenoxy)-acetic acid methyl ester (4.25 g, 23.3
mmol) is dissolved in trifluoroacetic acid (25 mL). Hexamethylene-tetramine (5.11 g, 36.5

mmol) is added. The resulting homogenous mixture is stirred at 70°C for 3 hours. Cooling
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(91 nmg, 0.30 mmmol ) is added dropwi se to a solution of
NaOwve (23 ng, 0.33 mml) and internediate 28 in EtOH

W@ 200511)6000Af t er stirring at room tenperature foPCRUR0MNEIS167
solvent is renoved to afford crude
(4-{2-[4, 5-Bi s-(4-nethoxy-phenyl)-thiazol -2-yl sul fanyl

to kodth Repeatdre dﬁatcbdéenﬂlaﬁggt@ydry@&@Me@dsaappdatensﬂfw}gel @BidMatography
00239] Step C. The crude

(1&)% -0 90YotetiBy] Bicetatedn ek anss)yyiplde (B formyh# diydtoxg-phenoxy)-acetic acid

mifuligtF od T RIAH A JEACH e HIETLY, f§5°8%d?§3ﬁmﬂ @, 1=32,

9.9tz 118, HiodHal n=H2Q1( 0116), gboy (4,5 28dad,, ang, 4. 8@{1 Lﬁ@zg 3H); MS

is stirred overni ght’ at” room t enper at ur e.
calcglaaadlfdrﬂpHva@t VIEHK) 24010, fEr@R60(910 nl) |s added and

[O%Aniog g|a2| ep ay ?%— }r/]](%aj\\g%gyy gg?r}os%f %caetlc a01d methyl ester (0.26 g,

1£¢Pxﬂﬁﬁ>®t1§ afsedvedth ﬂBHﬂhhﬁle{?S r@ ddd%ﬁnmmﬁ%n'é%o%l (3 mg, 0.4

MeCN gradient) to a e titl compoun
mc«ﬂé’o)as addetl and dhe mlxtﬂﬂd-lzt\lbtﬁre(det veDA O drd@en (¥ aﬁﬂ) (Rl:versed-

ph%segHBLafunﬁpﬂt{_oDn@ng@s %Adhygroy- -@eth&l—p@pﬂxy@@c?@q ecig ;gpe(hﬁl ester 69

asgﬁ'lig E‘Hﬁ@xggm@*ﬂ%@z“cﬁ%}% =68 (@531—41)2 (sgﬂi)94§6@ (s %ﬁ) 3.93 (s,

3SHYR2.658 (s 3HAL ed for C28H28N%82 ( MrHt) 538 1, found
538.4. H>==S \ S R MOOC x R 28 Me000' SN O  Step
A S 0O- Step BLIOHR HOOC X | - S0- 61 WO

et R T N

eskyl ] - 2- net hyl - phenoxy}-acetic acid. HOZCll Os s N
OCH3 (OCH3 ’

: :Br BnBr, Cs;C0, : :Br /\COZCH: /@(\/COZCH;, My, PAIC /@[\/COZCHS
YHO GH, Step A BnO CHs  EIN(Pr),, PRy, Pd{OAc),  BnO CH; Step C " Ho CHy
Step B 70
[00230] Step A: 4-Bromo-3-methyl-phenol (13.71 g, 73.3 mmol) is dissolved in

acetonitrile (100 mL). Cesium carbonate (30.46 g, 93.5 mmol) and benzyl bromide (10 mL,
84.2 mmol) are added and the mixture is stirred overnight at room temperature. Filtration
and concentration to dryness yields 4-benzyloxy-1-bromo-2-methyl-benzene as a solid (23.5
g, quantitative). "H-NMR (400 MHz, CDCl;) 8 = 7.4 (m, 6H), 6.87 (d, J = 3.2 Hz, 1H), 6.68
(dd, J=3.2, 8.8 Hz, 1H), 5.03 (s, 2H), 2.36 (s, 3H); no mass spectrum could be obtained.

- [00231] Step B: 4-Benzyloxy-1-bromo-2-methyl-benzene (9.29 g, 33.5 mmol) is
dissolved in propionitrile (80 mL). Ethyldiisopropylamine (12 mL, 72.6 mmol) and methyl
acrylate (12 mL, 133 mmol) are added. The mixture is degassed with argon, and tri-ortho-
tolylphosphine (4.11 g, 20.1 mmol) and palladium acetate (1.53 g, 6.8 mmol) is added. The
mixture is heated to 100°C overnight. Cooling to room temperature and concentrating to
dryness yields a paste. The residue is taken up in ethyl acetate and washed with water and

brine, dried over MgSO, and concentrated. Silicagel chromatography (0% to 60% ethyl
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[00241] Step A- NaOEt (23 ng, 0.33 mml) is dissolved
in absolute EtCH (5 nlL).
W@ 285B1®e( 4- net hoxy- phenyl ) - 3H-t hi azol e- 2- t hi oPET/B82007/818167
ng, 0.30 innol) and (4-
chl oronet hyl - 2- met hyl - phenoxy) -acetic acid ethyl ester

acétatetin hoxgies)t yeldd 3-(4-befzy18xy--ndthy] Hkehyl)- la@ryﬁ@l aaa methyl ester: 'H-
SuUCCessi veBE The reaction is stirred for room

NV 00 Bbe.E OGhI FHED (& R 16GRe Bhodgeld. 1-0uss, 1804 (m,

Hh 58 U prh A2 TR .S 0, 2081 P B 30 o ot s

caﬁhﬁtddefaﬁChg‘Pﬂg(Dﬁgl_\'@QH geziz3t1o fhREamstanper at ure and
acidified to Then it is extracted

[00332h CH2C1StepTBie 3dﬂg%m1zylobcwane@1 -stepat)scadic atid methyl ester (4.83

5 LRy i o BRA TRyt ST BT s 25 snLn oo back
Ontcll’sﬁrcbhlt(%? @‘3‘1@‘1%@11%)6‘@ a@d&f alngnﬁé ﬁhn}‘ﬁle 193( lg&nglgiCE }}B/dro gen for 36

hoursz £oﬁc@r8ra(mm yLHH)a 3- 64 BB'dﬁ)x&@ (nnthyll-p[)lenyD Iﬁﬁp(omc ab1d=m8th§11 ester 70

as gn 8 '(r% 3&0&?\@7‘ 2@%@9 67qvé8 @a% “Lﬁ.léﬂédlﬁbp.ﬂ (d, J=2.8Hz, 1H),
PGS d . -

'62%05’/ 11600%’45&{:%‘/71@%%%? 611%12’67 Rr JO|54 % '@2’3@??‘@@%&6 Q6 Hz, 2H),

226 6BH.OOC X 1 ~/~1J Y,,,,"NO YH Step A S 0- LiH

Step B HOO0' X I R 0- [00243] Exanple d.
{4-[4, 5-Bi s-(4-net hoxy-phenyl) -thi azol - 2-yl net hoxy] - 2-

yl - phe ] .
0080541 s e eleq A TY, 2 AT o Poenbic Pl dibpignic scid methyl
estent er nedi ate 4 (18 ng, 0.09 nmol) and

tri phenyl phosphine (30 ng, 0.11 mmol ) are dissolved in
dry DCM (1 nlL) and cooled to OC After t he sl ow

addition di gt hyl azodi car boxyl ¢ (24 AL, 0.15
mol ) the ion is stirred & mtenperature

overni ht Tge <CNFent is re ed to I1_;ord crude {4- OH
[4 Bi s- (4- n&ﬂoxy-phen%ﬁ@%zol §(I net hoxy] - /©/
T >phenoxylgageti ¢ aedd est gqée gch i e@s‘édo

wi t hout further purification in step B.

[00234] Step A: 4-(Benzyloxy)phenol (5.0 g, 25 mmol) is dissolved in DMF (40
mL). To the solution is added NaH (60% dispersion, 1.1 g, 27.5 mmol) in portions while the
temperature is kept at room temperature. After stirring the suspension for 30 min at room
temperature methyl-Cl-bromoisobutyrate (9.05 g, 50 mmol) is added dropwise. The mixture
is stirred at 50°C for 3 h, then concentrated. The remainder is diluted with water (200‘ mL)
and extracted with EtOAc (3x150 mL). The organic layer is separated and dried over
MgSO,, filtered and concentrated. The crude product is purified by flash chromatography
(silica, Hex/EtOAc gradient) to afford 2-(4-benzyloxy-phenoxy)-2-methyl-propionic acid
methyl ester as a clear oil: "H-NMR (400MHz, CDCl3) 6 = 7.44-7.33 (m, 5H), 6.85 (m, 4H),
5.01 (s, 2H), 3.78 (s, 3H), 1.55 (s, 6H). MS calculated for C;gHy 04 (M+H") 301.1, found
301.4.
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[00245] Step B: The crude

{4-[4, 5-Bi s-(4-net hoxy-phenyl ) -thiazol - 2-yl net hoxy] -
wa@200stLigpbe phenoxy} - acetic acid nethyl ester i sSPCT/US2005/018167

di ssolved in THE (1 nL), a solution of 1 M LIiOH in

H20 (0.2 nL) is added and the mxture is stirred

002331 ni ght  &tep BOIY4-68081 nox IremBihyt-propidrsc a01d methyl ester
[ac:l?jlfled vvltF{} iqnlg/IHCI (:Zty YT EtOA)gi(jlc% Y
(04l éd ramaDindiseplyedhindtQ glérmh)azﬂf@a addltmn p@@ca(tglz«sc ptopunt of

h | d S d,
ol Bl Bat AP Gip 5 S Tubaplcrt e B g i dor St
rofi hérhp@stuf) They eHeSRixRi8 S ¥Rt siRR MBENH BRI Yerh&ved and the
afford the title conpound C as a col orl ess gl ass:

remaqn&wﬂr(ed@ml\h&gh ngggmjp yield 27(435'd.(q;y pheﬁ:o)gf)g-mzthyﬁ—pi)o,plomc acid

meé%?l est% %kaigbrozﬁ)]sh ofl: 7@%@/[]?@1&;)1\8%27 @é) g =5 765 @3g5(90Hz 2H),
3 Yomahenl @t
6. c(%(gné *%OZH 11’1)61 Kol @ ﬁ@b ﬁgél(%ébgzmﬁg O%%mar é\?ﬁh@\? (M+H)
2101, forRd il &3. A R OOC X ~S~ O LICH Step B YSY O
HOOC. x | R 0 [00246] Exarrple Dl :
{4-[4, 5-Bi s-(4-net hoxy-phenyl)-thiazol - %y sul fanyl]-2
- net hyl - phenoxw}oocéﬁc [ Qo o / Sg
\ / O ~[00247] Ste :YHI@E%rmsdl ate (mnm;, 0.131
nol ), internmediate 32 (40 ng, 0.131 nmol), and NaOEet
(18 ng, 0.262 nmol) are dissolved in Et OH ) and
heated to reflux for 6 hours. The mixtyre N
acidified wwth agueous 1 N HCO (1 ﬁ‘lf)’Bade Q>Féd
with EtOAc (2 x 4 nL). The organic |ayer<] rled
(MgS™4), filtered, and concentrated to r ovi dFB crude
{4-[4, 5-Bi s-(4-net hoxy-phenyl)-thiazol -2-ylsulfanyl]-2
- met hyl - phenoxy} -acetic acid

HOOC’X\@\ Meooc'x\@
- Y —(CH SN 0
Y—(CHZ)"/S\EN/ O BN LioH \sr / O h
Q Step C Q
O— O—
[00236] Example Al. (4-{2-[4,5-Bis-(4-methoxy-phenyl)-thiazol-2-ylsulfanyl]-

ethoxy}-2-methyl-phenoxy)-acetic acid.

&
/O NN

[00237] Step A: Intermediate 4 (0.5 g, 2.8 mmol), 1,2-dibromoethane (2.4 mL, 27.7
mmol) and Cs;COs (4.5 g, 13.9 mmol) are suspended in dry acetone. The mixture is heated

to reflux overnight. The reaction mixture is cooled to room temperature, filtered and the
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ethyl ester. 64 WO 2005/116000 PCT/ US2005/ 018167
[ 00248] Step B:
W@ 200541@0@Bi s- (4- met hoxy- phenyl ) -t hi azol - 2- yl suPE¢EEF10D5/@18167
-net hyl - phenoxy}-acetic acid ethyl ester is then
di ssolved in THE (1 nL) and treated with 1 N Li OH

SOIV%ﬁQs kdmewed is vheuce @ halrerﬁﬁﬂdiﬁrtlﬁpﬂ&ﬁlsﬂtbyrcﬁﬁr(ﬁrﬁﬁtoéraaﬁy gs‘ihca
mxture is acidified with ueous

D@)/I/M@QH gadient) @ pHoE:[dye-Rrome- ﬁhQﬂY) Z-mﬁﬂlﬁldpquvgsﬂﬂfacetw acid

b5 oy FRRES S AL AR RS 80P tR T 0s

[062138] as a Wit éﬁBS[Oll QZdBroéqh'dZ H&N&}()@&Mﬂéd gﬁ@@&)-a&tm abid®Rethyl ester

© H)& O;DO@gnQ]d is g}idedg]r@vme tozq—golut@nm NaMse B3 mg, @53 (nmol) and

i it o S e st ottty 2sonent s

19 & _
re I\/g‘(l) ) 0to %c_)lrcf%ﬁ(ﬂ)e é)@- 4?( ﬁl\l-%sjgiep 2 x9 %ﬁlﬁ%&ﬁai@ @AYIQulﬁfn&ll] -ethoxy}-2

metRylpheRoxy) @0 tI0ici Exmtipil esterl .

Ok (i SAGRBREN L. P BAETY s L S22y M)

ylsfzu@ﬁﬁy'ﬁﬁllath&Wz%etﬁyl(ﬁheﬁaﬂg%gh@éuh }neghyﬁ’ Q&Bﬁ’ﬂs d?-JsBl%@&’ APTHF (3 mL),

i ssolved in-glacial acetic
a sabru@n(oj 1 M)uOHrmerﬁ)a(O(fS@lL’) ks adde® @ndriio Irr)lxime ascitiedtd @elmight at

o e b 20 TP 48 Gt s added an e
t ' it

org‘%clt %é/@t&}/éesﬁed l%v%thg;zo n@&p nz%agig% Q%a% é%k/e}w?sf &ied @NE50,), filtered,

coReqniretey lané phrdfiehen Eesreme\phasied{m@éf()/l\&b(ﬁ@ gﬁadlehlt)- tNMR’ord the title

co%g)g%% agg)cpq%h? efgbla 7¥-I5bl'l\/@é @OOMHZ 23]@30@ &1— %@4 (ngj 8 9 Hz, 2H),

LB R 5o R AR LB P, o,

31—20@56 aslaH@m R/ USBOOHEY) 33706Y, 3H)O928 Y, 38heps5B(t, T = 6.4 Hz, 2H),
- Met hyl - 4-1 hi ocar ba | met hox henox “acetic acid
2. %@h%}fﬂ) Ms§calculafask for zaN@sS]z(Q{ &463&@3 ognd 38l )

and 2- br ono- 1- (4-brono- phenyl) - 2- phenyl -

g
N
| )=s
5 R
O Me0OC” X NI
~o 28 |

R
Meooc™™ A AN SN O o
Cl /

Step A 5

O~
Step B LIOH

R
HOOC’X | 7~

= S\r/N/ O o\

S

&

O—
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et hanone are suspended in ethanol and heated to 75C
for 18 hours. Cooling to room tenperature,
w@emwsandop@t i on, and purification by chromat ogrBgYS2005/018167
(silica, 10%to 40% ethyl acetate in hexane gradient)
af fords
[09240] 4- ( 4- brEmmprnyM}[%ﬁ-BlB@Mytheﬁlbi{ﬁpﬂényz)-mia&BI-ﬂl-@eranylmethyl]
2- et hyl - phenoxy}-acetic acid ethyl ester as a
2-ggihyhphepoxivregtis@oz, CDC13) 5 = 7.28 (m 4H), 7 21
(m 5H), 6.77 (d, J = 2.8 Hz, 1H), 6.66 (dd, J = 2,8,
8.8 Hz, 1H), 6.55 (d, J = 8.8 Hz, 1H), 5.23 (s, 2H),
4.47 (s, 2H), 4. 13H<(7.@:1v 7.2 Hz, 2H), 2.17 (s, 3H),
1.17 (q, J = 7.2 Hz, 0925?_] ep C
{4-[4-(4-Brono- phenyl) 5 phenyTrt/ ptecBs yl met hoxy] - 2
- net hyl - phenoxy}-acetic acid &t ester (55.2 ng,
0.11 nmol) is dissolved in dioxa Li t hi um hydr oxi de
nonohydrate (13.0 ng, 0.31 mol )=di ssolved in water
(0.5 niL) is added. After 40 m n@tes the m xture
becane honbgenous. Concentration to a syrup, dilution
with ethyl acetate, washing with 10%citric acid

ORI Ly Tne, SR NGRS S BRDS T ks Ao GHeus Gl (5 mL).

4, 5(43% -UlhbBoSRPRGYMNI K 4mhéole 2- thlone 28 (73 203 mmgj)l) gnd (4

br ono- phenyl )-'5- phenyl -t hi n. zol - 2-
: chgolrorpﬁbw&e;a}eﬂad@hmmOMmdetﬁl acabethyl asfmr (mtesmlsmdte IReYEO0sAg, 0.30

D trdied Sedies vty e Soaphon s Tureddn) L2 iy agoppmesptivefo afford
thgcr&&eproaugtdf (m 7H), 6.95 (d, J =2.9 Hz, 1H), 6.85

='2.9, 8.9 Hz, 1H), 6.77 (d, J = 8.9 Hz, 1H),

[O(E439 ( s, 2 S)qp B:. B I(1©H @H) m1Y islRided into ﬁfel)read’bﬁn mixture from step A
al, culat r CZ(5H218r NO4AS (M+H ) 512.0, found 512. 3.
%59% gare 3 6@°%. The reaction is cooléd to room temperature and acidified to

e 544 T gl BRIl YR e, arie
(MBSO, parcicmnoetitaited: TRe pridaetTe eicastalFedth iyl Scdbé GBRERSGne to

and used di rectl |n Step B. 66 WO 2005 116000
affp@rﬂlasﬁeegmgqm ngsﬁ'}sllew sghd| 'FNMR (MEHZ,TDOD) 6 =7.44

@3, ?Pﬁzﬁéﬂﬁ‘&%m% AR b3y 4k Bk Lr 8Pt 10, 530,

2Hr)e¢ b, DHY, 3B 1heUSE), 3T§®e(s83}k)/ mt7 (5 BH) MY¥EEuEA for CprHNOsS,
oration to afford crud

(M[‘Hlii Fﬁo%l%ilfp\mﬂﬁ}&lml azol - 2- yI met hoxy) - 2- met hyl -
phenoxy] -acetic acid nethyl ester which is used
wi thout further purification in Step C. [00256] Step
C. The crude
[ 4- (4, 5-di phenyl -t hi azol - 2-yl met hoxy) - 2- net hyl -
phenoxy] -acetic acid nethyl ester is dissolved in THE
(1 nm), a solutionof 1 MLIiCHin HO (0.2 nL) is
added and the m xture is stirred for 1 h at room
tenperature. The mixture is acidified wth 1 MHG
(0.25 nmL), EtOAc (10 nL) is added and the organlc
| ayer washed with brine (5 nL). The organic |layer is
dried (MgSO4), filtered, concentrated and purified on

]
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reverse phase HPLC (H20/ MeCN gradient) to afford the

title conpound E2 as a white solid: 1H NWVR (400MHz,
w@DKo3)6060 = 7.40 (m 2H), 7.23 (m 8H), 6.82 (BCT/WS2005/018167

2. 9 Hz, 1H), 6.69 (dd, J = 3.0, 8.9 Hz, 1H), 6.61 (d,

J 89Hz 1H), 5.26 (s, 2H), 4.53 (s, 2H), 2.20 (s,

3H). %) caI cul at ed/f CQSH22NAS (MrH+) 432.1, found

432. 4. [00257] Exanple >

{4-[ 4- (4- Brono- pheny! [ -} “Phety! - t hi azol.s2- yl met hoxy] - 2

- et hyl y} a’celcamd J°HoId)- Y. N, Br

[ 00258] %o%epnﬁ -(4- Brorm phenyl ) - 2- pher737\fl\h ohe
(275 ny, 100mm|)|s *Ri*ssol ved in DCM (2 .
Pyridiniumtribromde (352 ng, 1.1 mol) is ed and
the mxture is stirred at roomtenperatureg fob-2
hours. Then the m xture is diluted with (1 nl)
and washed with H2O (2 nlL). The organic Llo'ﬁ‘ egteLsB
concentrated in vacuo to afford crude

1- (4- br ono- phenyl ) - 2- br onp- 2- phenyl - et hanone as a
yellow solid, and is used in Step B without further
purification. [00259] Step B: A miHre Yof

1- (4- br omo- phenyl ) - 2- br onmo- 2- pheny! - et hdneohg"{43 )
0.12 mmol) and 8
(2- Met hyl - 4-t hi ocar banoyl net hoxy- phenoxy) - ac
met hyl ester 67 WO 2005/116000 PCT/ US2005/ 018316
(Internmediate 13, 32 ng, 0.12 mmol) in EtOH (1 L) is
heated at 180C for 5 min in a mcrowave apperatus.
The resulting solution is used directly in the next

[0243p. [ ooz@z]amsteeﬁal .G4- [#HEB'(sz(4fm9th@nsdplman)Lﬁa@ﬁblel}yﬁnwhc)xy]-2-
%ﬁ@gded to { aol ution derived fromstep B. The
MK ’éo’?YQBSCFW?% overni ght at roomtenperature, then
acidified with 1 NHO (1 nL). The reaction m xture
is extracted with EtOfc (3 nL), the organic layer is
separated and concent Pgted in vacuo. The remai nder is
taken up in DMSO (1 nL)\ fand purified on reverse phase
HPLC (H2O' MeCN gradient) t ,}}F\fo the title conpound
E59 as a white soIid:N @ , (CD3)2SO 8 =

7.54-7.31 (m 9H), 6.96~d, J —3@, , 1H), 6.87
(dd, J =3.0 Hz, J =8.9 Hz, 1H, 6.7 (d, J = 8.9 Hz,
1H), 5.40 (s, 2H), 4.63 (s, 2H), 2.19 (s, 3H. M
cal cul ated for C25H21Br NO4S ( M+H+) 510. 0, found 510. 3.

[0@2445%; (e)p' g?%J A Qﬁgﬁ(gwgq % '@A}H&B RiSmediate £1¥ng, 0.09

mmol) and triphenylphosphine (30 mg, 0.11 mmol) are dissolved in dry DCM (1 mL) and
cooled to 0°C. After the slow addition of diethyl azodicarboxylate (24 0L, 0.15 mmol) the

solution is stirred at room temperature overnight. The solvent is removed to afford crude {4-
[4,5-Bis-(4-methoxy-phenyl)-thiazol-2-ylmethoxy]-2-methyl-phenoxy} -acetic acid methyl
ester which is used without further purification in step B.

[00245] Step B: The crude {4-[4,5-Bis-(4-methoxy-phenyl)-thiazol-2-ylmethoxy]-
2-methyl-phenoxy}-acetic acid methyl ester is dissolved in THF (1 mL), a solution of 1 M
LiOH in H,O (0.2 mL) is added and the mixture is stirred overnight at room temperature.
The mixture is acidified with 1 M HC1 (0.25 mL), EtOAc (10 mL) is added and the organic
layer washed with H,O (3x5 mL). The organic layer is dried (MgSQ.), filtered, concentrated
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38/ Rl = 4-nmet hoxyphenyl 46 Rl =
benzo[ 3, 4] - oxazol -2-one 40 Rl = 2-naphthyi 47 Rl =
whenwsafdpa] - di oxi ne 41 Rl = 4-bi phenyl 48 Rl =PCT/US2005/018167
4- acetyl am no- phenyl 42 Rl = 4-norphol i nophenyl 49 R1
= 2' -net hyi benzo[ 3, 4] -oxazole 43 Rl =
andﬁﬁ?ﬁi@ﬁ 3n ‘H:V’e eQHabe ARL.BYIFOAVIECN gfradiattpnﬁtfftm& Wepdtenyopound C1

| uor o, 4- met hoxyphenyl
as dedlorldsk gkasmﬁHtMMRo@ﬂé)ﬁMHm IRODY 6 = 736 (d J=8.9Hz, 2H),7.22 (4,1 =

ben;zz,gﬁ H %% Y OIS h 62 & A 59 [028 Tk (5, 3m), 225 65,
3Hi AMEA&afcﬁ a'%&itﬂa @5;}3?\@ }{é gMEPH(’ A9 1, frbHar 4pet. hoxy - pheny! )

azo ms hoxy mst yl - phenoxy} acetic acid.
0 HO ILO 6 0-- - - SF F 0 F[00262] Step
A Internediate 38r° rrg, 0. 042 nmol ),
4-trifluoromet hoxyp N _boronic acid (10.3 ng, 0.050
nmol ) and sodi um car e (13 ng, 0.126 nmol) are

di ssol ved in water320 L), ethanol (90 L) and
1, 2-di net hpx et hane (3§80 L) and the 68 V\p %OO 116000

PCT/ USZt98%/ 167—mxture 13 deg%§ i 't ng
Argon for 2 m Mt es. %K PPh3)4 (1 isyadded and
the m xture is subjected to m'crovvave(180 or 5 mn

in a sealed tube. The mxture is diluted|w td-

saturated water (5 nL), extracted into EtQAc (10 nlL)

and washed with brine (5 nL). The orgapj éag ris

dried (MyS™4), filtered and concentrat ed" t|o gl ve crude

{4-[4-(4- Methoxy-phenyl)-5

-(4-trifluoromethoxy-phenyl)-thiazol -2-yl et hoxy]

- 2-met hyl - phenoxy} - acetic acid nmethyl ester, [ ch

is used without further purificatign Uﬁ:ﬁfg B\

[00263] Step B: The

{4-[4-(4- Met hoxy-phenyl )-5-(4-trifluoroneth

- thiazol - 2-yl net hoxy] - 2- net hyl - phenoxy} - acet loc. aci d

nmet hyl ester is dissolved in THE (1 nlL), a solution
[06446] M Li Oﬂxampldaﬁl (@12, 51B)s- (4smetticegtpha ) théaznl-2 tylsudfanyl]-2-

is stirred for h at roomtenperature. The m xture
métBylediendHyi} eatetis @¢1d1 MHC (0.25 nL), EtOAc (10 nl) is

added and the organic |ayer washed with brine (5 nL).

The organic layer is dried (MJSO4)o— filtered,

concentrated and purified on rev e phase HPLC

(H20/ MeCN gradi ent) tooafford t title conpound FI

as a white solid: 1Hy 13) 6 = 7.32 (d,

J =8.8 Hz, 2H), 7.28 (d, S ,02H), 7.07 (d, J
= 8.1 Hz, 2H), 6.82 (d, J =2.9 Hz, 1H), 6.76 (d, J =
[00247] Step A: Intermediate 10 (28 mg, 0.131 mmol), intermediate 32 (40 mg,

0.131 mmol), and NaOEt (18 mg, 0.262 mmol) are dissolved in EtOH (1 mL) and heated to
reflux for 6 hours. The mixture is acidified with aqueous 1 N HCI (1 mL) and extracted with
EtOAc (2 x 4 mL). The organic layer is dried (MgSO4), filtered, and concentrated to provide
crude {4-[4,5-Bis—(4-methoxy—pheny1)-thiazol—2-y1sulfanyl]-2-methy1—phenoxy}-acetic acid

ethyl ester.

64



I

8 , 2H), 6.71 (dd, J = 2.8, 8.8 Hz, 1H), 6.63 (d,

J .9 Hz, 1H), 5.25 (s, 2H), 4.56 (s, 2H), 3.75 (s,
wWaR)os/120280 (s, 3H). MS cal cul ated for C27H23F3NCGBS2005/018167

(MrH+) 546.1, found 546.3. MOA O % /N Ar' B(OH) 2

ROYYO 31 0 1: Step A0O-a Br Ar 55 RRMv R = H LI OH
[00Bt8p B [ 00%eRB: EidhpiBis-@-methoxy-phenyl)-thiazol-2-ylsulfanyl]-2-methyl-

PhelVNAoFET R PHDE Suitn bR ved i LR (1 TG et with 1 N LiOH

200 8¢ § b & stBFddtht 1om Hideratlrd¥oP2 h¥ 19‘3;% ]nﬁ%m‘[Q idi ith

(209 BES i E sttt oo derathrcion2 P JegfHEuLTls geidified with aqueous

HCI @it ¥y 38dula), extvdrtdddithgtOAc @1t 4mb), Yried (MgSQs), filtered, concentrated,
4-trifl uoromet hoxyﬁ?en ronic acid

| - ) 10. 3 .. 0.050
and {pgifipd o deessh RIS HP bor{ERe OigNr%?dlﬁ}tlE’e(safﬁ% |ﬂ¥9*§}f‘ecompound D1

LS a0l 14y | t 0 t.h lro G -
o VGRS INR Bl a0 37305k (P 102 0 sy 10, 723
(d, uBtHy, EYON06 @, J2= 318 iz, PHY,FPIHBd, XHN04 .66 (802 H)s3.at e dHyBI69 (s,
the mxture is subjected to mcrowave (170C) for 5
3} 22 (oAb P GRIERAIOT Cesba NS (VBIE D 401 ciopmd 994.2.
extracted into EtQAc (10 nlL) and washed with brine (5
m.). The organig layer is dried (MSOH), filtered and
concentrated tolgirve crude
{4-[4-(4-1sopropoxy-phenyl)-5-(4-
trifluoronet hoxy-ptf@n¥l ) -t hi azol - 2- yl met hoxy] - 2- net hyl
- phenoxy}-acetie acid nethyl ester, which is used

tho furthq;ﬂguwifi tioNein Step B. [002§6] S¥ep
weoB~Fhescrude & Meoﬁe/o LioH Hoﬁ\/o
{4-] -/I\}Gpro oxXY- phenyl dA<Aid | yor oget hox o~ R
phenyds) - t hsazoP=%- {1 net hoxy]-z-dng yl -y%eé’ngiy}-aceti ?&[1
acid methyl ester is dissolved in ®™HE (1 nL), a Re

solution of 1 MLIiOHin H20 (0.2 nL) is added and the
m xture is stirred for 1 h at roomtenperature. The

yosture i s 1AL Fhedh W En § Oz _ . Fli QA I
L L A A e g P e e R S
meihyl-phgnoxihacadicgaid. c | ayer is dried (MS04),'

filtered, concentrated and purified on reverse phase

HPLC (H20/ MeCN gradient) to afford the title conmpound
G as a white solid: RHNMR (400MHz, MeOD) 6 = 7.34

Hz
8

(d, J Ho Br
L)
[00250] Step A: 1-(4-Bromo-phenyl)-2-phenyl-ethanone (0.24 g, 0.87 mmol) is

dissolved in glacial acetic acid (3 mL). Bromine (50 OL, 0.97 mmol) is added and the
mixture is stirred for 30 minutes at room temperature. Dilution with water (40 mL) yields a
white solid. Filtration, washing with water, and drying yields 2-bromo-1-(4-bromo-phenyl)-
2-phenyl-ethanone as a white powder: 0.30 g. 'H-NMR (400MHz, CDCls) 6 =7.85 (d, T =
6.8 Hz, 2H), 7.59 (d, J= 6.8 Hz, 2H) 7.50 (dd, J = 2.0, 8.4 Hz, 2H), 7.36 (m, 3H), 6.30 (s,
1H). MS calculated for C;;Hy;Br,O (M+H") 354.9, found 355.1.
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= 8.8 Hz, 2H), 26(d,J:88Hz 2H), 7.17 (d, J =
8.4 Hz, 2H), 683( J =2.8 H, 1H), 6.77 (d, J =

W@ 20b5HEq00RH) , 6. 75 (dd J = 2.8, 8.8 Hz, 1H), BCBH8SZ0d5/018167
J =8.8 Hz, 1H), 5.25 (s, 2H), 4.53 (m 3H), 2.17 (s,

3H), 1.23 (s, 3H), 21.21 (s, 3H). M calculated for
[OOEJI}Q?FS NC&ep BM-vlettT4-thioch®uindyrethdky-pHea88yl acetic acid methyl

estey (Igger@adlﬁ@d&a EHosg. Bhémym9l) snd 2bremeql yérbsmmptpbienyhdrmhenyl-

b B R BB AT o

tefnperafite, rasgnceiﬂtreﬁoﬂpmﬂ}nunﬂcdtfohfuyw@f&ﬁabwblﬁﬁ@m/da 10% to 40% ethyl
boronic acid 05 mmol ) and sodi'um car bonat e

ace‘fﬂ@ lﬁ@eX@ema%m ?Lff@ﬁdé {61 [4-$bbrazab-pIany WS -pDOG/-1Hi6 AR yImethoxy]-

2 ErBa Rk B sid it ¢ ek BANRAR [490MEkz, cpct) 6 =

wbagﬁ&&ﬁ)wm B, é\Hg,meefJ%mﬂ%t ), d(ﬁ&’hﬁlés(%% 21 W), 6.55 (d, 7

i s added fhe m xture is subjécted to mcrowaveé
=380 Hp oizis(srr?-H) ATik(spH), ¥l (gs] di7lAHeRIH), 2H 7wgt3dt), (57 (q, J =
7%1:%)2 extracted into EtOAc (10 nL) and washed with
n%H)(S m.). The organic layer is dried (MS04),

062421ered a nee o ] _
[ {4- ?4 (4-1 g%fgpoxy E‘ﬁgﬁ&‘né Bhéﬂ }? €5 Bh&tfif: thiazol-2-yimethoxy]-2- methyl

phenaxfyl} troptimastid yihybestery(53 zmmg, e§)z]d| mhof)l imdisbalxyq in2dioetnby Lithium

bRE R B (el Bt MR foes el 1. vl DeopT Biseged. Afer
4O$n1n ﬂ:@ %I?erﬁ’lgi@ure became h mo %leln)ouq5 C(‘%ncentr jon fo a S flilution with ethyl

| sopropoxy-p tr| uoro
acpthenwhs)mmg’lwah abyReiricnmidhevtyion? wask yturgbe a@@y)hs &@lﬁiohﬁlm
gﬁid met hyl ester is_dissolved in THE (1 ni),
chiggidgs 3ng prige, drymg gvorNaeS Qypand cgngeniration gleécbdb@u%@pmmnd {4-[4-

Ay, t
B BehD-T bAoAl 2 holb R DU SRR e i aso
wrme)sohdsRadefeai pde HPE Comgiithtiond PRI t s@imwl tf![Lm\VIRr(@OOMHZ
he organic layer is dried (MS04), filtered

DM§@C%3M3 Fat %l endHp k1% (tadIbn7. ﬂév&r%‘b(npweﬂs)w BPI(E T =2.9 Hz, 1H),

6. éﬁg{r%ﬁg&eg k.t 572003 SO U IR %4@@%13 % %D%@) g-18 (s,

H;) MS Zﬁcﬂdnediofcﬁﬂgsfm%ﬁ IcMrr}fi*) %ﬁz ()Ctourﬂd 51283 0 Hzl H)ZH)
692(d, J—8'8Hz oH) . 690(dd J—28 8.8 He,

[0@';';3; 5% %g(?m%%:ﬁ if‘ﬁ@f%g’%p%pylrtﬁ%zé}é- gpetg%y)q@ethyl-phenoxy]-

acGdl o8l ated for C29H27F3NGBS ( MHH+) 558.1, found

558.2. 0 X PPh3/DDQ X HKCN O/ /1 :::a
o/\g/N ) O
O
[00254] Step A.: For the title compound, the intermediate bromide is purchased and
used directly in Step B.
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Step AA BBr Y X X Mo02C,-_.0\ Step C/ 0'Y NH2 S
13 HXZC _ ~O\ / ONX LIOH Q2C'-" O\ ON-X Step
w®2045X1606 WO 2005/ 116000 PCT/ US2005/ 018167 [BORUS3005/018167
Exanpl e H1.
{4-[4, 5-Bi s-(4-chloro-phenyl)-thiazol - 2-yl met hoxy] - 2-
[oosshy | - phers,@e@@ ekt @o nkpb@%lrhﬁo &ld déé%’l%&%lde (23 mg,

Step A. To sol uti on of 4-chl oro-benzal ehyde

0. @34 YEIHOE anm@usaolverd infEtOH @8ﬂfﬁ_9ndl I@awdde ceflk@Not 2 Bo@rsighe solvent is

e Y PabrBiot B it P g s iaieb g By gyt 2-methyl-
phbm%eémra%l@lﬂet oxtdiachigech Widsbd %H&ht fu?ﬁéar;}ﬁ}'@icﬁtkggn Step C.

The organic’layer is dried tere
[OWent r at &tep GHEhe ¢rads bﬂu@f §- dlppenyh‘thmzblmfylﬂﬂe&alﬁdxy) 2—methy1—

p %%&%%m@q ’%@g&ﬁ%}éfgg/% %ﬂpﬁquﬁ '%sgm"g‘tm?oﬁ,)M LiOH in
1§20 g 2o oy g i s

acﬂﬁ’i&adeiﬂ[l 002 H (@26 mIB, Ef0Ae (Kahll) 1sQidd®d and the orgamc layer washed

dlchloro 5, 6- d|cyanobenzo ui none g242
wi AL Lhp RESICHRYE phlried @é@‘{’pzﬁgﬂl erecbrom»mnﬁted@nd purified on

re\%g%’erpgg%%?an‘gn}fqlﬂﬁl\ﬁnng (ﬁ%}&'cgérﬁ?% fl}f&t& ﬂ’?qu[%f Olufld E2 2§52 white solid:

1H1NMIB(4$)OI\/H-IZ D5 1 ety 22})1175/@3 axysIe}, B®2qagT %QCSOHmJLH) 6.69
sus ension is kept stirri Q%Bfor

(d%;tJ T%8n$ 9%&%%@% fﬁé?@@ulﬂ) r5g°-6t(ﬁao%ﬁ) (8.1 259, 2@0 (s 3H).
fl ash

M§§Ql%&1'aed%19€'ﬁh”ﬁ e/e ‘H 8‘139}3’1, 1) to afford

2- brono-1, 2- bi s- (4- chloro phenyl) et hanone as a

colorless oil: 1H NWVR (400MHz, CDC13) 5 = 7.86 (d =
[0@25{2 Hz, 2HEyampledeR:#A4d8-(dRromeyphenydg-ghenythiazgl-2- yhzethoxy] 2-

6. 17 M5 cal cul ated for Cl14H90C12 (M Bf

m%tg%@en?%ﬁ bfé%gg% [08373] Step C A mixture of( )

2- brono-1, 2- bi s-(4-chl oro- phenyl ) - et hanone (44.0 nmg,

0.13 mml)

(2- et hyl - 4-t hi ocar b;aHByP hoxy- phenoxy) acetic acid

net hyl ester 13 O/\(K;’

[00258] Step A: 1-(4-Bromo-phenyl)-2-phenyl-ethanone (275 mg, 1.00 mmol) is
dissolved in DCM (2 mL). Pyridinium tribromide (352 mg, 1.1 mmol) is added and the

mixture is stirred at room temperature for 2 hours. Then the mixture is diluted with DCM (1
mL) and washed with H,O (2 mL). The organic layer is concentrated in vacuo to afford
crude 1-(4-bromo-phenyl)-2-bromo-2-phenyl-ethanone as a yellow solid, and is used in Step
B without further purification.

[00259] Step B: A mixture of 1-(4-bromo-phenyl)-2-bromo-2-phenyl-ethanone (43
mg, 0.12 mmol) and (2-Methyl-4-thiocarbamoylmethoxy-phenoxy)-acetic acid methyl ester
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(34.0 ng, 0.13 mmol ) and EtOH (1 nL) is subjected to
m crowave (180C) for 5 mn. The resulting solution is

wais@d/1tiopect |y in the next step. [00274] Step BCT/Ukm®05/018167
crude

{4-[4, 5-bis-(4-chloro-phenyl)-thiazol -2-yl met hoxy] - 2-

IniEEL &Nt RBESONY} 6,28 @lrhél) BCEMOHIEL iY)) istsdani of 180RCToe iin ina
( is di sgol ved |%1 THE (1) mL) a}ggltl—g)o 72 WD 2005/ 116000

mlmmme@mmnﬁmsul(cmg solutiyn is|ysegdinpa) y(is shemaxg step. 64

(0088 Bpbr at ur Seb G R T P TR (O Pty Mg T s R8Bon
derf¥ledl ot 8808 TRE thikiike @%ﬁﬁé@bvdrﬁlghﬁaﬂrbﬁﬁtt&ﬂpeﬂﬂil& then acidified

organic layer is dried (MySO4), filtered, concentrated
witandN pIGli(1 indd). Bhe reavmrsmxt\phasexme@ vomﬁmm mL), the organic

S ATl TR PO BN Ve CaoB e (o 30 21 MO (1 L)
Wgn eré?e ﬁlgase flPLC%)IrﬂdTMeC%adﬁnﬁ‘ﬂo A5kd thé ﬁﬂle ddthpound E59
as @White dolGR HSNMR-%OO MHS, ((D3):38) 6 = MHA-Jd ldm,;QiHQ;ﬁ P0 §d J=3.0 Hz,

OB b A Tk 05 THBEY 671 1 1 RO Heny 40 L 28D, 463

ZHE%\;:?F@ FM'sgalo%gféa Bg%sgzt&\i%iﬁ A@%ﬁ@‘b N;cl) orOSff&ﬁd%ﬁtaep

13 Ar O COZMe A|kOA|kOI N/ Br Step DLIOH Step B
N~O CO2H Al kO [002¥5] [Exanple J1:
Roﬁ\&(4 | sopr opd&dz pheryty® @4 trlfluororretdaébe?
yl) 1 2- yhamgt Roxy] - 2 WWGHQE%} pacet i O“r(m

aci d. .
8 ;R1 = 4-methoxyphenyl 46 Rl = benzo[3,4] -oxazol-2-one
40 Rl = 2-naphthyl 47 R1 = benzo[3,4]-dioxine
41 Rl = 4-biphenyl 48 Rl = 4-acetylamino-phenyl
42 Rl = 4-morpholinophenyl 49 R1 = 2'-methylbenzol3,4]-oxazole
43 Rl = benzol3,4]-dioxol . 51 Rl = 4-(trifluoromethoxy)phenyl .
44 R1 = 3-fluoro,4-methoxyphenyl 52 Rl = 4-trifluoromethylphenyl
45 Rl = benzo[3,4]-oxazin-3-one 53 Rl = 3-pyridyl
[00261] Example F1: {4-[4-(4-Methoxy—pheny1)-5-(4-triﬂuoromethoxy-pheny1)f

thiazol-2-ylmethoxy]-2-methyl-phenoxy}-acetic acid.

[00262] Step A: Intermediate 38 (21 mg, 0.042 mmol), 4-trifluoromethoxyphenyl-
boronic acid (10.3 mg, 0.050 mmol) and sodium carbonate (13 mg, 0.126 mmol) are

dissolved in water (120 pL), ethanol (90 pL) and 1,2-dimethoxyethane (360 pL) and the
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HO2CI__ 10\ S O OCF3 73 WD 2005/116000

PCT/ US2005/ 018167 [00276] Step A:
wd200soproopoxy- benzal dehyde (5.0 g, 30.45 mmol ) PEnUdS2005/018167

trinmethylsilyl cyanide (3.02 g, 30.45 mvol) are

di ssolved in dry DCM (50 nL). The solution is cool ed

mikfire B@egdsbewih babbladi Afroa4d: ¥ Minles. PABPEHILD rhd1%) is added and
added. The reaction mxture is then warned to room

the mhytaie ag snbgectaddokeigtovere (1805G) & Srmin iglatsealed dubei xihgmaixture is

Jds.copcentrated, redi.ssolved .i.n er..and.filtered . .
aitp Rl Rh S GRS tao AR ARy app v with brine (5
mI)MIEE ¥ aniddayed RE@NMT S%E%Sb@,t fltedéd/ghd concentrated to give crude {4-[4-(4-

(‘4-i sopropoxy-phenyl)-trinmethyl sil anyl oxy-acetonitrile
M@thowldlﬂnagwe@etriﬂuoromﬂhNWhWD€thiamz1:2-@®113f)><>&2zrn@‘thﬂaphen0xy}~

acqy ao ety o whihii el oy Rpper eifition SIS g
9 X : ' : -
oD 1= oA R TSy S e orbhbthony -pheay)
thiezbli2sylpretpay]-2 phathyl-phenox yleadetit s¢ill amjhydeytenmatissolvied id €HF (1
1.0 g, 3. .| ' ed.in d THE (8 ).
i Salffion PPV 0BG R LS At Sneee oriore Bptiredfer 1 b a
rodrd t%;]bé?atﬁ%éﬁrhé nfRtufdk abididddRyitit 1 MY 0.23 %{ig BRSAC (10 mL) is
reaction mxture i1s stirred for 0.5 h foll owed by
ad datihirdi theoigasiol lager ovasiodd Wl brind (SunLp ithichoganiblageryik dried (MgSO,),

e PR AL e GBS Ban IR LFMECN gracient) toafford
thd ﬁﬁ@ﬁ JEhE FAN o WERE sofil! ]g{-?\fri}?%f(%og}:ﬁi%@ﬁngfg) g E]JJ?SZ (d,J=8.8 Hz,

reacC n mxture 1S poure
2IBX1.28.(d, §e- 8. WiFizh 2H),CRO7 ()T e<s.1 Hapa), Bi82 (dr DaniTHb,aMe 6.76 (d, T =

are conmbi ned and washed by brine, dried {N@SC& and
8.&Hacdhk Pl ddd, IThé 8f &§iféﬁaé¥1i),56-%m, §501.9 Ha- H),@S(%I@), 4.56 (s,
4 h LA
2373 e Pormay B e b for e e i s found

5463. adjusted to pH 10 by adding 1 N NaCH, then
extracted with EtOAc three tinmes. The organic |ayers

are conbi ned and washed with H20 and brine, dried and
0 give cr 1-

concent r gt gd |t 't
(4-iso%?§5§{ilgngﬂyl o(4-twﬁFWBor6ﬁé?ﬁ6i); h§£¥f?f;§/

hanone, which rs§ directfy ip the next °stg
wi t hout purificatimsn. M5 caléﬁ?a?ed for C18HL8F303,
(MrH+) 339.1, fsund 339.4. [00278] Step Ly He crude
1- (4-1 sopropoxy- phenyl )-2-(4-trifl uor onetdrexy -
phenyl ) - et hanone (100 ng) is dissolved in (g nb).
Pyridiniumtribromde (94.5 ng, 0.30 nmmol) is added.
reacti I X{ MK e (] [ [
(081 720 r SRalfild Q57 (T4 VHLb o Ponénd-5i6 b Rygmernony-
phényy-tHiErol 2{AmeHORY PPaxthRpEBNdx)y} Zoétde doid.f | uor omet hoxy-
phenyl )- ethanone, which is used directly in the next
step without purification. M cal culated for
C18H17Br F3C3, (wm)f@g. , found 417.3. [00279] Step
D: Crude HO
2- brono-1- (4-i sopropoxy-
phenyl ) - et hanone i s dissol ved i
mL m crowave reaction vial. (2-

o f1 uor onet hoxy-
(1.0 m) inahb
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74 WO 2005/ 116000 PCT/ US2005/ 018167
nmet hyl - 4-t hi ocar banoyl net hoxy- phenoxy) - aceti c acid
woreaolishooest er (13) (79.6 ng, 0.30 nmol) is adee”duszuds/018167
the vial is sealed. Crude
{4-[4-(4-1sopropoxy-phenyl)-5-(4
[00265] | uor OW@téipAyhméfﬁfémia}ewPaaﬁ 0204 rﬁﬁlbl)owﬂlﬂ&’oxﬁﬁfeﬁ%kyphenyl-

phenoxy&hacetl c acid nethy ‘er is obfained after
0@@113? aaid (Hh3 mg, A0S0 owaol a(l@SQﬁlwn&arbmﬁﬂe:Xlihmg, 0 326G sm0b]) are

agolvEintals® (20 Torburs i Eut) imt - Bshor P dsabiay The

mixQ9e ﬁfﬁeggsﬁ@ whth a}_%&a fo@Z@mHLl’d(PI%g‘lg% 1@10['% is3fed and the mixture is

Li OH H2 areadedtothereactlon
subjiested ntcerrmfrowa‘eqo(lmOTDrfer f edint Themiktatelis dilied stith water (SanlL),

N I NI —
OB PRS0 R e SRR s o

tnﬂu«&oﬁlbthozlyl-phsn}ﬂ) ﬂlﬂaz(odi-z ylm%thﬁxﬁ] -HmetZHphehio:B2 -dcdtic dcidmethyl ester,
4.53

1e), 6 5.24 (s, 2H),
Wf{l%h 152156d wihet feﬁ\lefﬂmﬁcw%m(%ep BH), 1.22 (s, 3H)

i = el 105 SRS Mo

ph&\&l}-ﬂilézo}l ZQ]mGIBZN?] P—Im]etﬁ:}il@meﬁ»@f}l doetic cid nfebhyll £686t 18 dissolved in
CO H Ph [00281] Exanple KI:

T%U(@LBI W@HWL(EJWMO@’M R5Ch(022 L) isadded and the misture sgystirred for

TN R Ro 0 e BB i B i T Gt S, BioRg 10 mb)

is Addet] ahe tief organic layer washed with brine (5 mL). The orgamc layer is dried

l (5- bi phenyl - 4-yl - 4-brono-t hi azol -2-yl net hoxy) - ’
( ). Hifterggh mmﬁyqratad: end mlra“mdcbnrrevm phase BPLC56].0/MeCN gradient)

o bl FoRpdina i PEREHGT HRr o i NP A 734 .

=§8: 1 t |
15 0 el g S 16
6. 170(d2J Fri8)4 H., 25 65 dd i =aL.8] 8.8fiEal H), 6.68 mzm@; @ #llz, 1H), 5.25 (s, 2H),

4.5 8 570, 207 180 LRI SHN S LSS WS cataSiea for CaoHp7FsNOGS

(M+H") 574.1, found 574.1.

[00267] Example G2: {4-[4-(4-Isopropoxy-phenyl)-5-(4-trifluoromethyl-phenyl)-
thiazol-2-ylmethoxy]-2-methyl-phenoxy}-acetic acid.

CF3

[00268] Step A: Intermediate 55 (21 mg, 0.04 mmol), 4-trifluoromethylphenyl-

boronic acid (9.5 mg, 0.05 mmol) and sodium carbonate (13 mg, 0.13 mmo]) are dissolved
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reaction mxture is cooled to roomtenperature and

used in the next step without further purification.
woBRosakew at ed for C30H25N204S ( MrH+) 523. 2, fPUNTS2005/018167

523.2. [00283] Step B: LiOH H20 (4.0 ng, 0.095 mmol)

Is added to the reaction mxture fromstep hours. The

in Waldr Y120 dm§) $thiah 61990 L) LA ML BRRELA} K& (360 ALY ’Tl-{gll?ﬁ'%ture is
filtered. The filtrate is purified on reverse phase

degiBse Wi G ReClor grmitivtast PA(RPha), (10 vhot Yapistaidtlédearciothp mixtre is

. Whi ol . = G.
ol RS GRS FAASOONE RS 58 o,
i o Dl S Sy g P

(MgSTB), Gilesed(amd cPhentiated o give c2ide, {44[454-IssproRoRy-pRendh-5-(4-
AR Rens 2oL A e g2 oAb o) eerscebngihyl eter

R Aol o0 © 4 1~ 0~ -0

[04269] 4- ( 6- MSt¢poR y Ty erude (4-Bi-y4-)sopropdx¢-phéd s @bt Mertymethyl-
phen%ll.)-thi azol - 2-y| met hoxy] - 2- et hyl - phenoxy}-acetic )
phgpylythijzedSudmethqxy thyﬁg%lm)g@@gp 1o gpdmethyl ester is dissolved in

N R Y T T A ——

1 Rattbomttbapsthtue. MHehyiktupb eneidified®fh il MDA 0PBLAY), EtOAc (10 mL)
ester (400 ng, 0.75 mol),

2.
is pisted Ry 8 grganidilavebweshed ovithchrine((5 2eL)7 The orgengdayerds Jried

oS58 Tt SR RRP BT ol B o bR I e aradienty
to BB the &t1d colhONRNG? (sliftehred ds ARHitELEH: (H20MRMODPIER, CDCL,) 6 =

sealed vial is heated to 120C overni ght. The reaction
71 & UrFe.0 Hzcdd), Ed8t(d, T o8 Hahby ad0(& Jan8.8Uds aH)6.9%6d, T =2.8

D, b ik S5 SR P ool BO29E1, 38, o)

5.418QC3HRA 07 (4, WIS, 2,85 @é}‘sﬁt),epﬁg?ﬁl;l), #Tizsﬁg,en%@. I‘!l{[@cik?u ated for

stlrred at roonwtenperature f t ered.
C,iHpFNOS @€ 558.1, found 558.2.

(o] X PPhy/DDQ X
@/U\H KCN o # /| In-Bu,NBr o & /I
| X X RS S
F Step A | step B |
A OH ep & Br
X X
MeOZCvO\@
Step C
oYy

S

13

MeOszO\é\
LIOH 0K

S — VY,

Hozov%éL
N =\ X
O = A
)<
Step D

7 7

==X ==X
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is purified on reverse phase HPLC (H20/ MeCN gr adi ent)
to afford the title conpound LI as a white solid:
wa kbosIR00e00MHz, CD30OD) 8 8.13 (d, J = 2.0 HeCT/UIBH005/018167
7.72 (dd, J = 2.4 Hz, J = 8.4 Hz, 2H), 7.39 (d, J =
8.8 Hz, 2H), 7.24 (d, J = 8.8 Hz, 2H), 6.84 (d, J =
[00270 Hz, ]Eiﬁamrﬁe Hi- @4—@4’;5@19(4 Bﬂrllbro ﬁhe&?l)(th],az&llrﬂ ylrdethaky]-2-
S, 2H) 83 (s, 3H), 2.17 (s, . M5 cal cul at ed
kp@em}zm%g (MW 547. 1, found 547.1. Br /N
l\/b(IC 0\ O~\S n-Pro 58 Suzuki coupling Step A Ar Ar
NI N~ ~O/_COZMe LiOH 1\, S\\ ,O0\ OCOZH Step B
n-Pro n-Pro [00287HoExamphe M :

{4-[4-(6-Met hoxy- pyrldlnl - 5n (47p(0opyl - phenyl ) -t hi
azol - 2-yl nethoxy] -2-nmethyl 9%/)\%( -@lcetl c acid.
HO2CO0_, 01 L/ OO\ SN 77

PCT/ US2005/ 018167 [00288] Step A:\A m xture of

{4-[ 4- Brono- 5- (4- propyl - phenyl ) - &k -2-

yl met hoxy] - 2- net hyl - phenoxy}-aceti@ acid nethyl ester

58 (20 ng, 0.041 mmol), 2- methoxy-5-pyridi neboronic
acid (12.5 ng, 0.082 mml ), tetrakis

T o R AR T
BtCOH ex AN g i{ fded KON @I@O 001 2¢ Gnrdol) Wissolved & weet edmy).athe mixture is

i's subg@ect ed to mcrowave (5 mn at 170C). Crude

hea{ceﬁ-tMe e fore f/ th@%gs, enicapled & ypoyn Eparapyre ppd @H@w&dqwly eyl

w7 bl 98 ) RS A L o

Wh thiddiatdsd i with 1oethMh&ahetd @ved sbid:
resm@@%‘ ﬁeaqf}’mamm A 2 ooz%g g{)e NMR

(40BMHL, OB G12)05 (=177830(Hmj!H)07 a9 (), 7. 3I\1’E(@HZH) 7125111)1, 2HL8. 88 (s, 1H),

s Shliudo D) S Apletiaipacer GrBsur R G EAG £, 26757 com

[ock§FPer at ur &b ey 13 fsollilibeill- Hﬁﬁﬁgo S-Btlﬁ é(zi‘lﬂot)é@oﬁuinéne %242 mg,

purified on reverse phase HPLC radient) t
1.0afnfiraol) ahd &ighiehylphesphine (B0 Mg, RE7 mmdsi) tredls'dIHﬁfllz GHnNVR

400MHz, . .
sub(sequently added tetrabutylammonium bromide (344 mg (1.07 mmol) and 1,2-Bis-(4-

chloro-phenyl)-2-hydroxy-ethanone (200 mg, 0.71 mmol). The suspension is kept stirring for
1.5 h at room temperature. The resulting brown solution is concentrated in vacuo and
purified by flash chromatography (hexane/ethyl acetate 5:1) to afford 2-bromo-1,2-bis-(4-
‘chloro-phenyl)-ethanone as a colorless oil: 'H-NMR (400MHz, CDCl3) 6 =7.86 (d, ] = 8.8
Hz, 2H), 7.40-7.35 (m, 4H), 7.29 (d, ] = 8.4 Hz, 2H), 6.17 (s, 1H). MS calculated for
C14Hs0Cl, (M-Br’) 263.0, found 262.9.

[00273] Step C: A mixture of 2-bromo-1,2-bis-(4-chloro-phenyl)-ethanone (44.0
mg, 0.13 mmol), (2-methyl-4-thiocarbamoylmethoxy-phenoxy)-acetic acid methyl ester 13
(34.0 mg, 0.13 mmol) and EtOH (1 mL) is subjected to microwave (180°C) for 5 min. The
resulting solution is used directly in the next step.

[00274] Step D: The crude {4-[4 5—b1s—(4—chloro—pheny1)—thlazol -2-ylmethoxy]-2-
methyl-phenoxy}-acetic acid methyl ester from step C is dissolved in THF (1 mL) and H,O
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CD3OD) 6 = 8.12 (s, 1H), 7.71 (dd, J = 2.4 Hz, J = 8.8
Hz, 1H), 7.17-7.11 (m 4H), 6.82 (d, J = 2.8 Hz, 1H),
W®2003A66066 (m 3H), 5.24 (s, 2H), 4.53 (s, 2H)PCBUSR05/018167
(s, 3H, 2.51 (t, J =7.6 Hz, 2H), 2.16 (s, 3H),
1.61-1.51 (m 2H), 0.86 (t, J = 7.2 Hz, 3H. M
(0! ESS%%}S %i?(DEXQ-IZfO)F 3. 7@%@"@ @h\'%ﬁﬁcﬁ) {sMtikkd. '151@5111%turé RUAErea 98 2h at room
a
terperpi@rd, e RsRed wHb AP FICS. EiDAT Dimiorio sddandghe iy s

exlg; t%égllée g%ﬁ%%x%hegg %&S}‘)SF Eﬁrp %oqréh%?n ate)% an p,unép@ on reverse

e

NMW(&!O@MEon%@D&ﬁoyws 0, dpt BAitz, 8H),d7.326E, i, 8.4 Hb42H), 7.34-7.30

(ap B 0, o Tk . aeio (ol 5 e Stk 631t Jth: 5 26 (s, 310,

Mt dall @l oy €9 Gk o@sz £g{&ﬁfﬁb@o§%&ﬁﬂ§oﬂ Go.removed in

vacuo to afford cru ydr oxXy enoxy) - propi oni ¢
acid nethyl ester as a white solid: 1H NVR (400MHz,
CDC13) =6.77 (d, J = 9.2 %8 2H) ad¥2 (d, J = 9.2 o -

Hz, . w4 Gfsdlzn,] = 6. 4. 388, 3H), 1. Ar
AQT ) = 678 HZ—3H) . MWBT cul at ed_for—€POH1304 A%
found“¥97. 4. [00292] step B: % ™MH50s

2- (4- hydr ox§=h&noxy) - pr opi oni ¢ aci csyaptdyl ester (27

ng, 0.14 nmol) and Cs2CO3 (137 ng, 0.42 muol) are

added to a solution of internmediate 54 (60 ny, m4

mol) in MeCN (5 nL). The m xture is stirred for

at roomtenperature. After the mxture is fllterﬁdr,a Step C
the organic solution is concentrated addpsd crude
2-{4-[4- (4- Met hoxy- HoN

0
r or gnet hyl - phe ylcj t azoI 2-yl net Ar
%?@Pm/c\%oé'}" rretry esper whi ChAlk@%
] Step C THE (2 nlL) and 1 NeddpOH (0.5 nL) are
added to the crude product fromstep B. The m xture
is stirred overnight at roomtenperature, then
acidified | wpfh 1 N HCL(1 nL). The reaction mxture is
extracted |wideb £t OAc (3 nL), the organic layer is

separ ated vand concentrated in vacuo. The renai nder is
taken yp in DVMSO (1 i)

X 0
J ; P & CoH

AlkO-+
/

[00275] Example J1: {4-[4-(4-Isopropoxy-phenyl)-5-(4-trifluoromethoxy-phenyl)-
thiazol-2-ylmethoxy]-2-methyl-phenoxy} -acetic acid.

HOZCVO\@\
N
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and purified on reverse phase HPLC (H20/ MeCN gradi ent)
to afford the title conpound N1 as a white solid:

wQ RBOEINVRS00@O00MHz, CDC13) 5 = 7.55 (d, J = 8.2 HCT/BE)0p5/018167
7.43 (d, J =8.2 Hz, 2H), 7.39 (d, J = 8.8 Hz, 2H),
6.95-6.83 (m 6H), 5.31 (s, 2H), 4.69 (g, J = 6.8 Hz,
1H, 3.81 (s, 3H), 1.60 (d, J = 6.8 Hz, 3H). M
cal cul ated for C27H23F3NCES (M+H+) 530.1, found

[06%79) 4. [ 0024 ABﬁ-Iﬁ*@mmgnzai@ehyd@ €0gr 264 5es00]) IEtirimethylsilyl

o RSP P BB L 0 s ot

0°Ceerh zfncasditie (A @g, 113 h&ﬁtaﬁﬂ&? @thJé\R'nSn ?ﬁ@ﬁm warmed
Compound Physical Data 1H NVR 400

to pepwh temIBr3turstand kepiaditong mr(nrth)Theﬁﬁlx‘#@e i’s()@ﬁmbéritﬁiﬂ@i) redissolved in
P

et AL RTasR b e 63%%%%%@6&1@?@%@%@ 434 Flas0n s concentrated

to %ﬂ'fie@f 130})%&]5@-;{[1 )i E@%@a@yl(g( 6ac§‘; %tﬁle(% c]ogo esglzﬁzhH -NMR

(46)0 CLKJI&) 821=|)7 legdgp= m H3, 1:H)86 oK, —28—1)3 Hﬁ\llﬁ),l\s 22 (s, 1H), 4.38-

,ng)ﬁgﬁé (L) %O(sz . M%g) 348 cd eglculg,{.q}i fong@Iz(NOZSI o

2691 flm@zhlﬂ RHE 2H), 2.18 (s, 3H
cal coul at ed for I%29I—|30N0682 (M+H+) 552. 1, found

[0®B57] 4. 1H SR BA(@Moﬁ@@;ﬂﬁhyﬁ-tﬁmeﬁmy&ﬂaﬁjiloxyﬂ-aceﬁorﬁtnle (1.0 g,3.78
mmHzli) 1s%oéy_q§gn §I§875HFC§8 ngL),_Tbe g)hqzon is Hsl&ed dropw1se 1nto a solutlon of

LDA (2 M in THF, 1.89 mL) in THF (4 mL) at -78°C. The reaction mixture is stirred for 0.5
h followed by addition a solution of 4-(trifluoromethoxy)benzyl bromide (0.97 g,3.78
mmol) in THF (2 mL). The reaction mixture is allowed to warm to room temperature and
kept stirring for 18 hours. The reaction mixture is poured into H,O (10 mL) and extracted
with EtOAc three times. The organic layers are combined and washed by brine, dried
(MgSOy) and concentrated. The residue is redissolved in MeOH (10 mL), then H,SO4 (1 M,
4 mL) is added. After stirring at room temperature over night, the reaction mixture is
adjusted to pH 10 by adding 1 N NaOH, then extracted with EtOAc three times. The organic
layers are combined and washed with H,O and brine, dried and concentrated to give crude 1-
(4-isopropoxy-phenyl)-2-(4-trifluoromethoxy-phenyl)-ethanone, which is used directly in the
next step without purification. MS calculated for CisH1gF50s, (M+H+) 339.1, found 339.4.
[00278] Step C: The crude 1-(4-isopropoxy-phenyl)-2-(4-trifluoromethoxy-
phenyl)-ethanone (100 mg) is dissolved in DCM (2 mL). Pyridinium tribromide (94.5 mg,
0.30 mmol) is added. The reaction mixture is stirred for 2 h at room temperature. The solvent
is removed to give crude 2-bromo-1-(4-isopropoxy—phenyl)-z-(4-triﬂuorqmethoxy—phenyl)-
ethanone, which is used directly in the next step without purification. MS calculated for
CisH;7BrF305, (M+H") 417.0, found 417.3.

[00279] Step D: Crude 2-bromo-1-(4-isopropoxy-phenyl)-2-(4-trifluoromethoxy-

phenyl)-ethanone is dissolved in EtOH (1.0 mL) in a 5 mL microwave reaction vial. (2-
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\ N6.72-6.61 (m 3H), 4.56 (s, 2H), A3 3.95 (t, J =
6.0 Hz, 2H), 3.79 (s, 3H), 3.77 (s, 3H), 3.31 (t, J =
WO 205400, 2H), 2.19 (s, 3H), 2.01-1.89 (m BEY/USNBS/018167
cal cul ated for C30H32NO6S2 (MtH) 566. 2, found 566. 4.

"H NVR (400MHz, CD30D) 6 = C OH 7.37=6.82 (m 11H),

mcéﬂ; 24 fligacsaﬂbsin(%ﬁ)ne@lo%%héndi@) ageﬂ)c acﬁ rﬁ&hglsesté %il%) 67§?¥1§g, 0.30

mpp}) is aided and theatialds seated. OM?WBQ%WEPQMMCHS’H?I -

tri EH%QW%%%@Fgg&'%MﬂQ%§ il OO CT/ lpL\JﬁEp 0o gt710 acid methyl ester
is OBWRCY dRdr suMé@ﬁ@ﬁ toﬁhidﬂ%ﬂe 5 P ! Sdf?'zb(aﬂ?l gs)ulsgd E_ili % in the next

( 400NHz = 7. 35-
step mﬂ@u@p@uﬁcaﬂm Mﬂ)qalcsuami fos C3(;}H)E3I\K)6$7(MH{ ) 588\, Ghurfd5ss.1.

08380 ¢r° 1540 B (08 eloh BeB 06 oD et Pk Ko €68 e, 1.48 mmol)

ard M'Ef(é)'q')co? ﬁ%geaévng Qﬂué ?ﬁié) D. Tfi%%%@lcgnﬁlg%és %H? g}% gh at room
terﬁpa'faﬂtize tiRdnl)it 1s$1u&ﬂied sn r8H)se phasSHPEC (HLO/NIeCR)gradlert)lto afford the
tltfe compound f’ 1 §s6a \gvhlte gohd 7H-lNMR (400MHz, CD30D) 6 =7.34 (4,7 = 8.8 Hz, 2H
), 726 (d,]=8.8 Hz,2H ), 7.17 (d, ] = 8.4 Hz, 2H), 6.82 (d, J = 2.8 Hz, 1H), 6.78-6.67 (m,
4H), 5.24 (s, 2H), 4.53 (s, 2H), 4.51 (m, 1H), 2.16 (s, 3H), 1.22 (s, 3H), 1.20 (s, 3H). MS

calculated for CoH,7FsNOgS (M+H") 574.1, found 574.2.

Ar—B\ Ar N 0
NN OH /S)\/ o CoaMe
O N
S
Ph

56 . LiOH l Step B

Ar.
N
\ o]
o (oo
Ph

[00281] Example K1: [4-(5-Biphenyl-4-yl-4-pyridin-3-yl-thiazol-2-ylmethoxy)-2-

methyl-phenoxy]-acetic acid.
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A6 X Hz, 2H), 2.08-1.98 (m 4H). M5 ,0 calculated for
C29H29CINCSS2  (MrH+) 570.1, found 570.4. 1H NWR
W@ 2@8Me0p0 CDC13) 5 = 7.51-7.45 (m 3H), 7.35 PdT/U92005/018167
1 2 HOOC~ Hz, 1H), 7.22 (s, 1H), 7.20 (s, S N OCH3
7.13 (dd, J= 1.2 Hz, J= 8.0 B2 Hz, 1H), 4.57 (s,
[002&:91 3. 80565 A A&!rﬁxm%&@ca(f(-siphaﬂrm 4- ﬁﬁBrdxm-tlﬁdﬂ)ol—Z@HfEthoxy)
M5 cal cul ated for C26H23CINO4AS2 12.0, foun
2-nfetiy PhenoxyHap@iR acuDORIHY] eS@D&:‘L@)U@ 0)701‘;941111610383(Hyﬁd1neb°f°m°

acug’ é?H} m@zogﬁg %n@i{%ttzﬂﬂé@lslﬁegl%’%@%% ggﬁ té'g) :%) 8(719 mmol),

t 268 rmol), 0, Ltiodkaned H0F BIOH @B d H,0
po %%Hflleooo fDCT? /ugzoos/ e ﬁ;Haoﬁlnol )éo ou(ﬁ)d MD)an ’
T

(0. Py iircabealat dal ibbedsed toSt200/C g atitred aytis Awwe overnight. The

rea@%';/lsgggcti%)e 8%2%/%‘% tffpﬁlglr{t%mﬁ%ra %s@é 10 tli{Ekpb%tC%{pl\% thtut Further
s
[00283] Step B: LIOHH,O (4.0 mg, 0.095 mmol) is added to the reaction mixture
from step hours. The mixture is stirred at room temperature for 2 h, then filtered. The filtrate
is purified on reverse phase HPLC (H,O/MeCN gradient) to afford the title compound K1 as
a white solid: "H-NMR (400MHz, CD3;0D) & = 8.77 (bs, 1H), 8.55 (bs, 1H), 8.33 (d, ] = 8.4
Hz, 1H), 7.70 (t, ] = 6.4 Hz, 1H), 7.64-7.42 (m, 4H), 7.41-7.35 (m, 4H), 7.30-7.26 (m, 1H),
6.84 (d, J = 2.8 Hz, 1H), 6.78-6.68 (m, 2H), 5.31 (s, 2H), 4.54 (s, 2H), 2.17 (s, 3H). MS

calculated for C3oHasN>04S (M+H") 509.2, found 509.1.

Ar—B
2 @ -~
o coMe
Step A F4CO

57 LiOH Step B

@I/v Sy
F,CO

[00284] Example L1: {4-[4-(6-Methoxy-pyridin-3-y1)-5-(4-trifluoromethoxy-
phenyl)-thiazol-2-ylmethoxy]-2-methyl-phenoxy} -acetic acid.

HOZCVO\@
o/\r/N ~ )0,

e i

OCF,
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found 496.3. 'H NVR (400MHz, CDCl3) 6 = 7.74-6.78
(m 11H), 4.51 (s, 2H), s C C4 3.79 (s, 3H), 3.79

W@ 200589000 3. 58 (s, N s \ / 2H). M cal cul at ePICT/082005/018167
HO C26H23CLN04S2 (MrH+) 512.1, found 512.3. 'H NWR

(400MHz, CDC13) 6 = 7.59 (d, J = 8.0 Hz, 1H), 7.44

[00%_@5] 1H), I ';D 1SE;&(Z% ?&j %%mt%r@oﬂ'{%ﬂ%mo% @ﬂtr(fﬁloroﬁm:t@ixylphéﬁylb-thazol—

Hz
—ymlﬁh@(y&iz—mdiﬂdyl-ph@ogy}\ -aqetig agidzanethyl es@qﬁo}%mg,gp (gmnzq.l‘) 2-

I ed f
el S et S PO Dy e e
pauglzhﬂlm @g%@in{gd@ os’s F)ﬁ%y F@tagsﬁm'dér bohile, (1 62873.G8d, 3D mm%l)Ql 4-
, 1H), 79 (d
dlok!ane (l?'ll) mlg) @ FtOH @) ml) 1163 s¢aded VlalHy hezgecltp 1(2300 @pqym1gm The
S S pe S A 5B e T
pmﬁ?%} Conpound Compound " H NMR 400 I\/Hz ( DMSO- d6
8F Structure and/ or M5 (mz) '"H NWR 600|\/Hz
[00088€)3) 2SO)  StepB: LiOEILMA 56 mg, 8195, mB1odas @@‘éedjo the reaction mixture

from step hours. The mixture is stirred at room temperature for 2 h, then filtered. The filirate

is purified on reverse phase HPLC (H,O/MeCN gradient) to afford the title compound L1 as
a white solid: "H-NMR (400MHz, CD;0D) § = 8.13 (d, ] = 2.0 Hz, 1H), 7.72 (dd, T = 2.4
Hz, ] = 8.4 Hz, 2H), 7.39 (d, T = 8.8 Hz, 2H), 7.24 (d, J = 8.8 Hz, 2H), 6.84 (d,J=2.8Hz,
1H), 6.77-6.68 (m, 3H), 5.27 (s, 2H), 4.54 (s, 2H), 3.83 (s, 3H), 2.17 (s, 3H). MS calculated
for CpcHpnFsN,06S (M+H") 547.1, found 547.1.

Br
Me0,C™\ o}
e0.
2 o) \/<S
58 n-Pro

Suzuki coupling lStep A

Ar Ar
N N
N LIOH o
/ »\/O\@O/‘COZMe el N [ s>\/ \@OPCOZH
(S
Step B
n-Pro

[00287] Example M1: {4-[4-(6-Methoxy-pyridin-3-yl)-5 -(4-propyl-phenyl)-thiazol-
2-ylmethoxy]-2-methyl-phenoxy} -acetic acid.

Hozo\/oji:L
o/\(/"’ T y0

W/ WA
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0 3.0 Hz, 1H), 6.86 (dd, J = 3.0 Hz, Ho~NOl1 1l = 8.9
Hz, 1H), 6.78 (d J =8.9 E49 S Hz, 1H), 5.39 (s,
wWQR{os5/146068 (s, 2H), 2.69 (m 3H), 2.19 (s, 3H)PCT/NR005/018167
cal cul ated for C26H23C1IN0O4S (MH+) 480.1, found
480.3. 1H NMWR (600 MHz, (CD3)2SO) 6 = 7.46-7.19 (m
[00298] 6. 96 (Jep A: A Mixkurd OHM [4—B)rom5-58(71 Jﬁr@ﬁyl phenﬁlg-tﬁ)iaﬂﬁa—
~0 Ho oN/ J = 8.9 Hz,
ylmgthoy]ﬂ-r@ﬂg@p@gnom}baceuc aad (T@thyl zsmr 5&(28ang. .08 Hmol), 2-

m@dt 5 Darididkboralfe A8 (I RREh ABTii): Kb patsyiphbseine)

paggdélgﬂlg%l 7 rﬁ§ 0@41 mﬁia%) '_Eotasszurﬂzalgonate (]1 ON, 0.16 mL,0.16 pmol), 1.4-

dig¥dpne (@SG 3g) @SiEt@H @3 mlE) in 818@&%8@1 ig B’l)h]ecﬁedﬁb rhisrov@de, (5 min at

173G Shite (6 g Rk s pyh fqmﬁgs(@o@%ﬁomq@ymngmazolea-
ylrnetﬁoQQ]Sz7 nfe‘ﬂh}ﬁlﬁheécﬁ)yg a%e@@ac@d ﬁ@%ﬂyﬂkste s 0‘5 el <a.‘ﬂd 1%}1:%% directly in

4.70
thansg s(ep withdnt p@ifxGitips., MS EﬁR;uEitqd for GHHMHVNz@a(M&Hé) &d9.2, found

516
[00289] Step B: LiOH.H;O (17.0 mg, 0.41 mmol), MeOH (0.4 mL), THF (0.3 mL)
and HyO (0.2 mL) are added to the reaction mixture from step G. The mixture is stirred at

room temperature for 2 h, then filtered. The filtrate is purified on reverse phase HPLC
(H>0/MeCN gradient) to afford the title compound M1 as a white solid: "H-NMR (400MHz,
CD;0D) 6=28.12 (s, 1H), 7.71 (dd, ] =2.4 Hz, ] = 8.8 Hz, 1H), 7.17-7.11 (m, 4H), 6.82 (d, J
=2.8 Hz, 1H), 6.73-6.66 (m, 3H), 5.24 (s, 2H), 4.53 (s, 2H), 3.82 (s, 3H), 2.51 (t, J = 7.6 Hz,
2H), 2.16 (s, 3H), 1.61-1.51 (m, 2H), 0.86 (t, ] = 7.2 Hz, 3H). MS calculated for
CasHaoN,05S (M+H") 505.2, found 505.2.

[00290] Example N1: 2-{4-[4-(4-Methoxy-phenyl)-5-(4-trifluoromethyl-phenyl)-
thiazol-2-ylmethoxy]-phenoxy}-propionic acid.

HO,C

Step A MeOZC

O———
082003 O
Step B N7\
Br Al O CFs
54

o—

iMe :_I Step C O
CF3
ROQCJ\ /©/
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C27H26NOGS (M+H) 492.1, found 492.4. 83 WO

2005/ 116000 PCT/ US2005/ 018167 Conpound Conpound
w@byosito@bo Dat a  Nunber Structure 1H NVR 400 MHRCT/US2005/018167

(DVMBO-d6) and/or M5 (nfz) O 'H NWMR (600 MHz, (CD3)2S0)

S;;)Hg%:?;?d&%(gnm-l) 6.94-6.76 (m E63 /
0029 ) tep A 2489H &ho oRicodt 51 142miIK>l
[ %sﬁ 3H). e1§ ca&culgtg}gl? }égj(?l—négll\lOSS K(& gl)(] )is

disdobwaddn LMS@H (20 i) NNRerf 8 @blomdg (5 M)O}_Sgu»mé is added and the solution
7.54-7.1

is sgrred a Qﬂﬁg fél'n}.hg\;:%’ ’Jllg s%?xg%ﬂis jélrngveélq&?%ﬁ toba%%% gglﬁie él%lhydroxy-
phe%i(}é) L}F))Plogjcsa?géﬁethg%sieéiaﬁgig}ﬁ%ﬁﬂﬁHH Iggmi%d(%xjﬁ HIDCBS = 6.77
(d, 368 28Hz IHNWQ((GOD—IQL-ZZHZ,(EDS?@@@) 5= 66 Hz, 1M63.75 $57 3Hpy 1.59 (d,J

= 638 (512D, 205 CHIoRIaipdgbC s D787 etoupd 19 46 =

[00& o uISa?S dét%}a??@&&é@?%y&%ﬁeﬂog pro%oﬂlg 62&% m@t}@i%lb%s%@ (27 mg, 0.14
mn‘f’cﬁ aridl c@ecmmx 1@1@90 Wl“lmmélm)aﬂw) tof so(lutmn70f3®teﬂn@até & (60 mg,
0.1 & mmgl) dn E@@N (Somﬁ |£Eie ngzq)‘.ure i sy e@gor 3h g_lt Epog ﬁg@pegﬁgﬂr?. After the
mixture is filtered, the organic solution is concentrated to afford crude 2-{4-[4-(4-Methoxy-
phenyl)-S-(4—triﬂuoromethyl—phenyl)-thiazol—2-ylmethoxy] -phenoxy}-propionic acid methyl
ester, which is used in the next step without further purification.

[00293] Step C: THF (2 mL) and 1 N LiOH (0.5 mL)' are added to the crude
product from step B. The mixture is stirred overnight at room temperature, then acidified
with 1 N HCI (1 mL). The reaction mixture is extracted with EtOAc (3 mL), the organic
layer is separated and concentrated in vacuo. The remainder is taken up in DMSO (1 mL)
and purified on reverse phase HPLC (H,O/MeCN gradient) to afford the title compound N1
as a white solid: 'H-NMR (400MHz, CDCl;) 6 =7.55 (d, J = 8.2 Hz, 2H), 7.43 (d,7=82
Hz, 2H), 7.3I9 (d, T = 8.8 Hz, 2H), 6.95-6.83 (m, 6H), 5.31 (s, 2H), 4.69 (q, ] = 6.8 Hz, 1H),
3.81 (s, 3H), 1.60 (d, J = 6.8 Hz, 3H). MS calculated for C;7Hz3F3NOsS (M+H") 530.1,
found 530.4.

[00294] By repeating the procedures described in the above examples, using
appropriate starting materials, the following compounds of Formula I, as identified in Table

1, are obtained.

Table 1
Compound Compound Physical Data
'H NMR 400 MHz (DMSO-d,)
Number Structure
and/or MS (m/z)
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s 5.36 (s, 2H),
(s, 3H. Ms calcul ated

4.63 (s,

2H),

for

3.39 (s, - 3H), 2.20
C26H24ANCES (MHHH) 462, 1,

wo coosd16b6®. 4. 84 WO 2005/ 116000 PCT/ US2005/ 018R@GIUS2005/018167

Physi cal
NVR 400 MHz ( o
NEempqu@id3) 2S0) =
O -~--0| a- 3H), 688
umberzgl (g4, J =
Am (s, PH), 3.62 (s

»
C bt

ructp,lq):
3H) ,

Dat a Conpound Conpound Nunber Structure 'H

' H NVR (600

(m 7H), 7.03- 6. 9Physikal Data

J =30 H, J x%N]% EK _
E67 cs 5. 40 | SMRJPEMHz (DMSO-4;)

2.19 (s, 3H). and/or MS (m/z)

calculated for
0 HO~-(Q
~"Ns ( MrHH
(CD3)2S0)| 8 =
HO 0 L CH3 Hz, 1H),
8.9 Hz, 1H), 6. 79
(s, 2H), | 2. 20( N,
C26H21F3!+OIS ( MtHH)
MHz, (CD3)2SO) 5

500. 1,

e

C26H24NCBS ( M+rH+) 462.T,
F3C N Ms cal cul ated for
f ound 500. 4.
7.75-7.34 (m 911),
6.88 (dd, J =
3§/%&$s/0

C26H2I F, r\x34sﬁ gt co.on)s -
1H NVR ( 6Q0°NFHZ = 8.9 Hz, 2H), 7.14 (d, J
6.98 (Cl?Sdezﬁ?\f@?%i T=89Hy,

3.0 Hz
5 43 (s, 2‘1{21_%82(411339& 2H),
6.73-6.63 (m, 3H), 4.55 (s, 2H),

VS c;ﬁ;ﬁté t for'
. found 300.3. " MVR €600 2H),3.79 (s,

00.1

3H), 3.78 (s, 3H), 3.42 (1, T = 7.0
Hz, 2H), 2.23 (m, 2H), 2.18 (s,
3H). MS calculated for
CasH3oNOGS, (M+H") 552.1,
found 552.4.

A3 /O \ N

'H-NMR (400MHz, CD,0D) =
7.34(d,7=8.9Hz, 2H), 7.16 (d, J
= 8.9 Hz, 2H), 6.87 (d, = 8.9 Hz,
2H), 6.80 (d, J = 8.9 Hz, 2H),
6.72-6.61 (m, 3H), 4.56 (s, 2H),
3.95 (t, T =6.0 Hz, 2H), 3.79 (s,
3H), 3.77 (s, 3H), 3.31 (t, T =7.2
Hz, 2H), 2.19 (s, 3H), 2.01-1.89
(m, 4H). MS calculated for
Cs30Hz,NOgS, (M+H") 566.2,
found 566.4.

A4

"H-NMR (400MHz, CD;0D) 6 =
7.37-6.82 (m, 11H), 4.42 (t, T =
6.4 Hz, 2H), 3.79 (s, 3H), 3.78 (s,
3H), 3.66 (t, ] = 6.4 Hz, 2H), 3.50
(s, 2H). MS calculated for
Ca7HpsCINOSS, (M+H) 542.1,
found 542.3.

80




= 7.71-7.63 (m 4H), 7.44-7.33 (m 0 HO--OL 511),

6.97 (d, J = 3 Hz, 1H), 6.88 NCF3 (dd, J = 3.0 Hz, J

we2@591d4880 1H), E70 s 6.79 (d, J = 8.9 Hz 1HPCT/BS2085/018167
(s, 2H), 4.64 (s, 2H), 2.19 (s, 3H. M5 calcul ated
for C26H21F 4 M Data

2005/ 116000 PCT/ US2 67 Physi cal duna
CoumopBthr

d 1H NMR 400 O d6)  Nunbeér H{ME ¢e0MIEz (DMSO-d;)
or IMS (mfz) 1H SIvRet8O0 M-z, (CD3) SO) 6, ndir MS (0
5-7.126 (m 9H), 6.97 (d, J = 0 3.0 Wi o 1B
—3=30H,HO- O-N\ | J = 8.9 NMH)MOOMH%@SD@DW-
J 8.9 E7ls|j Hz, 1H), 5.41 (s, b BAIES 418 T =
.19 (s, . MBscakcp ed, for |—?2 (ﬁl’ @ﬁ .
H 4p6. 1, o—{obnd §66. 3.’ 5600 HZ,(Zéb'S’Y%(Sd)H)” @,
= 7.47-7.30 OH), 6.96 (d, 0 (0)\ 3.85 @ 2HE, 3.47 (1, 7=7.0
5 6.B7 (dd, .o Hz, Ho~' i 0- - ~,
6

%9 (d, J =879 E72 Hz, 1H), 5. 40H6’£%i529?m2%%i\43

2H), 2.19 (37;°311). MBS cal cul at ed Ctaldulathor CpsH,CINOsS,

C25H21CLNO4S (M+H ) found 466.3. 1H 00 Mz s56.4.
) 6 0 = 7.43-7.12 (m 8H), 6. 97-N%.%é§(m’ HCY

'H-NMR (400MHz, CD;0D) § =

o ot 7.36-6.80 (m, 11H), 4.10 (1, I =
STS\/\/\om 5.7 Hz, 2H), 3.80 (5, 3H), 3.78 (s,
P O 3H), 3.51 (s, 2H), 336 (7 =7.1
O Hz, 2H), 2.08-1.98 (m, 4H). MS

—~0 calculated for C29H29C1N0532
(M+H") 570.1, found 570.4.

=i
©

o o -

73 o

- [ep)
N

2rIE

g
~
98]

A6

TH-NMR (400MHz, CDCly) & =
7.51-7.45 (m, 3H), 7.35 (4, I= 1.2
Hz, 1H), 7.22 (s, 1H), 7.20 (s,
1H), 7.13 (dd, J= 1.2 Hz, }= 8.0
Hz, 1H), 4.57 (s, 2H), 3.802 (s,
3H), 3.809 (s, 3H), 3.62 (s, 2H).
MS calculated for CogHs CINO,S;
(M+H") 512.0, found 512.00.

B2

'H-NMR (400MHz, CDCL;) § =
7 74-6.63 (m, 11H), 4.62 (s, 2H),
s 4.35 (s, 2H), 3.80 (s, 3H), 3.77 (s,
€2 | N/hs{}o 3H), 2.23 (s, 3H). MS calculated
O 0;2 ’ for CpHpeNOsS, (MHHT) 508.1,
(o]
found 508.4.

O—
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4H), 5.39 (s, 2H), 4.64 (s, 211), E/3/ O's N \ /

3.64 (s, 3H, 2.19 (s, 3H. M5 calculated for
w@2es2408bS (MHH}) 462. 1, found 462.4. ' H NMT/68D305/018167

MHz, (CD3)2SO) 6 0 O 7.45-7.31 (m 811), 7.17-6.78

(m HO of~N oH—5-38—s—211) - 4.63 (s,__2H) E/4 s
2Cdgpémd 3H). MS cal cubgiy r C31H26NCHS ( MtHhysical Data
524.2, folnd 524.4. 86 2005/ 116000
Pé?‘?‘t%%os/ 018167 PhyStwsiueat a Conpound (CorUG P Y @MS0-2)
NVR400 Mz (DVBO d6) Number Structure and/ or W/or Ms (m/7)
(mz) '"HNWR (600 MHz, (CD3)2SO 6 = 7.48-7.30<m
5H)," 6.96{6.78 (rn, Ho~' / 0~N\ 6H), 6. (B8R (e, CDCL) 6=
5.37 (s, pH, E75.5.4.63 (s, 2H), 2.19 (s34
- J calcul ated for \CIBH22NOBS 0 ( MrHH) 416, 1"8]0‘2(16]“%)’%'43(5’21{)’
476.04. ' H NWR (600 " ( 2SO 6 8. 64%-% (331, 38 (s, 3H), 3.57 (s,
1H), 8.54 (dd, J =(Nya 'z 0 .8 Hz, 11w Mécaéulaéeq,for
J= 8.0 Hz), 7.47 ¢t¢ J= 0 5.Qq ,J=7.8
7.27 (d, D HY N% 8.1 H, 2H), 7.24 (d, | “Hzéjmiosﬁime%l
36H—3-=809H, 1H), 6.79 (d, J = 8.9 Hz, 1H),
5.41 (s, 1
| H-NMR (400MHz, CDCL) § =
0.
O 7.74-6.78 (m, 11H), 4.51 (s, 2H),
o ’ s/>j ol 3.79 (s, 3H), 3.79 (s, 3H), 3.58 (s,
O N S©¥° . [2H). MS calculated for
? HO CZGH23C1NO4SZ (M+H+) 512. 1,
found 512.3.
'H-NMR (400MHz, CDCL) 6 =
7.59(d,7=8.0 Hz, 1H), 7.4 (s,
o= 1H), 7.37 (d, 8.8 Hz, 2H), 7.21 (d,
o . O J=84Hz, 1H),7.15(d, J=8.8
Cl
msis\ O S Hz, 2H), 6.80 (d, ] = 8.4 Hz, 4H),
3.77 (s, 6H), 3.64 (s, 2H). MS
calculated for C25H24N05SZ
(M+H") 498.0, found 498.3.
"H-NMR (600 MHz, (CD3),80) &
. =7.46-7.31 (m, 9H), 6.96 (d, J =
Ao 3.0 Hz, 1H), 6.87 (dd, J=3.0 Hz,
" O/\(/N/ O ol J=8.9 Hz, 1H), 6.79 (d, = 8.9
S Hz, 1H), 5.40 (s, 2H), 4.63 (s,
O 2H), 2.19 (s, 3H). MS calculated
for CysH, CINO,S (M+H) 466.1,
found 466.3.

82



2H),

4.64 (s,

2H), 2.34 (s, 311), 2.19 (s, 3H. M
cal cul ated for C25H23N204S (M+H+) 447.1, found
W@ 4005416004 NVR (600 MHz, (CD3)2SO) 6 = 7.40- 7PGHUSIN5/018167
7H), 6.96 (d, J = 0 H3.0 Hz, 1H), 6.87 (in, 3H),
6. 78 (d, OA~N 0O~ ] =8.9 HZ, 1H)’ 538 (b, S
E87 S \| (s, 2H), 3.H7,24 a11), 2.19 (s, 3mﬂyﬁ§ﬁlﬁﬁa
CommioBBflat ed for C26 zﬂ@§ (M) 462, 1, faouwie 4606 2Hz(pMSO-d)
P%Enl}@p 005/ 116000 PC3fru8a065/ 018167 Corrpoundan%pp@m
ysical Data Nunber Structure 1H NVR 400 NMHz
y—andfor VB (M Z) * H NVR (600 NEENMRODNE MEBELD:)S0) 2
S =7.62-7.25 (m 9H), 6.98 (d, J = 0 |HO,07 8 @ k), 6.96(d,T=
1H), 6.B9 (dd, J =3.0 Hz, E90 I' 0- J[8.9 h, by u
Hz, 1H), 6. 80(d, J=B. 8 Jtz, 1H), 5.44 (s, 2M)HziHppspedi=301
2H), 2.90 (s, M. C% CAll @ o for C2pHRaEL,NES.78 (d,7=89
(M-H+y) #66.1, found 46%5. MNNVR (600 IVHz
SE 7 ho-7.33 (m 7H), 7.13<d, J = 0 g_z,dn,){%;%)%)ﬁ%a(s,
6.96 (dy J = 3.0 kz, Ho % , 6.87 (ddH),d.65(n38), B9 (s, 3.
J =8.9} E91 Hz, 1H), 6.79 (d, J = 8.9 B 30.CINOLS
(s, 2H)| 4.63 (s, 2H), 2.29 (s, 3H), Z-T%SC(%@%W- eV 4
cal cul atted for C26H24NO4S (MtH) 446. 1, (M+H") 480.1, found 480.3.
'H-NMR (600 MHz, (CD;)>50) &
- 7.46-7.19 (m, 9H), 6.96 (d, T =
0 —
2.9 Hz, 1H), 6.87 (dd, 1 =3.0 Hz,
HO/UVO\@ - 79 (d,J=8.9
oY ) T =89 Hz, 1H), 6.79 (4, I =8
E60 S Hz, 1H), 5.39 (s, 2H), 4.63 (s,
O OH), 2.32 (s, 3H), 2.19 (s, 3H).
MS calculated for CogH4NO,S
(M+H) 446.1, found 446.4.
'H-NMR (600 MHz, (CD3),SO) &
— 7.47-7.26 (m, TH), 6.95 (m, 3H),
i | =30 Hz, T =89 Hz,
HOJ\/O\@ 6.87 (dd, T =3.0 Hz
o/\(/N/ Q 1H), 6.79 (d, J = 8.9 Hz, 1H), 5.38
E61 -8 (s, 2H), 4.63 (5, 2H), 3.77 (5, 3H),
Q {2.19 (s, 3H). MS calculated for
. CsH,NO5S (M) 462.1, found
462.4.
'H-NMR (600 MHz, (CD5),SO)
= 7.50-7.44 (m, 5H), 7.09-6.85 (m,
(o]
HOJ\/‘J@ O‘O 6ET), 5.46 (s, 2H), 4.70 (s, 2H),
o™ O A 3.81 (s, 3H), 3.59 (s, 3H), 226 (5,
E62 S
O 3H). MS calculated for
C7HaeNOGS (MHH") 492.1, found
492.4.
L
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found 446.4. 'H NVR (400MHz, CDC13) 6 ] Hz, 7.48 (d,

J= 8.2 Hz,2H),7.360 Ho~ = 8.2 Hz, 2H), 7.32 (d, J =

W@2@501000 2H), 6.83 (d, J = 3.0 Hz, 1H), 6.77 Fer(s003018167
8.8 Hz, 2H), 6.71 (dd, J = 3.0, 8.9 Hz, 1H), 6.64
(d, J = 88 F FH—tH5-26(s 2H 456 (5, F
Zﬂymp@lnm (s, 3H), 2.2&ofPoumtd). M cal cul at edPhgsical Data
F3NC6S  (M+H+) 530.1, found 530.3. 88
%g‘g‘l%ﬁ%o D0 PCT/ US20055¢818%  Physi cal Dat a’y\@é‘%‘p"&’ﬁﬁ‘a‘z (DMSO-4;)
-Corpound | H NVR 400 MHz (DMSO-d6) Nunber StructﬂmﬂeMS(m/z)
and/or M5 (mz) 'H NWR (4OOI\/Hz, CDCI3) 6= 7.35(d;
J_ 3 8 Hz 2l_|)|—|) 7@)]?582((1 = g g Hz, 2::?) | HENKIR. (§00 ME, (CD,),S0) 6
= 8.4 H, [0 2 0 = Hz, 1
(d, J =8 8 Hz, %L\QN S 3.1, 24%9%?Z(FD6H)694676@1’
1H) g6%6. 63 (d, J = '8 E3 J 5.26 (<6H)25I—197(s4H)5561(s 2H),
(s, S- 2H), 3.74 (s 3H), 2.41 (s, 3H), 36?4 €3nf, 817
3H). M5 dal culated for C27H2 S2 ( MtH+ ( i (5, 3H). MS
found 508.3. ' H NVR (400MHz, —€DC13) 6 = '”alﬁ‘ﬁa‘fdof"f@ﬁfh‘*Noss
8.8 Hz, 2H), 7.22 (t, J = 7.5 Hz, 1H), 6.(99Ht)mszilfbund4sz4
6-86-0-311 88 Hz, Ho~0 (\ (m 4H), 6.77((dd, J =
o'Ay- / ]\ 111), 6.70 (d, J = 8.8 HZ, IF|mRmidieot
. o s 2 % et ts Ton e B (s (oé'ﬁHz,(cns)ZSO)a
: =7.54-7.19 (m, 9H), 6.96 (d, T =
y OJ\/Oﬁ . 3.0 He, 1H), 6.88 (dd, 1 = 3.0 Hy,
- O“Q/N/ O J=8.9 Hz, 1H), 6.79 (d,T=8.9
(Hz, 1H), 5.39 (s, 2H), 4.64 (s,
O 2H), 2.19 (s, 3H). MS calculated
for Cy5Hy CINO,S (M+H") 466.1,
found 466.3.
'H-NMR (600 MHz, (CD;),S0) 5
) =7.46~7.27 (m, 9H), 6.94 (d, T =
Ao \[j\ o 3.0 Hz, 1H), 6.84 (dd, T =3.0 Hz,
s O/\(/N/ O J=89Hz, 1H), 6.76 (d, ] = 8.9
S Hz, 1H), 5.38 (s, 2H), 4.61 (s,
O 2H), 2.17 (s, 3H). MS calculated
for C;sHy; CINO,S (M-+H") 466.1,
found 466.3.
"H-NMR (600 MHz, (CD5);80) 6
) = 7.39-7.19 (m, 7H), 7.01-6.96 (m,
oo \@ J 3H), 6.87 (dd, ] =3.0 Hz, T = 8.9
Hee O/\EN/ O Hz, 1H), 6.79 (d, ] = 8.9 Hz, 1H),
5.36 (s, 2H), 4.63 (s, 2H), 3.39 (s,
O 3H), 2.20 (s, 3H). MS calculated
for C25H24NO5S (M+H+) 462.1 N
found 462 4,
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3.70 (s, 3H), 2.28 (s, 3H. M5 calculated for
C27TH26NO6S  (M+H) 492.1, found 492.4. 'H NWR
W@ 208000 CDC13) 5 = 7.61 (s, 1H), 7.56 (d, JPET/USBIO5/018167
Hz, 111), 7.47 (d, J = 8.0 Hz, 1H), 7.43 (d,J=7.6Hz,
Il-l\7'2Qd’\]l—h'nﬂ'RRl—l7 ’)I—I\ GQﬂ(d'I:?R
Hmpordha | 1H, 6. 85 (é 8- 8 Hz, 2H), |6. 78 PhEBi¢cadata
3 2%Y 8.8 H, %m'}‘i“'{ CF3 = & iy 4301191;12(DMSO 0
N@abgs, | 2H), 4. ik ( Stru@bire 3. 52 (s, 311), 259
3H). WMs|calculated for C27H23F3NOES (MH—I}) 53'!5‘/°IMS(“‘/Z)
found 530. 4. 89 WO 2005/116000 PCT7USZ200 ’qudOOMHZ,(CDg,)zSO)(s
Physi cal | Data Conpound Conpound "H NWMR 400 Mz
(DVBO-d6) Number Structure and/or NS (ml[ZY-41-7 22 (iR, 7.03-6.97 (m,
(400MHz, | CDC13) y /U\Flj 7139 (d, J 78.8 Hz,3:tH.88 (dd,343.0Hz, 7=8.9
(t, j =|7.2 Hz}W® 27 (d, 7.2 Hz, , 15
(Mge2H) . |6.90 (d, J = 8oHa 0 0 Hz, 1iFf ’,][Ezaﬁé’g(d(’g‘,&mz’ HED,
J =18.8 H, 2H), \ 6. 78 (, 2.8, 8.8 |F#0(s.2H), 466 (s7TH), 3.62 (s,
F6 oPF3 (d, J = 8.8 Hz, 1H) 35 (S 2H) ﬂ'l f‘I "MS calculated
oH), 3.82 (s, 3H), 2.20 (s, > B cal WD F1e ey caleuate
C27H23F3NO6S (M+H) 546.1, found 546.0. [for CostaNOsS (M+H') 462.1,
found 462 4.
(o}
Ho/tj\/o\é\ F3C.
B O/\g/N/ O MS calculated for Cp6H, FsNO,S
(M+H") 500.1, found 500.4.
"H-NMR (600 MHz, (CD;),SO) &
=7.75-7.34 (m, 9H), 6.98 (d, ] =3
Hoj)\/o oy Hz, 1H), 6.88 (dd, J=3.0 Hz, I =
[:L N 8.9 Hz, 1H), 6.79 (d, J = 8.9 Hz,
E69 ) O
1H), 5.43 (s, 2H), 4.64 (s, 2H),
Q 2.20 (s, 3H). MS calculated for
CyHa F3NO,S (M+H™) 500.1,
found 500.3.
'H-NMR (600 MHz, (CD5),SO) &
=7.71-7.63 (m, 4H), 7.44-7.33 (m,
(o}
Jo 5H), 6.97 (d, ] =3 Hz, 1H), 6.88
[:L N CFy (dd, J=3.0 Hz, T = 8.9 Hz, 1H),
E70 ) )
6.79 (d, T = 8.9 Hz, 1H), 5.42 (s,
Q 2H), 4.64 (s, 2H), 2.19 (s, 3H).
MS calculated for CysHy 1 F3NO,S
(M+H") 500.1, found 500.4.
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'H- NVR (400MHz, CDC13) 6 = 7.91 (m 2H), 7.75 (d, J =
8.4 Hz, 1H), 7.48 (m 3H), 7.40 (m 1H), 0 7.33 (d, |
we2@®s01ddag 2H), 6.92 (d, J HO = 2.8 Hz, 1H), BCBRSI0d§018167
J=28 N /\J88H, IH, 673 (d J =88 H,
F7 S 1H). 664(d i = 8.9 Hr2H— 547 Dot
485 (d, 3. 69 @é‘k@pﬂ 2.30 (s, 3h) ,\,g’lﬁ”?cal ata
Copipopy ted for S (M-H+) 512. 2, ‘&mmwoomlg@msom)
N%IMVR (400NMHz, CDClSt)ru&m:e 7.88 (s, 1), 7. 7fhakfhas mia
3 49 (m 2H), 7.45 (d, J = 8.8 | 2H 0 734 _
(de—3F=1-6,84 Fz, IH), 6.92 HO O ' JHOFUR 608 MHzgCD;),S0)
Hz, 1H) 6.81 (d, J =/ ~ 8.8 Hz, 2|—|), 57§@7§%9g} 697 (d, 1=
2.8, 8.8 F8 Hz, 1H) 671(d J = 8. H}{ d§%30Hz
(s, 2} 4.64 (sg28)) 380 (s 3H %@Hesl » 818 (pls
cal cul at ed forH S I\/H- = ggmd}ﬁnggdg 8.9
90 WO 2p05/ 116000 P 167 - P i |
4.64 (s,
D&h  Cpnpound Conpound 1H 400 MHz (aﬁzé@@é;%’zﬂ)’ (s
Nunmber .>tructure and/ or cl 1H— Nl\/Rzﬂ)gl@m,qﬁlst) MS calculated
CDC13) § = 7.78 (s, 1H) . cmH‘Q ML) 466.1,
7.63 (d] J = 8.8 M, 7 43 ggg‘{s%m ¢
7.29 (dd, J = 0 2.0, 8 He, 7 16 (i@ndﬂ%é 2 4
'H-NMR (600 MHz, (CD;);50) &
7 47-7.30 (m, 9H), 6.96 (d, T =
i 1), 6.87 (dd, 1 =3.0 Hz,
o0 % 3.0 Hiz, 1H), 6.87 (dd, J =
oY ) J=8.9 Hz, 1H), 6.79 (4, T=8.9
E72 ® Hz, 1H), 5.40 (s, 2H), 4.64 s,
2 2H), 2.19 (s, 3H). MS calculated
C‘ for CysH,, CINO,S (M+H') 466.1,
found 466.3.
'H-NMR (600 MHz, (CD3),S0)
9 = 7.43-7.12 (m, 8H), 6.97-6.79 (m,
Mo
) HO " . O 4HD), 5.39 (s, 2H), 4.64 (s, 2H),
E73 O/\g { 3.64 (s, 3H), 2.19 (s, 3H). MS
P O calculated for CastNOsS
(M+H") 462.1, found 462.4.
'NMR (600 MHz, (CD3),80) 8
o}
7 45. H), 7.17-6.78 (m,
Ho)k,o\@ | O 7.45 7.31(m,84)63 . (m
o/\g/ p OH), 5.38 (s, 2H), 4.63 (5, 2H),
E74 Q 2.19 (s, 3H). MS calculated for
5 _@ Cs HaNOsS (M+H') 524.2, found
524.4. J
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Ho~ 8.8 Hz, 1H), 7.11 (d, J = 2.4 Hz
_ 1 1 . ] - y -~ 1 y 6 91
WJ-2.8 Hz, 1H), 6.81 F9 (d, J = 9.2 Hz, 2|I:|)|), 6.79(d’
(g 5/1d6060 \ 2.8, 8.8 Hz, 1H), 6.71 (d, J = 8 BCT/US20b5018167
H, 5.39 (s, 2H), 4.64 (s, 2H), 3.95 (s 3.80
(s, 3H, 2.29 (s, 3H)  MS caleculated+o : H2
r@%%%ldmz—z foundg‘6 é’j’g 1H NWR (400/Hz %" \Pg?t:a
, J= 8.8 Hz (d,J "H NMR 400 MHz (DMSO-dy)

Bz, 2H) , 7. 26(d, J=Btiktare 0 2 7 _
NEEE 6. 96 flo ~ HO (d, J i 8g|)|_|zg|c_)|)(d6 ‘égﬁ}dg’rﬁs'ﬁ/ﬂ)

—O-5 28,88 Hz, IH), 6.80 (d =
1H), 5. 16 (s, 2H) 4 73 %s N- 2|(—|) %93%@%%%1\5% gEBI)ZSO)a

gi’m_'?"') . 239 ( Sk I\/B caI cul at ed f de7.4628H29 NA%§96-6.78 (m,
Sk P foun 2005/ 142006
5/018167 Ph S|Q:/\I( Conpoun LA ), 537, (5, 2H),

2\' r}mﬁ? 00| Mz (DVBO. d6) Nunbel St ructure aﬁaﬁs(ﬁﬁ)m% . Ms
Hz, 2H)| 7.34 gd OEHZ: CDlele 77423EQ<311a4ed¥o_r8:%ﬁ22N068
Hz, 0 2H), 6.89 (d, J = Hz 1|_|j, @4+%#16710§3F§d§76.4.
ILXOEEECCAS ML e e S 4

; 6. , = 8. Fll / Hz, 1H) 1H5\]_M|B4(6@(§1}/1Hz, (CD1),S0) &
2H), 4.63 (s, 2H), 3.83 (s, 3H), 2.28 (s, @) 1=17Hz, 1H),854

(dd,J= 1.4 Hz, ] = 4.8 Hz, 1H),
791 (d, T = 8.0 Hz), 747 (dd, T =

0 5.0 Hz, T ="7.9 Hz, 1H),7.27(d,]
J_o
HO N = 8.1 Hz, 2H), 7.24 (d,J = 8.1 Hz,
i
1), 6.97 (d, I = 3.0 Hz, 1H), 6.87

(dd, T =3.0 Hz, T = 8.9 Hz, 1H),
6.79 (d, T = 8.9 Hz, 1H), 5.41 (s,
2H), 4.64 (s, 2H), 2.34 (s, 3H),
2.19 (s, 3H). MS calculated for
CpsHLsNL04S (MHH') 447.1,
. |found 447.4.

E76 5

'H-NMR (600 MHz, (CD3),S0)

o _ 7.40-7.34 (m, TH), 6.96 (4,7 =

HO)J\/O\©\ 3.0 Hz, 1H), 6.87 (m, 3H), 6.78 (4,

o~

E87 ) J = 8.9 Hz, 1H), 5.38 (s, 2H), 4.63
Q (s, 2H), 3.74 (s, 3H), 2.19 (s, 3H).

MS calculated for CasH24NOsS

(M+H") 462.1, found 462.4.

87



1.31 (s, 9H). MS cal cul ated for )
518 2( fourI;Dd 518.4. 1H NWR (400MHz, DMSO-d6) 5 = a1
8/1 7.40 (d, J = 8.8 H, 2H), 7.31PCTUSDOSH
200 (d, J = 8.8 H, 2H), 6.95 (d, J =

Q 1 LI\RQOIH'IzggHz_ 0 Sh

WO 2@8/1{@)0 1H) ,
8.8 Hz, 2H), 7.

C30H32NG6S ( MtH+)

OHOLII N O
zq;gmp«ﬁusls (dd,

S Sl 1 °

‘calcul ate

28 m, J.II}, OO

J =

37 O ngli F O .(ZSZO , 3
1 (s ure S,
(232gl-|2(7l\l20l:73‘g’2 (I\/H-H+) 555. 1,| f ounend/or MS (m/z)

F12 1H), [6. 78 Pilysical Pata
2H), 4.63 (I\%NM%'?R)O MHz (DMSO-d,)

Hz, 2H), 7. BO( s,
(d, J = 8|
O 2.8, 9
5.33 (s,
3H) E90CH 2. 26 (
(MrH+) 492. 1,

;NOO

d f or
555.3. 1H NMR

PCT/ US20Q5/ 018167 Conpoundc
Nunmber Stiructure MS (nfz) T=8.

4H), 6.88 (d,

2H),, 6.76 (dd,

o _68 (d,
4. é*gm(vs, H),
s, 3H). Qane
found 492.4.

J
4.

(400WHz, CDCI3) B = "7-39 rwﬁé&@f&, (CD>),50) &

= 2.8 Hz,
J = 00 Ho [67-02-7.36(nh 9H), 6.98 (d, ] =

= 9.2 F13 &{é"&ﬂ) &!?B(dd T=3.0Hz,
gs% orZH) &Maso(d T=89
WO 2005/ 11G0000), 5.44 (s, 2H), 4.64 (s,
ound Hz (VB9 31 Ms catcutated
for CysH,,CINO,S (M+H) 466.1,
found 466.3.

E91

'H-NMR (600 MHz, (CD;),80) 6
=7.40-7.33 (m, 7H), 7.13 (d, T =
8.0 Hz, 2H), 6.96 (d, I = 3.0 Hz,
|1H), 6.87 (44, 1=3.0Hz, T=5.9

O Hz, 1H), 6.79 (d, 7 = 8.9 Hz, 1H),

O 5.39 (s, 2H), 4.63 (s, 2H), 2.29 (s,

3H), 2.19 (s, 3H). MS calculated
for Cy6HNO,S (M+H') 4461,
found 446.4.

F2

'H-NMR (400MHz, CDCl,) 6
7.48 (d, T=8.2 Hz, 2H), 7.36 (4, J
~8.2Hz, 2H), 7.32 (d,] = 8.8 Hz,
2H), 6.83 (d, ] =3.0 Hz, 1H), 6.77
(d, J= 8.8 Hz, 2H), 6.71 (dd, J =
3.0, 8.9 Hz, 1H), 6.64 (d, ] = 8.8
Hz, 1H), 5.26 (5, 2H), 4.56 (s,
2H), 3.74 (s, 3H), 2.21 (s, 3H).
MS calculated for CyHpFsNOSS
(M+H") 530.1, found 530.3.
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Hz, DVMBO-d6) 6 Hz, 1H), 8.14
(t, J =8.0 Hz, 1H), 7

: . Hz, 1H), 7.68
WQB0s/16:006 (d, J = 2.8 Hz, 1H), O

0 Hz,
HO'--0O -\ Hz,
Elz 1 (d, POT/8SB08B018167

Hz 2
. %)ZSSEl—Igddﬂ—hFli j') 28,58 1 \1?) 6.79 (d,
3.76 2.20 \VE cal cul : PhiJ feal Data
Co , d cal cul afed fo
@memé N207S  ( M+HH+) cg'd"lpi’?}’ found 507. SBHRNVR0 MEHz (DMSO-4)

4
MHzZ, CDC13) 6 = :
NRE, 1)H), 7.???%3@3 27000 1Bk s

—F =28 FHz, HO |- NMR(4OOMHZ 'CDCLy) 6 =

1H), 6. 84(m 3H), 6. 76(dd, J= /[~
(d, J =/ 8.8 F15 / (Cl He, 1H){ é:g'z 5(3-8? ’H?ﬁ(d]J@&M@LﬁQ715(dJ

0- 2H),|3.94 (s, 3H, 3.82 (s, 3H) &y b=

: , 3. , . 2.788 §z2 70 8.4 Hz,
gg'ﬁcgl al&jNTv%:(gOCZ? SC%)NBNOGoSdSWEM _5%6 im), 6§ZJ(§,I’P;I)G=28HZ, 1H), 6.76
Hz, 2H)| 6.96 (s, B, 9/ o IH) 4@1 gs glz:%l?-s%l(dd I=

8&1%9 'Z"O_IZ— (1)|—|)_ Hé’ 1(1)H%’s 6 7 3SW—I) 6. 38, S(th;lz JH)=6.63(d, T = 8.8
j ! ’ " l / . 7

(s, 2H)| 3.76 (s, 3H), 0 01 2. 19 (gs 3H },61&%"5‘).26(,2@,34.55(5
cal cul ated for 2H), 3.74 (s, 3H), 2.41 (s, 3H),
2.21 (s, 3H). MS calculated for
C,7H,eNOsS, (MFH") 508.1,

found 508.3.

'H-NMR (400MHz, CDCL;) 8 =
7.42 (d,7=8.8 Hz, 2H), 7.22 (¢, ]
o ~ 7.5 Hz, 1H), 6.90 (m, 2H), 6.86
HOJ\/O\@ (m, 4H), 6.77 (dd, T=3.1, 8.8 Hz,
OA(’N _

p 1H), 6.70 (d, J = 8.8 Hz, 1H), 5.35
(s, 2H), 4.63 (s, 2H), 3.81 (s, 3H),
3.70 (s, 3H), 2.28 (s, 3H). MS
calculated for CaoHeNO6S
(M+H") 492.1, found 492.4.

F4

'H-NMR (400MHz, CDCl3) & =
\ 7.61 (s, 1H), 7.56 (d, T =7.6 Hz,
1H), 7.47 (d, T = 8.0 Hz, 1H), 7.43
o (d,7=7.6 Hz, 1H), 7.38 (4, ] =
Ho/”vo\@ 8.8 Hz, 2H), 6.90 (d, J=2.8 Hz,
e =P at 1H), 6.85 (4, ] = 8.8 Hz, 2H), 6.78
O o, (dd, T =3.2, 8.8 Hz, 1H), 6.71 (4, J
— g.8 Hz, 1H), 5.37 (s, 2H), 4.64
(s, 2H), 3.82 (s, 3H), 2.29 (s, 3H).
MS calculated for Ca7HpsFaNOsS
(M+H") 530.1, found 530.4.

F5
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%gg‘f‘l“\ms (MrH+) 506. 1, f

/ 16000 PCT/ US2005/018167 Co

w®bysito@bo Dat a  Number Stru npound Conpound
(DVSO-d6) and/or M5 (niz)
CDC13) 6 (d, J 7.6 H 2H),

ound 506.4. 93 WO

cture 1H NWVR 400 MHCT/US2005/018167
787-60.4 NVR (4OOM—| Z,

7'-_\: /nl
Ch

d

\

T TP (T T S0 N (0 3 = 2.8 o v Iy Da
d, i F17 S P 6. 79 ( didiy NMR 400MBz (DMSO-d,)
Nim%;fr , 1H), 6.71 (Strupture 8. 8 Hz 1H), | 5. 35,5 vald
"OF (9, 2W, 3.82 (s, 3H), 2.20 (s, 3M. VR M)
ca-eula 55 (MrH+) 538. 2, fHIﬁM&m@mggg GDCly) 6=
7l_|zo,gN(Rt(4OOMjZ ::E:13) 6 = 743 (d J '7§9(ﬁ 128 8 L 3R, 734 (¢, 7
: ) = 7.6 Hz, ZH) 7.27 (d J =18 ) (
Z. 14 ét J =7.6 Hz, 7.04 Ho _ N (a723iz,:1'1i77éz7@3 7.2 Hz,
AP 1i|)o: 1o °~’ VB 4HZHZ i) 7.1 6D 6190 (&, 7 =28
(Sdg,4 g = 2 4, ?-1@ EE% 1@?,@?@? Og 8 11z, 270),
: s 4. 63
3Hs  Mp cal cul ated §or 78?‘1’2’9:2(%881{2 1D, 679
found 554.4. 1k NWR (4oo Ve 12 Egr%lﬂ),sss@,zﬂ),
}6 Hz, |1H), 7.53 (dt, J A, 25), 3432((31{)229@

= 8.8|HoO Hz, 4H), 7.40 (

m 3 H) 7. ‘?’2 ). MS calculated for
C,7HyF3NO6S (MHH") 546.1,
found 546.0.

F7

0 733 (d, T = 8.9 Hz, 2H), 692 (4,
PN
N =2.8 Hz, 1H), 6.82 (dd, J = 2.8,
Q =

'H-NMR (400MHz, CDCL) 6 =
7.91 (m, 2H), 7.75 (d, T = 8.4 Hz,
1H), 7.48 (0, 3H), 7.40 (m, 1H),

8.8 Hz, 1H), 6.73 (4, 7=8.8 Hz,
1H), 6.64 (d, T = 8.9 Hz, 2H), 542
(s, 2H), 4.65 (s, 2H), 3.69 (s, 3H),
2.30 (s, 3H). MS calculated for
CoHaeNOsS (M+H") 512.2, found
512.1.

F8

'H-NMR (400MHz, CDCL) 6 =
7.88 (s, LH), 7.76 (m, 3H), 749
(m, 25), 7.45 (d, T = 8.8 Hz, 2H),
734 (dd, T= 1.6, 8.4 Hz, 1H), 6.92
(d,7=2.8 Hz, 1H), 6.81 (4, 7=
8.8 Hz, 2H), 6.80 (dd, 7=2.8, 8.8
Q Hz, 1H), 6.71 (d, T = 8.8 Hz, 1H),

Q 5.39 (s, 2H), 4.64 (s, 2H), 3.80 (s,
3H), 2.29 (s, 3H). MS calculated
for CygHpeNOsS (MHH) 512.2,
found 512.1.
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oH), 6.91 (d, J = 3.2 Hz, 1H), 6.86
(d, J = 8.8 Hz, 2H), 6.79 (gl): J =
w%igos/lgog% Eg %H): 8.2829|—|%,S 1 , 2H) P@T/68200§/018167

C32H28NOBS  ( MrH+) 538 2 found 5381 oo Lf

20087 116000 PCT USZ%??H(ZPQ’S‘%B Physi cal | C VUP“(%‘“"“D“S

opepviid 1H NVR 400 O d6) Namher SR 610 (DMSO-4)

Nﬁ\f,}f_ﬂe r 'VEIZ(MZ) H SV tidOOMHz, CDC13) |5 = ;Zm/%ﬁMé@n/z)
Beg 2H), 7.52 (d, J =8.8 Hz, 1H, 7-37 (d,

., 6.90 (d, J = 2.8 Hz, 14)1N1‘6R8®0MH@§D013)5'

8.8 Hz, 2H), 6.79 (dd, J =
Hz, 1H)| 6.71 (d H)J 8. 8 I(ZZO’FIE], 987(§1ﬁ),7%6§11 9.2 Hz,
15D, 77034, T8 8z, 1H), 743

1
Woa (3 0 2k 385 (s 3hy. 513 (4
(a8 B, 2HMB29 (dd, I =

il a2 (e a0t o e
or 8H28NO/S2 ( MHH+) 55

854. 0. LH NVR (400 . CcDd 3)( 6 =) 4. 120 s4°1¥zn9ﬂ) 7.16 (dd, T = 2.4,
1i_|)10(gd)‘§:(1ijg’“4"j 7y 3H), 8.55  (dd, J =86l B4 g T =241,
1.6,7.2|Hz, 1i—|), 7. 75 (d/\? ' AH, 7. Eﬁ) %?EBd }]—2'8ﬁz, 1H), 6.81
I(_gﬂa 2J 4.8, 8.0 Hz, /| oN H, 7.25(dd=%3Hs %1)8679(de*
He, 219 6,90 Fal N (d, J @ 2,868 78z, (el 6.79(d, T =83
= 2.4,1(8.8 Hz, 1H), 6.67 (m ; 2.808.9 Hz, (

Hz, 1H), 5.39 (s, 2H), 4.64 (s,
2H), 3.95 (s, 3H), 3.80 (5, 31,
2.29 (s, 3H). MS calculated for
Cy;HasNOGS (M+H") 542.2, found
542.4.

(d

L.mv

TH-NMR (400MHz, CDCl;) 6 =
7.50 (d, ] = 8.8 Hz, 2H), 745 (4,
— 8.8 Hz, 2H), 7.26 (d, J = 8.8 Hz,

o}
o Jk/o(\l 2H), 7.00 (d, T = 2.8 Hz, 1H), 6.96
N d, = 8.8 Hz, 2H), 6.88 (dd, T =
Y s ( )
F10 S 7.8, 8.8 Hz, 1H), 6.80(d,J = 8.8
& Hz, 1H), 5.46 (s, 2H), 473 (5,
N— 2H), 3.93 (s, 3H), 3.2 (s, 61D,

2.39 (s, 3H). MS calculated for
C,sHsNOsS (M+H') 505.2, found

L 505.4.
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5.44 (s,

2H) ,
3H). M cal cul at ed

4.61 (s,
for

2H), 3.73 (s,

3H), 2.26 (s,

C29H25N205S ( M+H+) 513. 1,

Wo onsd1908. 0. 95 WO 2005/ 116000 PCT/ US2005/ 018RGTUS2005/018167

Physi cal
( DVBO- d6)

W, &

St ructure andtor

Dat a Conpound Conpound 'H NVR 400 MHz
Nunber

(400
owougd q

N%m‘be? g

4 Hz,
Hz,
H O

, CDC13) 6 ‘8002%5'0?3‘*%_
1y

\4 =]
= 4.8

8.8 Hz
7 Ogtrultnie (d, J 7
J

¢
Hz,

"") PH?‘gfé'gf;bata

1’H)NMB4(IDMI(4(DMSO-%)

.2 Hg’ 1'_Qnd/07 Mﬁ%n/z)

éi e
1H),
5 42(

8 8 Hz
21-1),

(s, 3H
found 5
8.8 Hz,
0 7.20
6.96 (d
1M1 6. '78 (dd,
\ 8.8 Hz, 1H),
3H), 2.12 (s,

134

mzH)

8
7.50 (m 1H), 7.22 (d,
J—=728Hz, 1H), 6.80
6.72 (d, J _N =8.8Hz, 1H),
s, 2H), 4.65 (s, 2H), 3.
cal cul ated for

H—NNR (400MHz, DMSO- d6)
m 7.6 Hz, 2H)

3-0
16. o Hz, ’
F23 J
5.31 (s,

3H).

C29H25N205S

FE;"H(I@AR (®0MH2 QBCl) 6=

8,

» ?ﬁﬁ%#&{ﬁﬂ@nm 4,7

g3 4T - 540
21, & (6.d.=2M Hz, 1H), 6.86

i_bZCL? 4%& %2%5_06’78 (dd, =

. .88 HB1HZ6.70(d,I=388

H)ZGLH%,]S A% 21, F63 s,
aﬁlﬂéﬁﬁjss'iﬂg 2.28 (s, 3H),
1.31 (s, 9H). MS calculated for
CoH3NOsS (M+H') 518.2, found
518.4.

Fi2

'H-NMR (400MHz, DMSO-d6) &
= 0,08 (s, 1H), 7.40 (d, T = 8.8 Hz,
2H), 7.31 (d, = 8.8 Hz, 2H), 7.20
(d, T=8.8 Hz, 2H), 6.95 (4, =
2.8 Hz, 1H), 6.89 (d, ] =8.8 Hz,
2H), 6.86 (dd, J =2.8, 8.8 Hz,
1H), 6.78 (d, J = 8.8 Hz, 1H), 5.37
(s, 2H), 4.63 (s, 2H), 3.76 (s, 3H),
2.51 (s, 3H), 2.20 (s, 3H). MS
calculated for Cp7H27N20452
(M+H") 555.1, found 555.3.

F13

'H.NMR (400MHz, CDCls) 6 =
7.39 (d, T = 8.8 Hz, 2H), 7.30 (s,
AH), 6.88 (d, J =2.8 Hz, 1H), 6.81
(d, T=8.8 Hz, 2H), 6.76 (dd, I =
2.8, 9.2 Hz, 1H), 6.68 (d, ] =9.2
Hz, 1H), 5.33 (s, 2H), 4.69 (s,
1), 4.61 (s, 2H), 3.79 (s, 3H),
2.26 (s, 3H). MS calculated for
C, H,NOES (MAH) 492.1, found
492.4.
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(M-H+) 488.1, found 488.4. 'H NMR (400MHz, CDC13) 5 =
7.84 (d, J =88H, 0.7H, 7.38 (d, 0J = 8.8 Hz,
wa 2@5h116080 70- 7. 02 (m  HOO 8H), 5.36 (s, 1.3H)PCBHULM05/018167
(s, 0.7H, 3 (s, 2H), 3.86 (s, 1.1H), 3.80 F24 60
9'F46(S 1QI—h ERR fc-’ UH)’ 429(3’ /% Iy§
c cal ﬁu ted for %E @ (MrH+) 510. founr?évca1 .
ogpIuBe 96 WO 2005/ 1160 PCT/ US2005/ 018 G‘HNl\my@il\@Iy(DMso-dé)
Nugiiiar P |Conpound ConpStructdre H NVR 400 MHz ( DVBRaRBMs iz
Nurmber |Structure and/or M5 (niiz) 1H -NVR (400NHz,
gmls, S=72437(d, J = 8.8 Hz, 2H), 7.BINNR00MEz, DMSO-d6)0
1.6, 7. 6Hz, 1H),7.09(dd, J= 2.0, 9.2 Hz,Ldk)@ 1%

; : -9 = d, T4 0004, 08), 8.14
5H), o5 \ 6.80 (m 3H) 672(d, A F25i h B4
1H), 6.63 (dd J = 6 Hz, 1H), 5.U9 (8 @Jg80Hz1H),768
ga?gufgt q t S 3. 76N(02523H%’ 2.30 (s, (6311:—)&0%1}1)739((11 8.8

e or Mr11) 584. 1 8
(&14 1::')'0 7. 94(0I J 0 i’ °7. 54 (nipom)]= 8783:521—1) 685(dd
= 8.8 Hz 6.88 (m 3 k -

\ / ~ 6]77 (dd J = 2.8, 84k, 1H, 6 528 8236%’! 13679 @7

8.8 HZ’,ll")’ 5.38 (s, 211),=-- 4.67 (s, 92+E§z,m§ 58@@(%11),463@

SH)’ 2. 29 (S 3H) MS cal cul ated for OH), 3.76 (s, 3H), 2.20 (s, 3H).
MS calculated for CagH2N2048
(M+H") 507.1, found 507.4.
TH.NMR (400MHz, CDCls) 6 =
7.41 (4, J = 8.8 Hz, 2H), 7.36 (d,7
=24 Hz, 1H),7.15 (dd, T=2.0,

o AHz, 1H), 6.89 (d,T=2.8 Hz,

/u\/o 8 Z) ) (

HO \ 1H), 6.84 (m, 3H), 6.76 (4d, T =
F15 ° 2.8, 8.8 Hz, 1H), 6.70 (4,7 =8.8
Hz, 1H), 5.32 (s, 2H), 4.63 (s,
| DH), 3.94 (s, 3H), 3.82 (s, 3H),
2.28 (s, 3H). MS calculated for
C,7HpsCINOGS (MHH') 526.1,
found 526.3.
'H-NMR (400MHz, DMSO-d6) 6
= 7.40 (d, ] = 8.8 Hz, 2H), 6.96 (s,
)Ol\/o 1H), 6.94 (s, 1H), 6.88 (4, T = 8.8
HO ‘ Hz, 1H), 6.86 (m, 3H), 6.78 (d, I =
eV
F16 | s N 9.2 Hz, 1H), 6.10 (s, 2H), 5.37 (s,
Q o 2H), 4.63 (s, 2H), 3.76 (s, 3H),
o 2.19 (s, 3H). MS calculated for
C7HNO;S (M+H') 506.1, found
506.4.
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C25H23N0SS (M) 463.1  found 463.0. 'HMR

(400Miz, CDCI3) 5= 8.86 (d J =2.0te 111) 824
W@ 2005/11d8p9 8.20 (d, J = 8.4 Hz, 1H), 7.77 (mPQHYS2005

7.62 (t, 3 =7.2H, 1H, 0 Ho~7.39 (d J =84 H,

2|—|) 6 ’85 (_d J UP\I \\ II G = ’) Q H7 1"“ 6 81 (d. \] -

CEnpoand F27 S 2H) 6, Embithy J =28, 88 H, MyitdData

6..70 (d, J = 8.8 Hz, |g) 5 36 (S 2H), 4. Nl(’l?lwgl\'_l'}-)z(DMSO-dﬁ)

Bl\;ufné%r BH) 2 27 tigfureMVs cal cul at ed for

.Ql-D'-',N’?()’-')S ’(I\/H-I'D 513 1 found 513.0. 97 (WO and/orMS(m/z)

05/ 1160p0 PCT/ US2005/ 018167 _Physical %ﬁmkng BRI Encn) 5 =
(ngrrpound | H NMR 400 MHz (DVBO-d6)  Nunber cture 3
and/ or MS (m z) 1|+ NNR (400 z, CDC13) 8 300(189 Xtz PH), 7.5 (d, )
= 8.4 Hz,| 2H) 8.4 Hz, 2H), Jsﬁﬁzﬁgbﬁhgn,m)wl
8.8 Hz, .86 9O(d J:2'8|_IZQJ—8288H4.&)685(dJ—
(d J:8.8HZ 2H) 8’(\@! o F28 3,
1H) p1-6. 71 8.8 Hz, ), 36 (s, ¢HH24HJ§S7S]£@dJ 24,88
oN 2, 4 83 (S 3H), 2.20 (3 - NSC,‘*'EMI@JOSSHZIH)
C27H23N2Q5S  (MrH+) 487. 1, fougd 487. 3. 5 2H), 544 (s, 2H), 3.82
(400MHz, |CDC13) S = 7.55 (d, 1.2 Hz, PERs 2H), 54 (s, 2H), 3.82 s
(dd 3H), 2.29 (s, 3H). MS calculated

for C3,H;sNOsS (M+H" 538.2,
found 538 .4.
'H-NMR (400MHz, CDCly) 6 =
7.43(d,J=8.4 Hz, 2H), 7.36 (t,
= 7.6 Hz, 2H), 7.27 (d, ] = 8.4 Hz,
0 2H), 7.14 (1,1 = 7.6 Hz, 1H), 7.04
Ho/u\/o\é\ (d, 7=7.6Hz, 2H), 6.92 (d, T =
avevs :
r) \ 8.4 Hz, 2H), 6.90 (d, J = 2.4 Hz,
Fi8 Q 1H), 6.84 (d, J = 8.8 Hz, 2H), 6.78
_@ (4d, 7=2.4, 8.4 Hz, 1H), 6.70 (d, J
° = 8.8 Hz, 1H), 5.34 (s, 2H), 4.63
(s, 2H), 3.82 (s, 3H), 2.29 (s, 3H).
MS calculated for C5,HysNOGS
(M+H") 554.2, found 554.4.
'H-NMR (400MHz, CDCl,) 5 =
7.56 (1, 1= 1.6 Hz, 1H), 7.53 (d, J
= 1.6, 8.0 Hz, 1H), 7.47 (d, 7= 8.8
9 Hz, 4H), 7.40 (m, 3H), 7.32 (m,
[®)
Ho Wé\ 2H), 6.91 (d, J =32 Hz, 1H), 6.86
O/\(/N O o
F19 Y, \ (d, J=8.8 Hz, 2H), 6.79 (dd, =
Q 2.8, 8.8 Hz, 1H), 6.71 (d, T = 8.8
O Hz, 1H), 5.36 (s, 2H), 4.63 (s,
2H), 3.82 (s, 3H), 2.29 (s, 3H),
MS calculated for C3HsNOsS
(M+H") 538.2, found 538.1.
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= 1.2,

7.
(

2

= 8.8 Hz, 2H),

J HOAPLT/UFQ95/018167
. 4:“ “ CN 8.8 Hz,

ZT) e

al cul} al;lgai%'f{lol?&ta
'hevi/R0 MHz (DMSO-dj)

(s, Zﬁfﬁiﬁor Ms ?n?/z)

: , rN *g rqmm ,(4OQMHz CDC13) 5=
2.8, 8.8 Hz, 1H), 6.71 F30 s (d, J =
5(3,836 l(zgc g::ob I\/CS:FB 4.65 (s, 2H)( 3 82 ?*ﬁsﬁéq—"s'ﬂ)ﬁz 2H),7.52 (4,1
: : calcul ated for C28H22 N@Q I G, T = 8 8 Hz,
598.1, |found 598.3. 98 WO 2005/116000 ° ﬁl}

2H), 6.90 (d, 1 = 2.8 Hz, 1H), 6.85
EICT/ USZQOS/ 0181kK7 o ound Conpound Phy5|)ca ( % 1)
unber Structiife 1 40Q DVBO- d6j%: !an%j? gat%gﬁw (dd, 7=

W(DZOOSBI@BO
~S- \ o\
1H), 6.63 (d, J

J
63_ 1H) 528
(s, 3 \%S3
CoapPrREN205S (M+ )‘%’é‘%%fgfou:% 87.
7

2

o

J

"’$

= Stfudtirds, 1H)
J

oH), 6.90 (d,

1 | O,-~

|(_|Zn1 Z)2|—|) LH’7N('¥§ ngooj'\/"'Z,_ c /- \ 8. 60 [od,s.80Hz 1), 671 (d, =83
/270 t0-1-02H), 6.88 (d, A 33%%?%\]52%(882@ 4.64(s,
0")--N o\ (d, J = 2.8 Hz, £6.71 (dd, 2¥), .85 (s, 3H), 3.13 (g, T =72

< Hz, 2H), 2.29 (5, 3H), 1.30 (1, T =
7.6 Hz, 3H). MS calculated for
CsHoeNO;S, (MHHT) 554.1,
found 554.0.

TH-NMR (400MHz, CDCL;) 6 =
9.10 (dd, T = 1.6, 4.8 Hz, 1H), 8.55
(dd, T=1.6, 8.4 Hz, 1H), 8.03 (dd,
=12, 8.4 Hz, 1H),7.94 (dd,T =
1.6,7.2 Hz, 1H), 7.75 (d, 1 =72
Hz, 1H), 7.70 (dd, T =4.8, 8.0 Hz,
1H), 7.25 (4, J = 8.8 Hz, 2H), 6.90
(d, 1=2.4 Hz, 1H), 6.79 (dd, T =
2.4, 8.8 Hz, 1H), 6.67 (m, 3H),
5.44 (s, 2H), 4.61 (s, 2H), 3.73 (s,
3H), 2.26 (s, 3H). MS calculated
for Cpotl,sN,0sS (MHH') 513.1,
found 513.0.

F21
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S2.8 88H, 1H, 6.65(d, J =8.8
’ ’ ’ . ’ - . NI—IZ, 1 y 5
W&%wé%mﬁ% gs, CgH), 3.80 (s, 3H), 2.23 (s H)3H) >0
ated for C25H23N205S (MrH#) 463. 1, f@unslioo
463. 1. 1H- NVR (400MHz, DVBO-d6) 6 = 7.48 (d, J = 5/018167
Hz, 2H), 7.45 (d, 1= 7.6 Hz 1 2 2§

= ll Y T o1 9 \u
Cogwgugg %H)G HZ, 18 (tcog\]pé)élngdz HZ’ 1H)1 %&Flcﬂ%

J F32 / oNHNMthOOMI&(DMSO -dg)
1H), 6.64 (d,

-

Ngﬁnz?eg"b, 6. 83 (d J Str8ctdrdiz,
- &, 8.§ Hz, 1H), 6.72 (s, o 1H, 6 13 (ddandIJrMS(m/z)
20 |

1 LN o ¢
T, O 5

2H), 4.48 (s, 2H), 3.71 ‘§NMH400MH21@DC13)5‘
]Ss, 3H). MS cal cul ated for C28H24NO6S Q(Mﬂql-lj):ﬁg(li’z i), 8.57(d, 7
ound 502.3. 99 WD 2005/ 116000 PCT/ US2005/ 01816 > (

Physi cal Data Conpound Conpound 'H NMVR 4’0@)4%21}1) 8.51(d,7=8.8Hz,

(DMSO-dp) Nunber Structure and/or MS
Nn
(400MHz| CDCI3) 5 = 7. 85 (d d/or M8 (iftie) e 0xIely NV, 100, 791

édg, HzJ =1. 2, %\4/ 7.34 (_m 2H) (d, J;F%%H dﬁ?jés(m,zﬂ)
1H), 6. ng) Homo Y- oo 750(m’m)67w@1 S8
I, F38 S 2.8 8.8 He, ﬁ%sgﬁa@i@@ 1H), 6.80

2H), 6.62 (d, J = 8.8 Hz, 1
2H), 3.65 (s, 3H), 2.19{s
C32H26NDBS (MFH) 552. 1,

(@H)= 2.9 8§31Z(§-I), 6.72 (d, 7
Culsateth, §65(d, T =88z,
2H), 5.42 (s, 2H), 4.65 (s, 2H),
3.70 (s, 3H), 2.29 (s, 3H). MS
calculated for CooHlpsN>OsS
(M+H") 513.1, found 513.4.

'H-NMR (400MHz, DMS0-d6) &
=754 (d, ] = 8.8 Hz, 2H), 7.47 (4,
J = 7.6 Hz, 2H), 7.24 (m, 2H),

@]
- 1o { 720 (m, 25), 7.02 (d, T=8.8 Hz,
N O o 2H), 6.96 (d, T = 16.0 Hz, 1H),

23 s~{ 6.88 (d, J = 2.8 Hz, 1H), 6.78 (dd,
4 =28, 8.8 Hz, 1H),6.71 (d, I =
) 8.8 Hz, 1H), 5.31 (s, 2H), 4.56 (s,

H), 3.76 (s, 3H), 2.12 (s, 3H).
MS calculated for CrgHagNOsS
(M+H") 488.1, found 438.4.

IH-NMR (400MHz, CDCls) =
7.84 (d, T = 8.8 Hz, 0.7H), 7.38 (4,
0 7 = 8.8 Hz, 1.3H), 6.70-7.02 (m,
HO/U\/O@ 8H), 5.36 (s, 1.3H), 5.27 (s, 0.7H),
o™ p" 4.63 (s, 2H), 3.86 (s, 1.1H), 3.80
(s, 1.9H), 3.66 (s, 3H), 2.29 (s,
3H). MS calculated for

C7H,sFNOgS (MHH") 510.1,
found 510.0.

F24
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found 552.4. 'H NVR (400MHz, CDC13) S =
) = 7.40 d, J=
8.8 Hz. 2,7 29(d.S = 8.4 te 2. 7.26 (4 S92
Y dQOS/I“BmH)’ 6.90 (d, J = 2.8 Hz, 1H), 6.84 HAOT/O$SNODV18167
(d, J =8.8 Hz, 2H), 6.78 (dd, J = F34 S 3.2, 8.8 Hz
1H). 6.70 (d_J = 8.8 Hz, 1H), 5-33—(sT 2H ot 3 b
Co%)gﬁﬁ '1@2 (s, 3Hg, d(s, 3H). Msj|cal Cuﬁ)lﬁ’tsegl?or
S (MrHk) 4 6 1 found 496. 3| ‘HOOIR\0 MHz (DMSO-d;)
szl 6000 PCT/ USZOSG‘}ll@lllSﬂﬁ? Conpound | Conpoyafle Ms (w/z)
Data 1H NVR 400 MHz (DVSO-d6) |Nunber
Jand/zo(r) $ (TH)Z) "H NVR (400 M- N\SR¢#08)Hg, GDCls) &=
= 2. : . 7.47 (dd, J 4
0°(d, J=08.8 He, 2H), 6. 90 (c %@J&ﬁ{ﬂ-lzmnz(dd
) 6.84 d, J,= 8.8 Hz, 2H), 6. 7@t = )6@6|@de)709(de—
iH . 6 592'(3’%?]\2/ 1H), 6.70 (d, J F3502.8u81H§7.00 (m, SH),
l(\/% 2|H) I/O 3.95 (s, %8%@?%@,&7@@0%8.8&
28al cul ated for C26H25N2 )] 6.63 (e 0,7.6 1
493. 1. 1H NWMR (4OOI\/HZ ( (uq)lﬁ’l qdig}ﬁi >
Hz, 1H)| 7.57 (dd,' J ), S D403 5 20D,
0 8.8 Heg, 2H), 7.28 (d, 376 (s, 3H)230(s,3H) MS
calculated for C32H25N0682
(M+H") 584.1, found 584.0.
'H-NMR (400MHz, CDCl;) 8 =
8.74 (d, I = 2.0 Hz, 1H), 8.66 (dd,
J=1.6,5.2 Hz, 1H), 7.94 (4,1 =
o 8.0 Hz, 1H), 7.54 (m, 1H), 7.36 (d,
/U\/O z, 1H) (m, 1H) (
HO y j = 8.8 Hz, 2H), 6.88 (m, 3H),
26 O/\S(/ y AN 6.77 (4d, J = 2.8, 8.4 Hz, 1H), 6.72
7\ (d, 1= 8.8 Hz, 1H), 5.38 (s, 2H),
N= 4.67 (s, 2H), 3.83 (s, 3H), 2.29 (s,
, 3H). MS calculated for
C,sHN,05S (MHH') 463.1,
found 463.0.
'H-NMR (400MHz, CDCl;) 6 =
8.86 (d, T =2.0 Hz, 1H), 824 (s,
1H), 8.20 (d, J = 8.4 Hz, 1H), 7.77
o (m, 2H), 7.62 (t, § =7.2 Hz, 1H),
HOJJ\/O@ 7.39 (d, 1 = 8.4 Hz, 2H), 6.85 (4,7
N Q =2.8 Hz, 1H), 6.81 (4, =8.8 Hz,
F27 LY W 2 1H), 681 z
-\ 2H), 6.79 (dd, 1 =2.8, 8.8 Hz,
N" 1H), 6.70 (d,J = 8.8 Hz, 1H), 5.36
(s, 2H), 4.63 (s, 2H), 3.77 (s, 3H),
2.27 (s, 3H). MS calculated for
CyoHasN,05S (MH) 513.1,
found 513.0.
L
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Ho % ~N 1H), 6.90

(d, J = 2.8 Hz, 1H), 6.87 F3
WO_O}&)O(/CILGG% = 8.8 Hz, 2H), 6.78 (dd, J = 2.8, 8.8 gzo >
129 5 2£|)m gdSZJ(: 8.33) Nzazglz, 1H), 5.36 (s, PEHPSHOSBISIGT
for C25H22CLIN205S  (Meb) 497 (i: §gl) N§7 gl b
T D ik O
, > 2 8.4 2, , 7.37 (d, J = amnwommw(’dﬁ)
ng‘“g’efg’ H), 6.88 (nstrdtfure 6.85 (d, J =| O Y-_.Morfds
. , 6.77 (dd, J = 2.8, 8.8 Fs'rmafa):_elezg)p——
, . : T34 (s, 2H), 4[BAMNE 4004z, CDCl) 8=
3. ' 7.
ngﬁlz.(ngz F 3H, 2.29 (s, 311). Ms cal cu}@t(gq sfa0z, 21), 7.42 (4,7
c2 05S (M+H) 481.1, found 481.0. [101
05/ 116000 PCT/ u32005/ 018167 Physi cal

Conpoun
and/ or
1H), 8.
3idhs
6.71 N
4.64 (s,
cal cul at

d HNI\/R
NB(m!Z*P
1 (s,

Ho~06
o\ (d,
2H)

ed for

(DI\/ISO d6)

0"Y- 6.78°
J = 8.8 He,
3.82 (s, 3H),

Nunb

’ NH%,E)}H), 5@%%?21%), 4.65 (s,

;&ﬁ- gz,éggnggg (7 =88z,
FE)SE.90UE 1T 28 Hz, 1H), 6.86
8121_‘5 8. ?g%éx; %’78 (ad, 7=

- 18.23.84z, 1H)k§71(d] 8.8

2H), 3.83 (s, 3H), 2.29 (s, 3H).
MS calculated for Co7HpN2058
(M+H") 487.1, found 487.3.

¥29

'H-NMR (400MHz, CDCls) d =
7.55(d, T = 1.2 Hz, 1H), 7.51 (4,
7=12,7.6 Hz, 1H), 748 (dd, T =
1.2, 8.0 Hz, 1H),7.36 (4,7 =76
Hz, 1H), 7.29 (d, ] = 8.8 Hz, 2H),
6.83 (d, ] =2.8 Hz, 1H), 6.78 (d, J
- 8.8 Hz, 2H), 6.71 (dd, T = 2.4,
8.8 Hz, 1H), 6.63 (d, ] = 8.8 Hz,
1H), 5.28 (s, 2H), 4.57 (s, 2H),
3.75 (s, 3H), 2.22 (s, 3H). MS
calculated for Cp7Hp3N,058
(M+H") 487.1, found 487.4.

|

F30

TH-NMR (400MHz, CDCL;) & =
778 (s, 1H), 7.76 (s, 2H), 7.37 (4,
J=8.8 Hz, 2H), 6.90 (d,J=2.8
Hz, 1H), 6.86 (d, T = 8.8 Hz, 2H),
6.79 (dd, T =2.8, 8.8 Hz, 1H), 6.71
(d, T =18.8 Hz, 1H), 5.36 (s, 2H),
4.65 (s, 2H), 3.82 (s, 3H), 2.29 (s,
3H). MS calculated for
CysHpsFeNOsS (MHH) 598.1,
found 598.3.

_
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7 = 1H NWR
8 Hz 2H), 7.20
.76 o (dd, BRCPUS2005/018167
.2 Hz, 1H), 5.35

C24H22N305S ( MtH+) 464.1, found 4
(400MHz, CDCl13) 8 = 7.42 (d, J =
w@ 2905416080 0 Hz, 1H), 6.85 (m 6H),
8.8 Hz, 1H), 6.69 (d, 3 HO-0 I \
(s, 2H)+—363—F39+-S{(s—2H,
Bhmpowdl P. 28 (s, sro,camé&.zﬁ

9 (m 1H). 3.80 (s,
1.24 (s, Bhysicdl/Data

A
ulated for C29H30NCG H+) 520. 2, flo 520. 1. .
T l&l‘eezroosz, CDCl 3) 6Strugture8. 8 Hz, 2H), |7. QM{‘&,%‘”S‘HZ(DMSO")
2, 2H). 6,89 (d, J = 2.8 Hz, 0 1H), 6. 83 |(d, _Jand/op M8 (mrz)
Hz, 2H), 6.81 Ho)I-' o0 (d, | = 8.8 Hz, ZHJ; Mﬁi‘*ogﬁgzcmh)ﬁ—
= 60 'y-N-\ 0~ 2.8, 8.8 Hz, 1H), 6.69 (

F40 Hz, 1H), 5.35 (s, 2H), 4.62 (s, 0 2H), 8@(55—(516’1*122H)762(d1
1H), 3.81 (s, 3H), 2.28 (s, 3H), éN%gS(?P—§3H{zzﬂ%%4(dJ 8.4 Hy,
3H).| M5 calclll ated for C29H3
§§1md HZszo. 1. 16 5/ 116000 PCT/ uszoo?é?) 88{% 7= 8.4 Hz, 2H), 6.83

cal (Data Conpou & NVR 400, M4z Bz, 1H), 6.71 (dd, T =

d}d6) Nurber Struct ur es-dnd¥-6r VB (nhg_%gggzgggz £50,1-55
(4OOI\/Hz CDC13) 8 = 7.40 (d 8.8 Hz, 7 65 @
J =8.4|Hz, 2H), 7.22 (d, J .4 Hz, Hz, 1H), 5.30 (s, 2H), 4.59 (s,

2H), 3.80 (s, 3H), 2.23 (s, 3H).
MS calculated for Cy5H,3N,058
(M+H") 463.1, found 463.1.

'H-NMR (400MHz, DMSO0-d6) &
=7.48 (d, T = 8.4 Hz, 2H), 7.45 (d,
J =7.6 Hz, 1H), 7.39 (d, T = 8.8
Hz, 1H), 7.18 (t, ] = 7.2 Hz, 1H),
7.11(d,J=7.6 Hz, 1H), 6.88 (d, J
= 8.8 Hz, 2H), 6.83 (d, ] = 3.2 Hz,
1H), 6.73 (dd, J=3.2, 8.8 Hz,
1H), 6.72 (s, 1H), 6.64 (d, T = 8.8
Hz, 1H), 5.28 (s, 2H), 4.48 (s,
2H), 3.71 (s, 3H), 2.10 (s, 3H).
MS calculated for C,gH,,NO4S
(M+H") 502.1, found 502.3.

_
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0 2H), 6.89 (d, J = 2.8 Hz, 1H), 6.84 Ho

: : : , 6. ~(d, J =8.8
(glz, 2H), 6.77 (dd, J = / N\ O 2.8, 8.8(Hz, 1H),
wWG2®9/1{ap0J = 8.8 F41 Hz, 1H), 5.35 (s, 2H), 4rPGBUSBP5/018167

I(gsz(H)s 3.81 (s, 3H), 3.42 (m 1H), 2.28 (s, 3H),

tated T s
OczggBRE 0652 (MrH) %%gm%“ qf ound 536. 1. | The Npgysical Data |
(9 , CDC13) 6 = 8.05 (s, 1H), 7.81 (‘Hd\JME4(101\2HTZKDMSO-d6)
Nmgber 2, 1H), 7.75 (Strugture 8 4 Hz, 2H), 7.48 MTM

jH)A,“7. 37 (d, J = 8.4 Hz, HO 0 N ZI'D 7 17 d ng/z)

84tz 2H 6.92 (d, J=2.8 Hz, 1H), 6.‘&31\TP(IEI©I400MHZ CDCly) & =
542 2.8, 8.8 Hz, 1H), 6.72 (d, J = 8.8 |pefaftomalti, 7.82(dd,
.38 (s, 2H), 4.64 (s, F2H), 2.29 (s, 3H ..M .

calculafed for C30MH23F3NCBS (MHy) 566.12; 12 G, 734 ( 2H)
i S d 5 [ m, ’
566. 1. 103 WD 2005/ 116000 PCT/ US2005/ 0184 67(d, 1o, o, 7.24 (m,

Co :
Mt”p?‘éﬁdsgp%f';' Daja  Nmber Struct ur g4 MR 400, e
Igl)j 8. 2&2 EZd 1_H),_ ag di,ng&Hg,mI),WZ(dd j=
?-b N '7.56_(d, .0, 5% 4 %58 113)"9@4@1 8.8
01"Y Hz, m@ 6.62 (dJ 8.8 Hz, 1H),
5.32 (s, 2H), 4.53 (s, 2H), 3.65 (s,
3H), 2.19 (s, 3H). MS calculated
for CpHaNOeS (MHH) 552.1,
found 552.4.

(0%

=
<
N~

'H-NMR (400MHz, CDCl;) 6 =
7.40 (d, 7= 8.8 Hz, 2H), 7.29 (4,7
o ~ 8.4 Hz, 2H), 7.26 (d, T = 8.8 Hz,
HO/”\/o(‘:L | DH), 6.90 (d, T = 2.8 Hz, 1H), 6.84
o™ (4, T = 8.8 Hz, 2H), 6.78 (dd, T =
' 3.2, 8.8 Hz, 1H), 6.70 (d,T=8.8
Hz, 1H), 5.33 (s, 2H), 4.63 (s,
27H), 3.82 (s, 3H), 2.29 (s, 3H).
MS calculated for CagHpCINOsS
(M+H") 496.1, found 496.3.
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F43 s = 8.4 Hz, 2H), 6.92 (d, J = 2.8 Hz, 111), 6.80
(dd, J = 2.8, 8.8 Hz, 1H), 6.72 (d, J = 8.8 Hz, 1H),
wGk2®8/119080 (s, 2H), 4.64 (s, 2H), 2.47 (s, 3H),PCRUD05/018167
(s 3H) M5 cal cul ated for C30H26NO4S2 ( M+rH+) 528. 1,
found—528—1+—1H-NVR(4060MHiz,—€CBEL3)—6—=—8-05 ’B, 1aﬁ)
do,ggomd 3220 7 Comfowil 10 Hz, 1H) |7, 77(REysicalData
), o NrF 7.55 (d, J = 8.4 Hz, ZH)HNIVIR480MHZ(DMSO-d6)
(Nmnberv- F44 s 5H), e6Sgmcte J = 2.8 Hz, Bs B2 s iz
(dd, J =|2.8, 8.8 Hz, 1H), 6.72 (d. J =88Hz T
5.41 (s,|2H), 4.65 F (s, 2H), 2.30 (s, 3HHNME (400MHz, CDCl) 0 =
cal culated for C30H23F3NO4S (MrHt+) 550. 1,
550. 1. | H-NVR (400MHz, CDC13) 6 0 = 8. 1% g@%ndﬂﬂz’m)””dd
7.80 (m|2H), 7.76 HOL _ (d, J = 8.8 Hzl=2p)8.8FI%H1), 740 (d,T=
(m 5H),|" - 0~IN7.46 (m 6H), 7.37 (d, §8H2§H§16|d§(dJ 2.8 Hz,
F45 s 1H), 69 dodl= 2.8 Hz, 1H), 6.83 (dd
3.2, 8.8/ Hz, 11% 6 (d,N 8.8 Hz, 1%68‘%<d~4?f8(%Hz2H)676
2H), 4.65 (s, 2H) A6 cal @) rateg)s g @, 11), 6.70 (d, 7
C35BR28NOUS  ( M+HHt) 558 2, ? und 558 1. 104%@61 669 (d, T =84 H
2005/ 116000 PCT/ US2005/ 0181&7Y Conpound G g 669 %
Physi cal | Data Nunber StructUfe 1H NVR 40Q0DM-E3 (s, 2H), 4.63 (s, 2H),
(DMSO-d,|) and/or M5 (mz) 'H NWR (400|\/I—|§.95&%&%}81%’@)’2.28(5’
3H). MS calculated for
CaH,sN,O6S (M+H') 493.1,
found 493.1.
"H-NMR (400MHz, CDCly) 6 =
8.40 (d, J =2.4 Hz, 1H), 7.57 (dd,
J =24, 8.4 Hz, 1H), 7.36 (4, ] =
. j’\/o 8.8 Hz, 2H), 7.28 (d, J = 8.4 Hz,
) Y o 1H), 6.90 (d, T = 2.8 Hz, 1H), 6.87
F36 s~/ (d, T=8.8 Hz, 2H), 6.78 (dd, J =
7\ 2.8, 8.8 Hz, 1H), 6.71 (d, T =8.8
=
ol Hz, 1H), 5.36 (s, 2H), 4.65 (s,
2H), 3.82 (s, 3H), 2.29 (s, 3H).
MS calculated for C,sH,,CIN,05S
(M-+H") 497.1, found 497.0.
"H-NMR (400MHz, CDCl;) & =
8.22 (d, J=2.0 Hz, 1H), 7.69 (dt, J
o =2.4,8.4 Hz, 1H), 7.37 (d, ] = 8.8
HOJ\/O@ Hz, 2H), 6.88 (m, 2H), 6.85 (d, J =
o/\g/”/ Q 8.8 Hz, 2H), 6.77 (dd, T = 2.8, 8.8
F37 )\ Hz, 1H), 6.70 (d, J = 8.8 Hz, 1H),
N= 5.34 (s, 2H), 4.64 (s, 2H), 3.82 (s,
r 3H), 2.29 (s, 3H). MS calculated
for CysH,,FN,05S (M+H') 481.1,
found 481.0.
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8.07 (s, 1H), 7.81 (dd, J = 2
, , . , = 2.0, 8.8 Hz, |
W((ISOS/ZI%&O |7 ﬁ7 (;n 701;b(~8 3H, 7.31 (m 2H), H)7f 2; (72
)| N - . , J =8.0 H, 1H), 6.BGTS0
S/\/=28H 1 681 (dd J-= z_g'? O BaTUso0d018167
> 1H) 673 ({d+—3F—=8-8Hz O THy, 5. :
Codtbypd 182 (S0 20 Buidubs, 3H. VB calcy Ly Data
0N CCDCI(NHH) 566.1, found 566.1] HIMRA0 MHz (DMSO0-4)
N (d, J| =5 3) S = Stgudgrqd, J = 1.6 Hz, '1H)andB: M(w/2)
’ = 5.6 Hz, 1H), 8.01 (m 2H) 7.84 o (t—J=
-""2“21‘0”%6 7,23/?83{,\]37.2 MO-1-1 0i N/ Hz, j}ﬁ)m_(@w?n%ng)6=
> 1h. 679 (dd, 3= 2.8 68 1H)5 148598, 601 (215727 (4
gg, %z 8.8 Hz, olH), 5.44 (s, 2H), 4. 6?7%‘8%%‘)7@57%3}9’
(s, 20, 0P cr@ﬁfuﬁ d for C28H23N204S |6.{aMeH) =288 8Hz 11D, 671
;Fg@ (t| J =7.2 Hz, 2H) 3)33= @i}gﬁ%éﬁhllﬁ, 36 (s, 2H),
2. 86Hzo Tﬁ) Ie(g’ TR 6. 88 464 (sPHD 3.82¢5, 8D, 229 (5
J.: 2 é 8 é .83 (d, J F48 Zb'ﬁi) MS chlulbettifor
io (s' '>H)' 4Héb l(l:)'zgj 3.79 8.8 % glgl)é) EM%L)%M
4 ) . , , S, 31 249122 5 Ly
3H). MBj|cal cul ated for ( b foun&4641% :
'H-NMR (400MHz, CDCL;) 8 =
742 (d,1 = 8.8 Hz, 2H), 7.20 (1, J
— 8.0 Hz, 1H), 6.85 (m, 6H), 6.76
Hoj’\/o I (dd,7=2.8, 8.8 Hz, 1H), 6.69 (4, J
o~ o 9.2 Hz, 1H), 5.35 (s, 2H), 4.63
F39 s~( >~ (s, 2H), 439 (m, 1H), 3.80 (s, 3H),
Q 3 2.8 (s, 3H), 1.25 (s, 3H), 1.24 (s,
3H). MS calculated for
C,oH3oNOGS (M+H") 520.2, found
520.1.
'H-NMR (400MHz, CDCly) 6 =
7.41 (4,1 = 8.8 Hz, 2H),7.21 (4,
_ 3.8 Hz, 2H), 6.89 (d, I =2.8 Hz,
(o] =
dads
= Z. =
/N o td A 2 2 . £l
O/\S( % O h 2.8, 8.8 Hz, 1H), 6.69 (d, 1 =9.2
F40 Q Hz, 1H), 5.35 (s, 2H), 4.62 (s,
5 DH), 4.55 (m, 1H), 3.81 (s, 31D,
— 2.28 (s, 3H), 1.35 (s, 3H), 1.34 (s,
3H). MS calculated for
CroHaoNOGS (M+H") 520.2, found
520.1.
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C32H28NO5S ( MrH+) 538. 2,

found 538.4.

105 WO

2005/ 116000 PCT/ US2005/ 018167 Conpound Conpound

w@hgosito@bo Dat a

(DVMBO-d6) and/or M5 (m z)

Number Structure 1H NMR 400

" H NWR (4OOI\/HZ CDC13) 6

MHCT/US2005/018167

7.61 17 2Hz 2H) 7. 56{5—0—A4H——7 4% c%lb';tya
c2tlnd |20 0 HO O (Chmpbia. 4 Fe, 2H), 7' g5 Tuybics
ORPPUNR 10 Hz, 1H), 7.18 (d, J = 8.0 Hz, ?|—DHNMK4@1\@H9@MSO-¢16)
Nibel 3 2.8 Hz, 1K), SGUPRIEdd, ) = 2.8] 8.8 jor Wk
6.71 (d j = F88H, 1H, 536 (d Py
(s, 21, 230 (s 3H). M5 cal cul at ed féi*NMR(400MHz CDCls) 6 =
C32H25FENGSS (MrH) 592.1,  found 592. 4. 7%(NN‘B=88HZ,2H),728(dJ
(400MHz, CDC13) 6 = 7.54 (m 6H), 7.41 3 o sun
Hz,  2H), 7.32 (t, J = 7.2 Hz, 1H), 7. 26—86%1&),'766 z,
J =8.4Hz, 2H),,7.16 (d, J = o' -~Y- N 8[:1)86&@]24—1}&&,1}1)684
6.89 (d ¥: N F50 S 1H), 6.77 (d _
8.8 Hz, 111)%46 69 7 8 1), Ejd:sj §§H;§%g677(de
2H), 4.61 (s, 2H), 2.47 ( ) D 27 ( s2 839 Hz, B, 6.69 (4, T=838
C ulated for C32H28NMMS2 M+H+) 554.1 wng (s, 210, 4.63 (s,
53‘1 'H-NI\/R (400MHz CCDCI3)) 6 = iz, TE9U0 (s, 2H), 4.63 (5
' S 2H), 3.81 (s, 3H), 3.42 (m, 1H),
~ 2.28 (s, 3H), 1.33 (s, 3H), 1.31 (s,
3H). MS calculated for
CsH3oNOsS, (M) 536.2,
found 536.1.
'H-NMR (400MHz, CDCL) 6 =
R.05 (s, 1H),7.81 (dd, J=2.4,6.8
Hz, 1H), 7.75 (d, ] = 8.4 Hz, 2H),
(o]
=38.4 Hz,
HOJ\/O@ O 7.48 (m, 3H), 7.37 (4,7 z
o™ O 2H), 7.14 (d, J = 8.4 Hz, 2H), 6.92
F42 ~ (d,7=2.8 Hz, 1H), 6.81 (dd, T =
2.8, 8.8 Hz, 1H), 6.72 (4, 7=8.8
e\° Hz, 1H), 5.38 (s, 2H), 4.64 (s,
v 2H), 2.29 (s, 3H). MS calculated
for CaoHpsF3NOsS (MAH') 566.2,
found 566.1. J
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0 7.58 (m 8H), 7. 49(d, J=8. 4Hz,

(t, J = 7.6 Hz, 2H),
W@2031(@p0 ] = 2.8 F51 Hz,

Hz, 1 H), 6.72 (d,

HOL- 1

I
7.35 ~rF o~ (t, J

1H),
J = 8.8 Hz,

6. 81 (dd,
1H,

L 2
= 7.6 Hz,
J =

7.44

1H),
2P@T/U82085/018167

H,

5.37 F (s,

Ms—calculated_for

214), 4.6p (s, 211),
COmpBmINOIS  (M-HH)  576n
205/

Co

Rt

(niz7)

2-30s;
agound 576. I4
116000 PCT/ US2005/ 018167 Physica

H NVR 400 MH2UUEME®- d6)
1H NVR (400MHz, CDC13) 6

21N
T 1)

Dg
Nunmber

106 WPhysical Data
t 1 CARRAIAH, omso-4,

Structure
7. gg/o( KIS (m/z)

(m 3H), 7.58 (m

1H), i
i HO® O 3H), 7.33 (t, |
J
1

3

= 2.8 Hz, 1H), 6.8
H, 6.73 (d, J = 8.
2H), 2.330 (s,
S(gmggalw ,

fo

— N O

3.2, F53
1H), 5.38
cal cul at ¢
576. 3.

\ \
(s, 2H),

d for

"IH NVR (400MHz, CDC13)

4H) ,
7.2 He,
2 (dd, J =
8 Hz, 111),

und 558

6

7.51 (m

! ‘l_'),:’fgszwlss, AHYP7.80 (m, 2H), 7.74

5.
3H). Ms cal cul at ed

4. 1Hj‘|\i\/|£-2£B E*ﬁ’dé‘kyﬂw (m, 2H),

] , XM, ) (s
C32H25F3NO4S (MH+) 576. 1

1 i =
Hémg% (46?1@%2, GPCl) 8
(40 ~(sst 52 ), 7.51 (dd, 7=

794 (d, { mB8.4B4A)2H), 7.15 (d, 7
%8241}'112%)15%2 dJ=28Hz,
1H), 8.804dd, JeR38, 8.8 Hz,
13672 (MB- 8.8 Bz, 17), 5.38
(s, 2H)?clﬂg]4d(s, 2H), 2.47 (s, 3H),
2.29 (s, 3H). MS calculated for
C3oHp6NO,S, (M+H') 528.1,
found 528.1.

F44

'H-NMR (400MHz, CDCly) 6 =
8.05 (s, 1H), 7.82 (dd, 1=2.0, 7.2
Hz, 1H) 7.77(d, ] = 8.4 Hz, 2),
7.55(d, T = 8.4 Hz, 2H), 7.48 (m,
SH), 6.92 (d, J = 2.8 Hz, 1H), 6.82
(dd, J=2.8, 8.8 Hz, 1H), 6.72 (d,
= 8.8 Hz, 1H), 5.41 (s, 2H), 4.65
(s, 2H), 2.30 (s, 3H). MS
calculated for Cs0H3F3NO,S
(M+H") 550.1, found 550.1.

F45

'H-NMR (400MHz, CDCL) 6 =
8.14 (s, 1H), 7.80 (m, 2H), 7.76
(d, ] = 8.8 Hz, 1H) 7.56 (m, 5H),
7.46 (m, 6H), 7.37 (d, ] = 8.4 Hz,
1H), 6.94 (d, ] = 2.8 Hz, 1H), 6.83
(dd, 7=3.2, 8.8 Hz, 1H), 6.74 (d, J
= 8.8 Hz, 1H), 5.41 (s, 2H), 4.65
(s, 2H), 2.31 (s, 3H). MS
calculated for C;5H,sNO,S
(M+H") 558.2, found 558.1.
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_ .56 (s, 4H), 7.44 (t, J =
; gngd 2|{|)_ ; §5H6 (rznl_%m '77'52353’ H) H)7 e SR 925/018167
W@ 00sd16002. 8 Hz, 8.0 Hz, 1H), HO-O ~ rF~F F541;(11§111220£|Z
6.80 (dd, J = 2.8, 8.8 Hz, 111?& 657§n(9’¢ JQI—I\ Y-8
gl o Clostataptr ety Soe s oo Fmaipen
10,2005/ 116000 Pﬂ%&ﬁﬁggeslwgg(lgns OPgsé)Sl @‘f%@gpmm@o_@
m?ﬁffﬂ?n@”p?ﬂ?de(ﬁzy 1H NMVR (400MHz,| DVBCHEEY M§ (w/2)
=8.59(m 2H) , 7. 85(dt, J=2. 0, 8.0 Hz, 1H), R ooz, CoC) 5 =
4H), 7.53 (d, J = 8.4 Hz, 2H), 7.47 (t, J8_.(g7(7'_1H)(7.81(dd,J=2.0,8.8
Hoo _ He,| 2H), 7.37 (t, 3 =7.6 H, 1H, ¥®
6.98 (d, |J = 2.8 Hz, 1H), 6.89 (dd, F55 Nis1H)7.95 @, 2H), 747 m,
2.8, 8.8 |Hz, 1I—|)1,j)£680 (()d,(SJ 8.8 , C;m[ﬁ}‘z&7§g(’@@’7'23(s’1H)’
TP ERS ,(M+HE|) 50@0 f ynd,-509) 4. 1HINVRL( 480MeZIED, 6.93 (4, 1
CDA¥8) 5|= 8.97 (d, J ="1 8.47=2(§11~1z,‘1]H)2?_.|§1(dd,J=2.8,
=1.6Hz, 1H), 8.36 (d, J=8 ’ 78%%&51[?{),6.73(&,J=8.8Hz,
774 (6,13 =17.6 1H), 5.39 (s, 2H), 4.64 (s, 2H),
2.30 (s, 3H). MS calculated for
CsoHpF3NOsS (M+H") 566.1,
found 566.1.
'H-NMR (400MHz, CDCL;) 6 =
8.88(d, J = 1.6 Hz, 1H), 8.721d, J
=5.6 Hz, 1H), 8.01 (m, 2H), 7.84
(t.J=8.0 Hz, 2H), 7.78 (d, T = 7.2
Hz, 1H), 7.54 (m, 3H), 7.43 (dd, J
F47 =1.6, 8.4 Hz, 1H), 6.92 (d, ] =2.8
Hz, 1H), 6.79 (dd, = 2.8, 8.8 Hz,
1H), 6.74 (d, ] = 8.8 Hz, 1H), 5.44
(s, 2H), 4.69 (s, 2H), 2.30 (s, 3H).
MS calculated for CasH3N,048
(M+H") 483.1, found 483.1.
'H-NMR (400MHz, CDCL,) 6 =
7.54 (m, 5H), 7.40 (t, ] = 7.2 Hz,
2H), 7.31 (t,J=7.2 Hz, 1H), 7.26
(d, 7=8.8 Hz, 2H), 6.88 (d, I =
2.8 Hz, 1H), 6.83 (d, T = 8.8 Hz,
F48 2H), 6.75 (dd,J=2.8, 8.8 Hz,
1H), 6.67 (d, I = 8.8 Hz, 1H), 5.31
0 (s, 2H), 4.60 (s, 2H), 3.79 (s, 3H),
2.26 (s, 3H). MS calculated for
C32HysNOsS (M+H™) 538.2, found
538.4.
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Ho~o ~0 Hz, 1H), 7.39 (d, J = 8.8 Hz, 2H), m\\mw
6.89 (n-4 311), 6.75 (dd, J = 2.8, 8.8 F56 / kT
wakHos/16606® (d, J = 8.8 Hz, 1H), N 5.37 (s, 2HCT/ S
(s, 2H), 3.87 (m, g%’n v:%ng}\ (Illl?ll’ul_lﬂi_b ::ng % giundH).
9 L\AL ISASAS
SétBnNS Cgu?rlqle t?ed(ZSBMﬁf caﬁbu &;n(ﬁ\: 1H§, 7.81 (m Phyjical Data |
71\7 Hz, 2H), 7.52 (m 5H), 0 7.32 (dd’Hr}Mg]ang@wnzmmso.d,)
Nt 1H), 7.15 HO Sticpre J = 8.8 H,

J = NN 8 28H, 1H, 6.75 (dd, J 1 2 8, AB/0GMS (m/z)

e 1H), 6.70 (d, J = 8.8 Hz, 1

F57 Hz, H, 5. @ﬁ\n(dﬁmoél\kﬁ% 'CDCL,) 6 =
4.64 (s, PH), 3.99 (m 4H), 3.37 (m

3H). Ms[cal cul ated for C33H31N205S (NH3615671~272HZ 2H), 7.56 (s,
found 567.2. 1080WO 2005/ 116000 PCT/ US200 3410 184GH 1 = 7.2 Hz, 21), 7.40

Physi cal |Data b d CO”DOU”O' H N'VR 4?(81—1 B 28D, 7.35 (4, 1= 7.2
E%&SG) CDgg?eg St ERA)H), 1848, T =8.0 Hz, 2H),
(d,F =[8.0 Hz, 2H), 6@1%&‘%2@1&% 1H), 6.79 (dd,
PR LR i .
88 Y 8.8 Hz, 1H), 5.36 (s, 2H),4.64(s,

2H), 2.30 (s, 3H). MS calculated
for C3,HsF3NOsS (M+H") 592.1,
found 592.4.

'H-NMR (400MHz, CDCL) 6 =
7.54 (m, 6H), 7.41 (t, T=7.2 Hy,
2H), 732 (t, = 7.2 Hz, 1H), 7.26
Hojjj\/o@ (d, 7=8.4 Hz, 2H), 7.16 (d, J =
o ~eN 8.8 Hz, 2H), 6.89 (d, 7= 2.8 Hz,
e 4 U ¥ 1H), 6.77 (dd, T = 2.8, 8.8 Iy,

Q 1H), 6.69 (d, J = 8.8 Hz, 1H), 5.33

5 (s, 2H), 4.61 (s, 2H), 2.47 (s, 3H),
2.27 (s, 3H). MS calculated for
C3oHyeNO,S, (M+H") 554.1,
found 554.3.
'H-NMR (400MHz, CDCL) =
7.58 (m, 8H), 7.49 (d, T = 8.4 Hy,
2H), 7.44 (t, T =7.6 Hz, 2H), 7.35
\ (t, J=7.6 Hz, 1H), 6.92 (d, T =2.8
Hz, 1H), 6.81 (dd, J=2.8, 8.8 Hy,
1H), 6.72 (d, T = 8.8 Hz, 1H), 5.37
(s, 2H), 4.65 (s, 2H), 2.30 (s, 3H).
MS calculated for C3,H,sF3NO,S
(M+H") 576.1, found 576.4.

F50

Fs1

106



I(:58 I:z 111), 5.34 (s, 2H), 4.63 (s, cF3 2H), 3.92

W(DQIOS/lEPBbO—IgélZJ (m 4H), .2' 28 (s, 3H). MS cal cul ated
oo, 3N?05S (MrH') 585.2, found 585. 2PC1]1HISNMR018167
( CDC13) 6 = 7.60 (s, 1H), 7.57 (d, J 8.0

I_|Z_l 1I_I)4|__Z._4'__. (d ] = Q N _Ll= 4|i: - .

= = < 0—Hz; I /.45 (m
e T

& O (dd, 3= 2.8, 88 H, mMR@O@gHz((HMSO-da

4n%b§:r i VN FS@ustuBGS Hz, 1H), 5|34 (Sa dl%H)fIS(m/z)

4763 (3, OF3 2H), 3.94 (m 41), 3.29 (1 "

ST oI VB catculated for C30H28F3N20531fmﬁ.|(40 MHz CDC13)5—
535. 2, ) found 585.1. 1H NVR (400MHz, CD(ﬂ@(SQHf?,SMMH) 758
5(3,4\]—88Hz 2H) 7.35(d,J RO
.4Hz, 2H) , 7 16gd =8. O—Iz 0 2H), 6.98 (c(’m:jH)_,-Tél_qn,ﬂ%),Ilﬂ(m,

2 — ;
sH)zf 8?' 398 ',::;o*f 65 2d8 Hz, 1H) 6. (357, {88k, 1 3 72 Hay1H), 6.94
5.33 (s| 2H), 4. 63 he 8_ FG%} }"Zﬁ }]ﬁ{) 5820,

(ms24H) | 2.28 (s, 3|—|) al
C CU| ated f o2.8, 8.8 Hz, IH) 673(dJ 8.8
%8;',2?:‘?'\'2068 (MeH) 601, ‘@ ound 601. 2y, 1QG E(s, 2H), 4.65
16000 PCT/ US2005/ 018 7 Yphysical Data (5, 28), 4.65 (5

Dat a

2H), 2.30 (s, 3H). MS calculated
for CasHaeNO,S (MHH) 558.2,
found 558.4.

'H-NMR (400MHz, CDCl3) 6 =
7.66 (s, 1H), 7.58 (m, 3H), 7.54
(m, SH), 7.44 (1,  =7.2 Hz, 3H),
Hoj’\/o \(5\ 735 (t, 1 =7.2 Hz, 1H), 6.92 (4, J
. O/\S(/N/ O O — 3.2 Hz, 1H), 6.81 (dd,7=3.2,
- 3.8 Hz, 1H), 6.72 (d, T = 8.8 Hiz,

Q GFs 1H), 5.38 (s, 2H), 4.65 (s, 2H),
2.30 (s, 3H). MS calculated for
3o H,sF3NO,S (MHHY) 576.1,
found 576.3.

"H-NMR (400MHz, CDCl;) 6 =
7.60 (4, J =7.2 Hz, 2H), 7.56 (s,
AHD), 7.44 (t, T =7.2 Hz, 2H), 7.35

HOLO ﬁ | (m, 3H), 7.23 (s, 1H), 7.18 (4,1 =
AN 8.0 Hz, 1H), 6.92 (d, T =28 Hz,
1H), 6.80 (dd, T =2.8, 8.8 Hz,
1H), 6.72 (4, J = 8.8 Hz, 1H), 5.36
(s, 2H), 4.65 (s, 2H), 2.30 (s, 3H).
MS calculated for Cs,HasF3NOsS
(M+H") 592.1, found 592.4.

F54
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Conmpound Compound 1 H NWVR
Structure and/ or 400 Miz (DVBO. d6)

8.

WQ 2ab5/1 (a0 J
1H), 7. 27(d, J=8.
7.05 0 HO 00

M5 (n z)
8 Hz, 2H), 7.36 (t,

J
4Hz, 1H), 7.17 (d,

J

"H NVR (400MHz, CDC13) 6

Nunber

_8 4Hz , PCT/US2005/018167
= 8. o Hz, 2H),

(d__.]_;——g——g——r%’ﬁl\

eF

0(“@0\1
e

.96 (m

8.8 He,

qH28F3N206S  601. 2,

7 { Erghuge

42. 8, 8.
5. 34 (s
t7 58tr Getirg

4H), 2.28
f ound 601. 2

FEF by Pbyﬁilcal@z(tm
2H) )

T NYR 0§ MHz (DMSO-d)
(4

3H)
400 '\A_'ar?ndlml Wb ahlz)

4z,
hz,  x i2H),
0,,~,N!
6.70 (dd,
Hz, 1H)
3.26 (I 4H),

C35H33NR05S @

(400MHz| CDOl 3)
(APS 0 6H),
(dd, J ¥
5.

N _j
J

2.8, 8.
33 (s,

ZHY,
7.0 (m 3H),

2.8, 8.8 Hz,
527(s

6.88 (d,

211),

747 (t, J , 4H

7.04 (d, J
6.81 (d, J
1H), 6.61
4.55 (s, 2H),

Hz, 2H),

2H),

O(s
E§3

J

nd

5

8 Hz,

2.8

3H) VS cal cuI ahe
f

.8 Hzlp.o%Md)] = 78 Ba, 1H), 6.89 (44,
o
J

TgANR (40gMsz pL %%éo-ds) 5
= sd'dQ, 2H) 7.85-(tpy = 2.0,
20 1(1@ 1H2] 31259 & g‘ﬁ), 753 (4,

POS 4 Hy, 28y 47 (1, T=7.2

%1_{&%7 t, 7 =7.6 Hz, 1H),

7
8.

F4
3.

% 2 KIoIE @, 106 80 (a, 7=
8.8 Hz 1H), I_5|Z45 (s, 2H), 4.65 (s,
2H), 2.20 (s, 3H). MS calculated
for CagHasN,0sS (M+H') 509.2,
found 509.4,

F56

TH-NMR (400MHz, CDCl3) & =
8.97 (d, ] = 1.6 Hz, 1H), 847 (d,J
- 1.6 Hz, 1H), 8.36 (d, = 8.4 Hz,
1H), 7.90 (m, 2H), 7.74 (1, T=7.6
Hz, 1H), 7.39 (d, J = 8.8 Hz, 2H),
6.89 (m, 3H), 6.75 (dd, I =2.8, 8.8
Hz, 1H), 6.69 (d, J = 8.8 Hz, 1H),
5.37 (s, 2H), 4.63 (s, 2H), 3.87 (w0,
4H), 3.21 (m, 4H), 2.27 (s, 3H).
MS calculated for C35H30N;3058
(M+H') 568.2, found 568.2.

|

¥57

TH-NMR (400MHz, CDCL) § =
7.88 (s, 1H), 7.81 (m, 1H), 7.77
(d, I = 8.0 Hz, 2H), 7.52 (m, 5H),
732(dd, T=12,84Hz, 1H),7.15
(d, =28.8 Hz, 2H), 6.90 (4, I =
7.8 Hz, 1H), 6.75 (dd, 1=2.8, 8.8
Hz, 1H), 6.70 (d, J = 8.8 Hz, 1H),
5.38 (s, 2H), 4.64 (s, 2H), 3.99 (m,
4H), 3.37 (1, 4H), 2.28 (s, 3H).
MS calculated for C33HsN2O5S

~ {(M+H") 567.2, found 567.2.
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EEDS (3’2?‘)’ 4.03 (m 4H), 3.40 (m / S 4H), 2.49 (s
meisn)ﬁ'oﬁfﬁs(s’ 3H). MBS calculated for C30H31N205S2
.2, found 563.2. 110 WD 2005/ 116OOE)CT/U52005/018167

PCT/ US2005/ 018167 Physi CaI

Dat a Conpound Conpound ' H

NVR 400 Mz (DVSO-d63 NbBer—Structure and/ yMé
SERRCT T S e
le_llzn%i(d, J = 8.8 Hz, SEHyture, 85" Zb%(,\,db‘:?mj&n;?oﬂﬁmmo'@

Hz, 1| 6.77 (dd, J = / s N28 BElE 16 o

i 2h) | 4.00 (m 4, 336 (m ar), iy O (5B D0 3=

2. 28 (,5’ éH)- M5 cal cul a?et(jn}‘ ofH)C29H§8€85FK @731z, 21, 743 4 1

(531.} found 5512 1t N (400Mt, CDct[é?%%H),Qg&%} 8.8 Hz,

e 1| 7. 84’)3(1;2’ 8. 367(28 tl%g 2902161) 6.97 (@, J8: &8 Hz, 2H), 6.89

6.97 (d| J= 172 HZ@_&\E NP o H)(d"% 27%\1%'11{)‘378@(1 =

Hfsgi_“g';zl’ (gb?EN 6. 73 pa,SYHa W, §70(4, 188
5.37 (s| 2H), 4.65 (s, gi—l)g ’ZéHz’s 5. gZ'Il(Z,SIH,%H)ﬂf(S,ZH),4.63(s,
cal cul afled for C2OH23N2OBS (MRH) 527.1, [D392(m, 48),3.27 (m, 4H),

2.28 (s, 3H). MS calculated for
CaoHapsFsN; 058 (M+HY) 585.2,
found 585.2.
'H-NMR (400MHz, CDCL3) § =
7.60 (s, 1H), 7.57 (4,1 = 8.0 Hz,
1H), 7.49 (d, J = 8.0 Hz, 1H), 743
° (m, 3H), 7.03 (d, T = 8.8 Hz, 2H),
HO/U\/O\@ o 6.89 (d, = 2.8 Hz, 1H), 6.77 (44,
59 O/\gN/ ™ =238, 8.8 Hz, 1H), 6.69 (d, T =
s 8.8 Hz, 1H), 5.34 (s, 2H), 4.63 (s,
2H), 3.94 (m, 4H), 3.29 (m, 4H),
2.28 (s, 3H). MS calculated for
CaoHsFsN,05S (M+H) 585.2,
found 585.1.
TH-NMR (400MHz, CDCl;) & =
7,42 (d, T = 8.8 Hz, 2H), 7.35 (4,
_ g 4 1z, 2H), 7.16 (d, T = 8.0 Hz,
Hoj\/o ji:L ~ 2H), 5.98 (d, T = 8.4 Hz, 2H), 6f§9
o~ O N (d, 7= 2.8 Hz, 1H), 6.77 (d4,T=
F60 s/ 2.8, 8.8 Hz, 1H), 6.69 (d,T=8.8
Q Iz, 1H), 5.33 (s, 2H), 4.63 (s,
ocFs 2H), 3.93 (m, 4H), 3.27 (m, 4H),
2.28 (s, 3H). MS calculated for
CyoH,sFsN06S (M+H') 601.2,
found 601.2.
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found 527.3. 111 WO 2005/ 116000
. PCT/ US200
WPhySI cal Data Compound Conpound 'H NVR 40?%?167
(2400I\/I—&|2060 Number Structure and/or M5 (nfz) PEF/NMROS/018167
A ot 2T VT A
5 .OI _8 e 1 H——F53t—tm—2H 733 (dOppylical Data
Cogq@’upg 1 ! H), 6'&%11[16&&(1 o(m 2H), .92 (d,” J =
! 2R H, N-6, S 6.81 (dd, J = 2.8, BNMRpH0 MHzPMSO0-d)
1‘3’3{% 65(d, J = 8.0SHmetuze) | 5 95 (s, 2H), HabPMsEno)
CARLISAR (S’ 2H)’ 2. 30 (Sa 3H). MS calicul ated-for
“"EBETg;IS S (ywH) 526.1, found 526.3. ° R (M FHRLCOC) 8 =
8.4 Hz,|211) .2792(1,(”]3 ZH§3 Y6 50 20 ho [ G- g, 1266
! - ) . 0 =
'i'i’l 1"% 6.77 (m 2H), [/ s Z/ 6.70 ( ngg@"%{_)’é/-zﬁé%“&“ﬂz’
), 598 (s, F67 2H), 5.33 (s, 2H), AB47.(5(,2+H0Ha 2H),7.05

CF3 2.29 (s, 3m. cal cul ated f

(MrH+) 544, 100° TOURdY 544, 3 NPR 234215 2P D089 @1
;}%E)Hgs 11H), 7.57 o —Pg M, ](Iﬁ,’é.7j(<id,l=2.8,8.8
oo sie ™o & 00 (@ "ol ems he, I GOR ddi
F68 s , ’ 5'34 (s, 27}% 5.&’@,“11{),3.96 (m,

4H), 3.30 (m, 4H), 2.28 (s, 3H).
MS calculated for CsoHasF3N;O6S
(M+H") 601.2, found 601.2.

'H-NMR (400MHz, CDCL) & ﬂ
7.52 (d, J = 8.4 Hz, 2H), 7.47 (1, ]
- 8.4 Hz, 4H), 7.37 (t, T=7.6 Hz,
2H), 7.30 (m, 3H), 7.04 (d, T=8.8

(o]
HO/U\/ O\@ o
O/YN/ O N/ Hz, 2H), 6.81 (4, T = 2.8 Hz, 1H),

6 6.70 (dd, T = 2.8, 8.8 Hz, 1H), 6.61
" O
(4, 7=38.8 Hz, 1H), 5.27 (5, 2H),
Q 4.55 (s, 2H), 3.90 (m, 4H), 3.26

(m, 4H), 2.20 (s, 3H). MS
calculated for CssHssN,OsS
(M-+H") 593.2, found 593.2.

'H-NMR (400MHz, CDCl;) & =
7.54 (4, T = 8.8 Hz, 2H), 7.21 (m,

O ——
o | ~ 6H), 6.88 (d, § = 2.8 Hz, 1H), 6.7
[¢}
N N (dd, T =2.8, 8.8 Hz, 1H), 6.69 (d, ]
oY =

F63 s — 3.8 Hz, 1H), 5.33 (s, 2H), 4.63
O (s, 2H), 4.03 (m, 4H), 340 (m,
A " 4H), 2.49 (s, 3H), 2.28 (s, 3H).

MS calculated for CsoHsN2OsS,
(M+H") 563.2, found 563.2. J
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8.4 Hz,

1h),

6.71 (d, J = 8.8 Hz, 1H), 5.97 (s, 2H),
5.35 (s, 2H), 4.65 (s, 2H), 2.29 (s, 3H). M8
w@eadosuka@ved for C27H21F3NCGS (MrH}) 544.1, f opeilUS2005/018167
544.3. 112 WO 2005/ 116000 PCT/ US2005/ 018167 Physi cal
Dat a (DVEO- ¢
Nurrb%aIZStructure anqll(0 p(ﬁﬁd(nﬁ) 17.35{H - N ﬂ@)s‘ca“)aa
Copupgy CDC13) S = J= 8.8 Hz, 2|—|) 7. 1H(N;]\;1134001\g[:124DMSO-d5)
NifabegH)|, 6.94 (m 213‘?!10‘@1@9 Ho { 0 (d| J = a%d;%rm(m/z)
IH, 6.77 (m 2H, 1 /N -~s 6.70 (d, J = 8 8 Hz _1H)
5-97¢s—F69 2H), 5.33 (s, 2H), 4.64 (4] m@m@pg}cm*
2.29 (s}, 3H). Ms calculated for C27H21F£MQZS=(Q\3E&#)H) 731(d,J
560.1, | found 560.3. 1H NVR (400MHz, CD(1323 3@ J=84Hz,
(t, 3 =/8.0 Hz, 1H, 7.28 (d, J = 8.0' Hp g0, 70 4%
(m 21{1 , 6.95,0\ o-\ (d, J =8.0 Hz, 12H))7146(d9%8(&jﬂz,2ﬂ)688
J Ho N 1. , 6.90 d,/J\—ZO " I =
V1M 6. 77%)(1‘#]2‘3 Ay 8(dHJ7' %SEZQH§677(de
111), 5|97 (s, 2H), 5.33%5(& 11), 4. 642858 Hp{ID, 66%G T=88
(F643H) ] M5 cal cul ated fop C27H21F3NO7 Sy, (1Mg 1) (s, 2H), 4.63 G,
560.1, flound 560.3. 1H N 400MHz, CDCL 2 §§
(d, J= 8.0 Hz, 2H),7.54(d,J 8.0 Hz, 2189 4?0%4%% 6 (m, 459,
= 7.6 Hz, : 2.28 (s, 3H), 2.28 (5, 3H). MS
calculated for CpoHzsCIN,O5S
(M+H") 551.1, found 551.2.
'H-NMR (400MHz, CDCL) § =
3.92 (4, J = 1.6 Hz, 1H), 836 (s,
1H), 8.29 (d, J = 8.8 Hz, 1H), 7.84
(m, 2H), 7.68 (1, J = 8.0 Hz, 1H),
Q
6.97 (d, J = 1.2 Hz, 1H), 6.91 (m,
HO/U\/O 0\\0 ( wz .
[)\O/YN/ O 2H), 6.77 (dd, 1 =2.8, 8.8 Hz,
F65 s 1H), 6.73 (d, J = 8.0 Hz, 1H), 6.71
fq_ (d, 7= 8.8 Hz, 1H), 5.97 (s, 2H),
5.37 (s, 2H), 4.65 (s, 2H), 2.28 (s,
3H). MS calculated for
( CosHsN:06S (MHH') 527.1,
L found 527.3. B
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2H), 7.37 (m 3H), 7.02 (dd, J =
3 . ] - I_b O"l 16 M
Wg’osfiH)’ 6.98 (d, J = 1.6 Hz, 1H), 6.90 (d, J 2 2.4
(dQ JEG;)OOS g?lazl \11(15) 796(%1, é = 2.8, 8.8 Hz, RE/USBOTGI8167
(s. 2H. 5.36 (s 211} 4553’ N s Ol TR

M5 cal qul ated for : EI\/H-HT-;I) 55‘; id (ﬁ]l}'sg;vnata

Coslmuad 113 WO 2005/
00 PCT/ US2005/ 018 FENMIPHIpMIZPMSO-4
Nﬁﬂ{lﬁr Gonpound Conpotswnmlctl.uﬁB NVR 400 Mz Dwsogggfy ?
urber |Structure and/or MS (mz) ' H NWR (400 r MS (m/z)

f"ﬁf"fl o

3)—6—=—7.-25(d, J 8.4 Hz, 2 118%(1&401\/1}1 CDCL) 6 =
8.4 Hz,| 2H), 6.69 (dd, AT iogtta B

J =1.6
Hz, OHO 01 1H), 6.9

1 =16 A (3. OJHE, cﬂ-é”)(f_,lzlﬁ),?gl(rﬂ,ZH),776
\6' 288 2 0™(N (dd, J ="2.8 8.8t 1H), (6 %8%52%}731@,2}1)
5.96 (s HZ' 1, (d, J = 8.8 Hz, F72 @qT%D),8.8Hz, 1H), 6.9
3H), 2.p9 )@ 2H), 4.83 (s, 2 _
(MeH) 322(§_ ?H) cal ol gt or QRGBS =27 1D
ZF6§ 30| (d J = g 2 |—|§ %2 AR, ( 400|WBlz (d4.0BC1RY 8 Bz, 1H), 6.72
2H), 6.95 (dd, J = R 6 (d. J \F1888uEDm), 5.95 (s, 2H)

’ . —1 6 O s B 5 e 5 >

5.40 (s, 2H), 4.65 (s, 2H), 2.30 (s,
3H). MS calculated for
CaoH,NOgS (MHH') 526.1, found
526.3.

IH-NMR (400MHz, CDCL3) 6 =
7.57 (d, ] = 8.0 Hz, 2H), 7.44 (d, J

. j\/o jé\ o - 8.4 Hz, 2H), 6.94 (m, 2H), 6.90
o~ O o (d, 7=3.2 Hz, 1H), 6.77 (w, 2H),
F67 s/ 6.70 (d, J = 8.8 Hz, 1H), 5.98 (s,
Q 2H), 5.33 (s, 2H), 4.64 (5, 2H),
CFa 2.29 (s, 3H). MS calculated for
Cy7H, FsNOGS (MHH') 544.1,
found 544.3.

'H-NMR (400MHz, CDCL) § =
7.60 (s, 1H), 7.57 (4, T=8.0 Hz,
1H), 7.49 (d, J = 8.0 Hz, 1H), 744
o (d, J=7.6 Hz, 1H), 6.93 (m, 2H),
Ho/k/oﬁ | ¢! 6.90 (d, J = 3.2 Hz, 1H), 6.78 (dd,
F68 OAg/N 7 O =32, 8.8 Hz, 1H), 6.75 (d, 1=
Q o, 8.4 Hz, 1H), 6.71 (d,J = 8.8 Hz,
1H), 5.97 (s, 2H), 5.35 (5, 2H),
4.65 (s, 2H), 2.29 (s, 3H). MS
calculated for Co7H, FsNOsS
(M+H") 544.1, found 544.3.
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~0 0 0 8.0 Hz, 1H), 6.93 (d, J =1.6 Hz |
! ! . ] e ) I_D | 0~N
W(%%(%))Gll &?b 89 (_d, J =2.8 H, 111), 6.76 F73 S (m 2|(—|)
e ) = B8 by 14,597 (s, 2 5 33PCHUSIG/I8167
y Il ) . cal culated for
2342185'21 1NOB5_( MeHs) 5104+ ound—510-27 TH MR sical Dat
Coppoung) |4 CDC13) 6 = compytmdd, J = 8.8 Hz, 2H), e
| g') 7.16 (d, J = 8.4 Hz, 211), 6. SUNVR400MHDMSO-d)
I\{éﬁébe&z_ 1'8 Hz, 1H), Sewe@rgdd, J = 0" YN O Chdiefm8 miz)
vt H),,S G-EB(S,H)J = 8.8 F74 SHr| 1H) 535 (s
2H . O .29 (s, 3H). MNSTEMMR(0MER CDC) 0=
;86 C27H20F6NCHS (M) 584, 1, found 584553, fLlsk MO, 7.17 (A, ]
5/ 116000 PCT/ US2005/ 018167 Conpound {Conpounc L
FIE)?\//EIOCZ”) Dat g/ mber] Structurey,_H NVR Ué-‘*ﬁjz'zlf& 6.94 (m, 2H), 6.89
6) and/ro yi _
7.52 (d| J = 8.8 Hz, /?\(fl LR 7= £RA1,3H),6.7Z(m, 2H),
=§6§Hz,_2l—l) , 7.26(t,J=8.0Hz,S 6]70 =8.8]I.-I?L,71H),5.97 (s,
(1f_|) ‘]6‘_78- ?dg'z’ 2H) i 6. 90 0H), 53(s2HiA 64 (5, 2H),
= 81 8 . ci H’Z 1_ s_CF 2 2 9(S§3I-5J-1\/1(9Qalcuiatedfor
] l_|) y 5. 34 (S, 2 9
(s, 3H)| M5 calculated for 'H@mrgﬁ(l\%}g)sm.l,
found 560.3.
"H-NMR (400MHz, CDCl;) 6 =
736 (, § = 8.0 Hz, 1H),7.28 (d,J
—~ 3.0'Hz, 1H), 7.16 (m, 2H), 6.95
Hoj’\/o I o (d, 7 =8.0 Hz, 1H), 6.93 (d, 1=
0 1.2 Hz, 1H), 6.90 (d, J=2.0 Hz,
F70 LY O A,
s 1H), 6.77 (m, 2H), 6.70 (d, T=8.8
Q QCF3 Hz, 1H), 5.97 (s, 2H), 5.33 (s,
2H), 4.64 (s, 2H), 2.29 (s, 3H).
MS calculated for CyHFsNO7S
(M+H") 560.1, found 560.3.
IH-NMR (400MHz, CDCls) 6 =
7.58 (d, J = 8.0 Hz, 2H), 7.54 (, T |-
- 3.0 Hz, 2H), 7.44 (1, J=7.6 Hz,
o H), 7. 3H), 7.02 (dd, T =
HO/U\/O o 2H), 7.37 (m, 3H), 7.02 (d4,
Ny 0 5 1.6, 8.0 Hz, 1H), 6.98 (d,J=1.6
(o] 2
s Hz, 1H), 6.90 (d, J = 2.4 Hz, 1H),
F71 Q 6.79 (dd, T = 2.8, 8.8 Hz, 1H), 6.76
(d,7=8.0Hz, 1H),6.71 (4, T =
Q 8.8 Hz, 1H), 5.96 (5, 2H), 5.36 (s,
DH), 4.63 (s, 2H), 2.28 (s, 3H).
MS calculated for CaHasNO6S
(M+H") 552.1, found 552.4.
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550. 1,

found 550.3. 1H NVR (400MHz, CDC13) 6

(d, J= 8.8 Hz, 211), 7.30(d,J o = 8. A
' v , = 4 Hz, 2H), 7.23
weadnsaied. 4 tz, o HO %1)(EJI 7.18 (d, 3 = 8 OPERISTHYiBIcT
: _ = 2.8 Hz, 1 6.76
gdd'J_?s’g'SHZ’lH)’GGS(U =H)191Dt
Coglgql)o’gﬁs;3o (s, 2H), 4d d 2H), 2.26 3 5 a
c'ted for C26H2 F3NO5S ( M+H) 5,0‘H1\JMR@Q9W(DMSO-¢16)
NeSfhed. | H NVR (400MHStrugideas) 6 = o 7. \,7 (m nG}d}MS )
743 (t J =7.6H, HO 2H. 7.36 (t anglor MS (
ijﬂﬁ’ T ;55 l(\ldg (g, J="8.8 Hz, 2H), 6. 89(d,JIHNI@K34OQMgz|g|‘?CI3)6—
, 6. , J =28, 88 F/7H, 1 8
8.8 Hz,| 1H), 5.33 (s, 2H), 4.62 (s, 25)07256(‘16J ki, By 18 6,1
3H). Mg calculated for C32H25F3NCBS ( M+HF §4§§’ZH§ 6169 (dd, =16,
Egund 5p2.4. 115 WO 20_05/ 116000 PCT/ US20©610.18,6507 (d,T=1.6 Hz,
N nmpoung Corrpou d Physi cal Datac Nunber rlaali‘h
MR 400 and/ qr M8 (Wz) a%)Nﬁ/%éQi z, 1H), 6.78
CDClg?_D P 7 57 87(s, 9783 1H), 7. 78(dd(]d=2§}88Hg @i) 6.75 (d, J
|-|z|_|zF72 HO 1 O 6 (d. J =08 2H), 7.50 8(4tHz1h—6ﬁ>(@J 8.8 Hz
) llOI 2H), 7.34 (dd, 1.6, 8.4 ’
SVSQI_;F311H), 7.11 (d, J = 87 Hz, 2H), gﬂbpw 2H3 /s 826, 2m),
' »|1H), 6.81 (dd, J = / 4.63 (s, 2H), 2.49 (s, 3H), 2.29 s,
3H). MS calculated for
CoH,NOgS, (MHH') 522.1,
found 522.3.
'H-NMR (400MHz, CDCL;) 6 =
730(d, J = 8.4 Hz, 2H), 7.26 (4, J
o — 8.8 Hz, 2H), 6.95 (dd, T = 1.6,
Ho/”\/o\é Ojo 8.0 Hz, 1H), 6.93 (d, 7= 1.6 Hz,
o /N/ O 1H), 6.89 (d, J = 2.8 Hz, 1H), 6.76
F73 s (m, 2H), 6.70 (&, ] = 8.8 Hz, 1H),
O 5.97 (s, 2H), 5.33 (s, 2H), 4.64 (s,
. ¢ 2H), 2.29 (s, 3H). MS calculated
for CpeH, CINOGS (M+H") 510.1,
found 510.2.
'H-NMR (400MHz, CDCL) § =
7.50 (d, = 8.8 Hz, 2H), 7.48 (m,
o AFD), 7.16 (4, T = 8.4 Hz, 2H), 6.91
Ho Ojﬁ (d,7=2.8 Hz, 1H), 6.79 (dd, I =
N,
B4 O/\g/ 7 O ks )8, 8.8 Hz, 1H), 6.71 (d,1 =283
Q Hz, 1H), 5.35 (s, 2H), 4.65 (s,
CFs 2H), 2.29 (s, 3H). MS calculated
for Cp7HyoFsNOsS (MAH') 584.1,
found 584.3.
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=8.8 Hz, 1H), 5.37 (s,
by serts Mg P s el
W@ BPBNCES ( M+H+) 566. 1, found 566. 3. ' H NRMR/US2005/01
(400Mb, CDC13) 6 = 8 .90 (d J =20 H, ,)1,1_}2:_?&'23
Gympaungs) (d, 3 = 5.8 ompatly | ON O 719 (4, Fhmiiata
n%lgg 6.91 (d, J F79 tS CF3 = 3.2 |;|Z,8 élﬁFEMﬁ"‘ﬁi?MHZ(DMSO'd")
(dd"3"= p. 8, 8.8 Hz, BApctwe7s (d, ' " angigr MS (m/z)
N cs—2) .00 (S'OséH) MFHE) 3g6(73 HN?/I@W)@MH CDCL;) 6 =
gggcgl atlig {/\gzoocé?ﬁéggglzpml (uszoos/ 018167 88HzF2H) 7332(“
Dat a Conplound Conpound ' H NVR 400 I\/Hz ( DI Zdé')J ’
Nurber structure and/ or I\/S (mz) ' HNWR ’499%2}1)726(” 8.0Hz,
DVEO- d6) :sjiV 1505 (8 3 = Wl Ay 52 T—ﬁ Hz, 2H), 6.90
7.40(d,J:. ,7320(d J = -
7. 1s(m |4ty 6. 92 I R 11D s (@ TP8A 1), 679 4,1 -
O'CF3 J 3 2.8 H, A dek; 32 (2 8, ‘2':8898% 3@1&'{5’71«11 8.8
%llzl)l) 6.2657(? ,J3|t|).8 IE\;/ISHcZ:aIC en f or Qﬁ@g@mgmmm
(M+H) 542.1, found 542.3. 'H NVR (400MHz 2H9@.@§@)3I—§. MS calculated
.54 (d, |J = 8.8 Hz, 2H), 7.23 (d, J for CogH,,CIFsNO;S (M)
550.1, found 550.3.
'H-NMR (400MHz, CDCly) 6 =
7.49 (d,J = 8.8 Hz, 2H), 7.30 (d, J
o = 8.4 Hz, 2H), 7.23 (d, T = 8.4 Hz,
HO)J\/O\@ 2H), 7.13 (d, J = 8.0 Hz, 2H), 6.87
o™ ) &) o (d,7=2.8 Hz, 1H), 6.76 (dd, J -
F76 ® ’ 2.8, 8.8 Hz, 1H), 6.68 (d, T = 8.8
Q Hz, 1H), 5.30 (s, 2H), 4.62 (s,
“ 2H), 2.26 (s, 3H). MS calculated
for CysHyCIF;NOsS (M+H")
550.1, found 550.3,
"H-NMR (400MHz, CDClL,) 6 =
7.57 (m, 6H), 7.43 (t, T = 7.6 Ha,
2H), 736 (t, ] = 7.6 Hz, 3H), 7.13
(d, 7= 8.8 Hz, 2H), 6.89 (d, J =
2.8 Hz, 1H), 6.75 (dd, ] =2.8, 8.8
F77 Hz, 1H), 6.68 (d, J = 8.8 Hz, 1H),
5.33 (s, 2H), 4.62 (s, 2H), 2.27 (s,
3H). MS calculated for
C3oHysF3NOsS (M+H"Y 592.1,
found 592 4.
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- 2H), 7.14 (d,
= 8.8 Hz, 211), 7.18 (d, J 8.8 Hz, O I ,
J = 8.4 H, 2)H), 6.90 Ho O\CF3 (d, J = 2.8 Hz, 1H),
w@208/1(@oy J = F81 2.8, 8.8 Hz, 1H), 6.71 (d,POT/ESBINB018167
e, 19, 5.34 (s, 2H), 4.64 (s, /S 2H. 250 (s, 3H),
2.29 (s, BH). MB calcutatedfor—C2H23F3NCES2 hysical Dat
Semmpourdo(ind 562. 3. S CFdBodfti R (400MHz, DVSO- d8hysical Data
(qehy gl 68.8 Hz, 1H), ., J = 2.0 Hz, 1H).| 8 Rehr(So Muz pMs0-a)
g‘g“’(“%?r, ) = 2.0, 80 REVCERP, 0, J =88 He, 2H), M (/)
744 (dd, | HO-0 | N-- O.. 8.0 Hz, 1H), 7.29' (&doy
0 cF3 380 H, 2H), 6.93 (d, | = 2.8 e, [TRRBON ., oy 6 -
1H), 6.85 (dd, J =3.2, 8.8 Hz, 1H), 6. ZC7' 76, 1J§p,|)?.83tm, 1H), 7.78
Hz, 1H), .40 (s, 2H), 4.60 (s, 2H, 2. q , 3
VB cal cul ated for C25H20F3N205S (MH) 517~ domadm, 7.56 d, -
517.3. 117 WO 2095/ 116000 PCT/ US2005/ OlSlE?égle)ggf)s,y.glaJt,J=8.0Hz,
Data Conpound Chnmpoupd 'H NMR 400 MHz (DVEOd 116 841
Number Stlruct uf® an S _@Md’ et
CcDA3) 5= 7.61 (d, el y 7.5 1H(),“5\.11(,'J")='8.4Hz,2ﬂ),6.92
7.478(s, |1H), 7.46 (d, J =5% iz, J1ED, 6.81 (dd, T =
6.91 (d. |J = 2.8 Hz, 111), 6 TCdieh Hay 1), 6.81 (dd,
2'8 S.é Hz, 1H), 6.71 2.8, 8.8 Hz, 1H), 6.72 (d, T = 8.8
Hz, 1H), 5.37 (s, 2H), 4.65 (s,
2H), 2.30 (s, 3H). MS calculated
for C3oHpsF3NOsS (M+HY) 566.1,
found 566.3.
'H-NMR (400MHz, CDCL,) 6 =
8.90 (d, T=2.0 Hz, 1H), 8.23 (m,
2H), 7.80 (m, 2H), 7.65 (t, I = 7.2
Hz, 1H), 7.53 (d, T = 8.8 Hz, 2H),
7.15(d, J = 8.0 Hz, 2H), 6.91 (d, J
F79 =3.2Hz, 1H), 6.79 (dd, J = 2.8,
8.8 Hz, 1H), 6.73 (d, = 8.8 Hz,
1H), 5.39 (s, 2H), 4.66 (s, 2H),
2.30 (s, 3H). MS calculated for
C20H2,F3N,058 (M+H") 567.1,
found 567.3.
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F83 (d,

J

= 8.8 Hz, 1H), 5.36 (s, 211
: 9 , CF3 4.
wé%isﬂi'ogfgs(i’ 3H. M5 calcul ated for) CoTrpoFeNOIS
7 56 .1, found 567.9. ' H NVR (400MHz, CPXC/B%2085/61816
—'84(”; 41111) 7.42 (d. 3 =20 H, 1H), 7.36 (d, J 7
: ~ J 2.—6" 7 ,
Nt 2H|, 4. 61 (s 2Hgty cttz;”e 2J22 0.0 HZ’ WOOW%MSOM
€ ! u
orMACIZ6H19C12F3N04S (MtH) 568. O(S fgm\mlﬁ%,——
-'(‘4'9“’((1 J o At > =7.61 (d, J = 8.0 HzHE MR (#00MHEHM 0-d6) 8
8.4 Hz,| 2H), ®. gbl 7|-|?(’)3539 JN8Cég|z(d OJZ':')*SSZO(Z@HW%(B =8.8Hz
Eli791|(—|;jd’5J F85 s 3.2, 8.8 Hz, 1H5 25{)(7‘136'2(5,3%'5')&’}% 2H), 7.32
VB cal el ai od Jepe &2bH20C! FANOHS 201 a2 900 v i o 5
31 o H1s e 2005 6H20CI FSNO4S ( M+-H+) %g(% ~11364f}f%u1'}§ 6.78 (4,
Dat a Corpound Co 99% 53005/ o1g} Sl ca
50 nmpound™ 1 00CMHz ( @8@]@)1};1)669(@] 2.8,
3.8 Hz, 1H), 6.62 (d, ] = 8.8 Hz,
1H), 5.22 (s, 2H), 4.46 (s, 2H),
2.07 (s, 3H). MS calculated for
CysHpsFNOsS (MHH') 542.1,
found 542.3. J

T8l

TH-NMR (400MHz, CDCls) & =
7.54 (4, T = 8.8 Hz, 2H), 7.23 (4,
- g.8 Hz, 2H), 7.18 (4, T = 8.8 Hz,
2H), 7.14 (d, J = 8.4 Hz, 2H), 6.90
(d, 7=2.8 Hz, 1H), 6.78 (dd, T =
2.8, 8.8 Hz, 1H),6.71(d, 1=88
Hz, 1H), 5.34 (s, 2H), 4.64 (s,
9H), 2.50 (s, 3H), 2.29 (s, 3H).
MS calculated for CoH23FsNOsS,
(M+H") 562.1, found 562.3.

F82

T{-NMR (400MHz, DMSO-d6) &
- 8,58 (dd, T = 1.6, 8.8 Hz, 1H),
8.54 (d,7=2.0 Hz, 1H), 8.24 (s,
1H), 7.80 (dt, § =2.0, 8.0 Hz, 11),
7.55 (d, T = 8.8 Hz, 2H), 7.4 (dd,
7=5.2, 8.0 Hz, 1H), 7.29(d, T =
8.0 Hz, 2H), 6.93 (d, J=2.8 Hz,
1H), 6.85 (dd,7=3.2,8.8 Hz,
1H), 6.76 (4, J = 8.8 Hz, 1H), 5.40
(s, 2H), 4.60 (s, 2H), 2.20 (s, 3H).
MS calculated for C,sH0F3N20558
(M+H") 517.1, found 517.3.
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Nunber Structure and/or M5 (nfz)

. 167.6 -NVR (400MHz
wg?a%S/S;idOSOEEFD’ 758 (m 7 (d J =8 41k, SJH)O |

(d, J -02 g /.2 Hz, 2H), 7.39 Ho N CF3 (m Etr—t/Usﬁmsz/m&m

6. 72 F86_(d HZ1’—1H) 6.81 (dd, J = 2.8, 8 111),

2i‘|) 30 -8 Lh’ H—5 36 SRR Ral Bata
Comp’pblg' 76 gs 3H) . %ﬁ'ﬂﬁm ated for C32H25 I@zl

.1, found 576. MR ( 400Mitz ‘,Hmigr)Mrgz@Mso-d6)

szgt%l(S, 1H), 7.85 (Htrudtdye 7. 79 (d, ] 8. 8yddior MBKYZ)

(d ) =080H, 2H, 7.52 (m 4H_7 32 _HO- 7
l\:IZ\UL].j J =12, 8.4 Hz, 1H), 6.93 (d, J IMNMB(@%H?C@CM&'
e 8_H)8, i~ 821(H)dd,5JSZ (2.88, 2H)F8748.6§ (Hz 7.4, 1 2. 51k, t), 7.57 (m,

; S
LR aRiR Tttt
500y DlH)O Noas OOl\/Hz CDC13) 6 = [HB.189 60d(d, J= 28 Hz, 1H),
;.Fgf_ o (m 2H), 7. 66 (é) CFQd ) %%o&&'ﬂézslk%ﬂz,lﬂ)ml
Lo S e e er8eh
(2- 8, 2% 8 H.Z, N- 1H), 6 73 (d, JFF§881H) 6§@5 i}@dzsols 3H). MS
S, | 4.66 (s 2.30 (s, 3H). celgpaéqﬁlf FNOS
) |%{ 7 206 4
for C29H22F3N2O4S (I\/H—H) 551.1, found 5%+A) 568.1, found 567.9.
'H-NMR (400MHz, CDCl;) 6 =
756 (m, 4H), 7.42 (4, T =2.0 Hz,
. 1H), 7.36 (d, T = 8.4 Hz, 1H), 7.07
HO)’\/Ob\ (dd, T =2.0, 8.4 Hz, 1H), 6.86 (d, J
N CFs — 28 Hz, 1H), 6.75(dd, J=2.8
. ) 8 Hz, 1H), 675 (dd, 1 =2.8,
O 8.8 Hz, 1H), 6.68 (d, 7= 8.8 Hz,
¢ 1H), 5.30 (s, 2H), 4.61 (s, 28,
Cl
2.26 (s, 3H). MS calculated for
CosH1oCLF;NO,4S (M+H") 568.0,
found 567.9.
TH-NMR (400MHz, CDCl;) 6 =
7.61 (d, 1 =8.0 Hz, 2H), 7.56 (4, J
o _ 8.4 Hz, 2H), 7.33 (4, = 8.4 Hz,
HOJK/O@ 2H), 7.26 (d, T = 8.4 Hz, 2H), 6.91
o CFy 4.7 =32 Hz, 1H), 6.79 (dd, T =
85 /\sr/ (@ 7 LD, 619 (4%
3.2, 8.8 Hz, 1H), 6.71(d, I = 8.8
Q Hz, 1H), 5.35 (5, 2H), 4.65 (5,
“ 2H), 2.30 (s, 3H). MS calculated
for CpeHaoCIFNO,S (MHH)
534.1, found 534.0.
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119 WO 2005/116000 PCT/ US2005/ 018167 Physi cal

W(gg&gg;idf;d Conpound 1H NVR 400 MHz ( DVSO- d6) Nuanzﬁa
= 8.30 l()(f agd/_o; ('\{Bké”’?w ';Fgg/R(gdfoo\';/HZ, D|\/mm53005(018167
7. ’ : , = 8.4 Hz, 2
Comppund’ |13 (d, H?] - ?Og&ﬂ}md = 7.2 Hz, .ﬁ—‘é’%‘ &
6.86 (dd, J=2 &rﬁctﬁﬂzllibl—é S 2800, dHNMngIZ@MSO_d")
’ ) ] =
¢ ee——f-or—C28HZIFINOA ’
S (MH ") 52 A HANMR {4§Qpdidz, CDCh) =
1H_7NEI\5/§ (3OO\I;/HZO SDglg) HS :2H)7' 63 'é(%(d‘l—%ﬁ{z%ﬂ) 7.58 (m,
O~g g'H(QgQVHZ g = 2.8 Hz, 1H), 6.[# 7%4&&35%& 2H), 7.39
2H) 4 61 (s N 2@38-8 @9 Ouiyz 92 @H)= 2.8 Hz, 1H),
gal cul ated for C27 0 2F3NO4S? (?i\p,mddgdfg%gséﬁz 1H), 6.72
1i—|)0' g ;Ng/g (400 CDC13) 6 =(d, 8—&5}1@(;}1),]5 36.(s, 2H),
1H)| 7.26 ( (dd, J=1.2, 8. 8Hz, 1H), 7u‘é%ob > 43 (8318). MS
) 7.26 (s, 4H), 7.08. 1-~o0 (dd “j (
| 6.57 (d, J calculated for C3HasH3NO4S
(M+H") 576.1, found 576.0.
'H-NMR (400MHz, CDCL3) 6 =
7.88 (s, 1H), 7.85 (m, 1H), 7.79
(d, 7= 8.8 Hz, 2H), 7.65 (4, 1=
8.0 Hz, 2H), 7.52 (m, 4H), 7.32

F87

(dd, = 1.2, 8.4 Hz, 1H), 6.93 (4,
— 7.8 Hz, 1H), 6.82 (dd, T=28,
3.8 Hz, 1H), 6.72 (d, 1= 8.8 Hz,
1H), 5.38 (s, 2H), 4.65 (s, 2H),
2.30 (s, 3H). MS calculated for
CaoHasFsNO,S (MHH") 550.1,
found 550.0.

F88

"H-NMR (400MHz, CDCl3) 6 =
8.89 (d, T =2.0 Hz, 1H), 8.25 (s,
1H), 8.22 (d, T = 8.0 Hz, 1H), 7.82
(m, 2H), 7.66 (d, T =7.2 Hz, 1H),
762 (d, 3= 8.0 Hz, 2H), 7.56 (d, J
_ 8.4 Hz, 2H), 6.91 (d, = 2.8 Hz,
1H), 6.80 (dd, 7 =2.8, 8.8 Hz,
1H), 6.73 (d, J = 8.8 Hz, 1H), 5.40
(s, 2H), 4.66 (s, 2H), 2.30 (s, 3H)-
MS calculated for CoH3oF3N2048
(M+H") 551.1, found 551.0.
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Z, 1H),

1H),
W@ 283/1(®p0 2H) ,

C25HI9F3N2O4S ( M+HH') 501
2005/ 116000 PC(Tz 1132)0051% i’1 67

|_|Zl

6.58 (dd, J = 2.8, oN CF3 =

, .8, = 2.

6.40 (d, J = 8.8 Hz, XN 1H)
1.97 (s, '

O9H F91 s 8.8
5.05 (s, 2H),

3H). MS cal cul at ed f oPCT/US2005/018167
found 501.0. 120 WO

uul pourd L,or’rpgug)gcal Data

Dat a Nunbe ? Wedure "H NMR
400
6) ;. agdlsor I\E 3?? ' H NMVR (400|\/|—ENNM%1)HZGDMSO-¢6)
) —_ Hz, Siitll@ﬂlrﬁ 56(d J = 814 l'lzaan@/H)MS(m/z)
5.26 (d. 1 &84 I—I%ﬁ_”?
= 8.4 Hz 1111:51\411@10 MSO-d6) &
92 CF3 6.9 ' i
18 Hz, 1H), 16(% (d 3’% Hé’ 81';?2, =58.%Qt,ﬁ5£|dOHleH9=79l(d
1 - . , 5
éﬁ&(ss, 2H), 2.30 (s, 3H). M cdl E%‘f%@g >,7.§73$d,1=g.o
CDClgMFHﬂ_ 584.1, found 584. 0.z BNV (d, T = 8.0 Hz, 2H),
D =5 5‘760(d,J=8.8|—|z72( 7
8—8.8 : 35(d J=8. 8kz. Ho I3 HZg{wfong 72 He,
5.35 (s, 2H), 4. 65 H. 6. 7&.9&@;J=]28=H§118) 686(dd,
7=228, 8.8 Hz, 1H), 6.78 (4, I =
8.8 Hz, 1H), 5.40 (s, 2H), 4.62 (s,
2H), 2.20 (s, 3H). MS calculated

for C23H23F3N04S (M+H+) 5261,
found 526.0.

¥90

TH-NMR (400MHz, CDCl;) & =
7.63 (d, T =8.4 Hz, 2H), 755 (4,7
— 8.0 Hz, 2H), 7.21 (m, 4H), 6.90
(d, 7=2.8 Hz, 1H), 6.79 (dd, I =
2.8, 8.8 Hz, 1H), 6.71(d, T = 8.8
Hz, 1H), 5.34 (s, 2H), 4.64 (s,
2H), 2.50 (s, 3H), 2.29 (s, 3H)-
MS caloulated for CoHyFsNOGS
(M+H") 546.1, found 546.0.

Fo1

TH-NMR (400MHz, CDCls) 6 =
836 (d, T = 2.4 Hz, 1H), 831 (dd,
=12, 8.8 Hz, 1H), 7.40 (4,1 =
8.0 Hz, 1H), 7.26 (s, 4H), 7.08
(dd, T =48, 8.0 Hz, 1H), 6.57 (d,J
— 2.8 Hz, 1H), 6.58 (dd, J=2.8,
8.8 Hz, 1H), 6.40 (d, T = 8.8 Hz,
1H), 5.05 (s, 2H), 4.33 (s, 2H),
1.97 (s, 3H). MS calculated for
CysH oFaN,0,S (M+H") 5011,
found 501.0.
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F3C 2H),
(MrHH) 5

2.30 (s,
84. 1,

3H). Ms cal culated for

found 584.0. 1H NWVR (400MHz, CDC13) 6

C27H20F6NGB S

wQ@2009/1{@®p0 1H), 7.69 (d, J = 2.4 Hz, 1H), 7.65P¢TUS2D05/018167
8.4 Hz, 3H), 7.51 (d, J =8.0H, 2H, 7.29 (dd, J =
HO-0-6—p-N-CF3—1—6— 84 tHz—tH)— 718t e
Gofipfuddz| 1H), 7.13 (Comjomm®. 4 Hz, F94 |iH), B lészca(‘&)ata
J = 3.2 Hz, 1H), 6.82 (dd, J = 3.2, 8.8 |HmN¥uR)400 07 DMSO-d,)
(Numbery 0| = 8. 8 1HSINBOE? (s, 2H), 4.65 (shndglos w2
3.94 (s,|3H), 2. 30 (s, 3H. NS calcul ated (
C31H25F3NCBS  (M+H) 580.1, found 580. 0. %EILNI\@GOOMHZ CDCly) 6 =
2005/ 116p00 PCT/ US2005/ 018167 Physi cal 201pOU
Conpound| 1H NVR 400 MHz (DVBO-d6)  Nunber bt PR, 756 7
and/or M5 (mz) 1H NMR (400MHz, DMSO d6)[=84 Hz, 281).33t0 (t, I = 8.0 Hz,
(s, 1H),}7.91 (¢, 3 5 8.0 Hz, 2H), 7.85 (1%,7596(61&844& 1H), 7.21
Hz, 2H), 76504&1,0 8OHZ 1H), 7.58&1’:
He, 111)] 7.37% @ 0 6 O %*%ﬁ?z 150). 395 (5. 110,
(g = 7.2 He 9“(4 Q58 1H) |91 QU 43h 1B 18), 679 (44
,1H),0691(de 8.8 Hz,| 1H),. 6.8 ~
(d J =B.8 Hz, 1H), 5.49 (3 4.66 |t 5?!%’%6%%‘.{)2%71(‘1’“
(s, 3H). VS caI cul ated for 1F3NOBS [8.8 Hz, 1H), 5.35 (s, 2H), 4.65 (s,
2H), 2.30 (s, 3H). MS calculated
for Ca7H0FeNOsS (MHH™) 584.1,
found 584.0.
"H-NMR (400MHz, CDCl,) 6 =
7.60 (d, T = 8.8 Hz, 2H), 7.56 (d, T
@] = =
Ao 8.8 Hz, 2H), 7.35 (d, J = 8.8 Hz,
" 2H), 7.20 (d, T = 8.8 Hz, 2H), 6.91
P (d, T =32 Hz, 1H), 6.79 (dd, T =
F93 3.2, 8.8 Hz, 1H), 6.71 (d, T =8.8
Hz, 1H), 5.35 (s, 2H), 4.65 (s,
2H), 2.30 (s, 3H). MS calculated
for Cy7H,0FNOsS (M+H") 584.1,
found 584.0.
"H-NMR (400MHz, CDCl;) 6 =
7.79 (s, 1H), 7.69 (d, = 2.4 Hz,
1H), 7.65 (d, J = 8.4 Hz, 3H), 7.51
. j\/o (d, T=8.0 Hz, 2H), 7.29 (dd, T =
o~ 1.6, 8.4 Hz, 1H), 7.18 (dd, ] =224,
8.8 Hz, 1H), 7.13 (d, = 2.4 Hz,
Fo4 1H), 6.92 (d, J = 3.2 Hz, 1H), 6.82
(dd, J=3.2, 8.8 Hz, 1H), 6.72 (d, J
= 8.8 Hz, 1H), 5.37 (s, 2H), 4.65
(s, 2H), 3.94 (s, 3H), 2.30 (s, 3H).
MS calculated for C3;H,sFsNOsS
(M+H") 580.1, found 580.0.
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éM{;I}) 540.1, found 540.0. 'H NWR (400MHz, CDC13) 5 =
wd'z@z/lga?bboj A S 8.4 Hz, 2H),
84 . 7 o YN cF3 1::|)|0 ~é Slil),(dljf? (gd,8 J BCPRIU82005/018167
6. 80 F36 3 - 8—8-8Hz;—1H; ? 73 (I‘h s:zlllbhta
Cowumé 30 H, 34 O%hgl 4.65 / (s, |2H) 3y96
(s, 3H. Ral cul ated for c:>a‘ﬂz~@psm (bMSOdd)
N&Mﬂé}g ) 5§1 1, found S@actgre 1H NVR ( 4000z, Cﬁ%ﬁb«sﬁm
8.35(d,|J=2. 4k, 1H),7.56(m __4b). 7 53 {dd_S = 2
84—z, =0 : d, J = 8.0 Hz, 1H)‘H-r@wg¢400q45z’nmso&)a
0~N =
8 8 ﬁgs (130 J6 63- ?dHZJ 1H)8 SGHZG (1dd ;l £33 €9H),9.92(B] = 8.0 Hz,
4.62 (s) NC 2H), 2.26 (s, 3H. . “'@i’)z %55,1'1@4’&,21—1),7.65
C25H19CLF3N204 H . M5 cal Bt &ed’ tor
2005/ 1 - (MFH) 535. 1, found 535. @, J42@HHO), 7.58 (d, 7=
16000 P 820 5/018167 Conpound
Physi cal Dat aHo Structur 1H NVR 4%8 0;!;11510}37(” 6.8 Hz,
" ’ - ) dt, J o
% > 7. E,8 m H), Ho o 7 (dd, 3" = Zts 21{)87018(d4=szHz,1H),
JH),S ggg’s_ ~. N CF3 (dd, . 8.4 Hz 6f|1.|5dd 16—%%8(3517, 1H), 6.81
= 2.8 Hz, 1H), 6.79%dd, J = 2.§4,71=88Hz, H),549 (s, 2H),
4.66 (s, 2H), 2.23 (s, 3H). MS
calculated for CogHy FaNOsS
(M+H") 540.1, found 540.0.
'H-NMR (400MHz, CDCls) 8 =
8.17 (4,7 =20 Hz, 1H),7.62(d,J
o _ 8.4 Hz, 2H), 7.57 (d, T =8.4 Hz,
HO/U\/O\©\ N ‘ OH), 747 (dd, T=2.8, 8.4 Hz,
O/\SV/ 7 CFa 1H), 6.91 (d, T = 2.8 Hz, 1H), 6.80
F96 - (dd,7=2.8, 8.8 Hz, 1), 6.73 (17
N= _ 3.8 Hz, 2H), 5.34 (s, 2H), 4.65
P (s, 2H), 3.96 (s, 3H), 2.30 (s, 3H).
MS calculated for C6H,1F3N,058
(M+H") 531.1, found 531.0.
‘ 'H-NMR (400MHz, CDCl;) & =
8.35 (4,7 = 2.4 Hz, 1H), 7.56 (m,
o 4H), 7.53 (dd, T =2.4, 8.4 Hz,
HO/U\/O\©\ 1H), 7.29 (d, T = 8.0 Hz, 1H), 6.87
o> ) CFa (d, §=2.8 Hz, 1H), 6.76 (4, T =
S
ko7 -\ 2.8, 8.8 Hz, 1H), 6.69 (4,1=18.8
= Hz, 1H), 5.32 (s, 2H), 4.62 (s,
¢ 2H), 2.26 (s, 3H). MS caleulated
for C25H19C1F3N204S (M+H+)
535.1, found 535.0.
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, , 6.71 (d, |j
, 4.65 (s,
W@2®51 98dN204S ( MHH+H) 519, 1,

(400MHz, DMSO-d6) 6 0 =
7. 74 HO
HQomplspu;ldE

J Nu%ﬁ:y

502. 0. 1H

97 (d,

7.12 (d,
2.8, 8.8
d for C29H24F|\|2058s

3 WO 2005/ 116000 P

ound Corrpound H NVR ¢
and/ or M5 *2) I H N

cal € ate
531.3. 12
Data Conp
Structure

= 8.8 Hz,

N F 1H),

5.36 (s,

2H) 2.29 (s, 3H. Ms calculated for

found 519. 0. 1H NVRUS2005/018167

.21 (s, 1H), 8.82 (s, 2H),
J:84H2 2H§ 7:07({1]:-68.0
J = to%x;jda CF3 1799 1H], 6. aaly(srégl.71)ata
.8 Hz, N 1H), 6.79 (d J = 8.8 Hul 40%an(nmso-d6)

4.63 %tguctm%) 2.20 (s,
eat-cul-ated for CZ4HI9F3N304S

3H) .
(MtH)) 502.1 fOUde/Ol'MS(m/z)

NVR (400MHz, CDCI3) 6 = 9.06 (djig
3.56 (s, 1H), 8.46 (d, J =
.2 Hz, 1H), 7.95 (d, J

=76Hz 1H),

2 0

8 H %@0@“@0@@9 5=
= 8.0 HS2B0L O K4 Hiz 1), 7.70 (dt, J]
17100 N 7.

6 89 (m 2H),
)1\6 = 8.8 Hz, :
2:28 (s,
52005/ 01816“59523??’85? (dd, 7=2.8,
0 Mz ( DMISEHz NHber (dF = 8.8 Hy,

K7 ﬁﬁs 8151) 4.65 (s, 2H),

J 2.0]!—9

| Hf> éldgg2(4s84Hz 1H), 6.95

2& 8(4M a1, "Di) 7.58 (m, 4H),

(dBH}zo MBHz, 15), 6.90 (d, 7

9'(s, 3H) MS calculated for
CasHisF4N,0,8 (M+H"Y) 519.1,
found 519.0,

(m 3 Hm 2H), 7.34 (dd,
2.0, 12.4 Hz,
0
Ho/lj\/ob\
o NN CFs
Re
7R
N=/N

"H-NMR (400MHz, DMSO0-dé6) &
=9.21(s, 1H), 8.82 (s, 2H), 7.74
(d, J=8.4 Hz, 2H), 7.67 (d, T =
8.0 Hz, 2H), 6.97 (d, J = 2.8 Hz,
1H), 6.88 (dd, J=2.8, 8.8 Hz,
1H), 6.79 (d, J = 8.8 Hz, 1H), 5.47
(s, 2H), 4.63 (s, 2H), 2.20 (s, 3H). ‘
MS calculated for Cy4H9F3N;0,S
(M+H") 502.1, found 502.0.

'H-NMR (400MHz, CDCly) 6 =
9.06 (d,J = 1.6 Hz, 1H), 8.56 (s,
1H), 8.46 (d, J = 8.8 Hz, 1H), 7.80
(t, 7=7.2Hz, 1H),7.95(d, ] = 8.0
Hz, 1H), 7.82 (t, T = 7.6 Hz, 1H),
7.28 (m, 1H), 7.12(d, T = 8.4 Hy,
1H), 6.89 (m, 2H), 6.76 (dd, J =
2.8, 8.8 Hz, 1H), 6.70 (d, J = 8.8
Hz, 1H), 5.39 (s, 2H), 4.66 (s,
2H), 3.89 (s, 3H), 2.28 (s, 3H).
MS calculated for CaoHFN,0,8
(M+H") 531.1, found 531 .3,
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o 15'), 7.21 (d, J =8.4 H, 1H, 6.92 HO"-0 0~ 'N
wwoos/(uéoooJﬁ_sg' e 1, o.8d (t, J =84 FOL St
(d, J = 8. 8 Hz( , J =2.8, 88 Hz, f \ \ 1HCT/6SN25/018167
(4 3, 80k IH, 537 (s 2 465 (s 2. 50T
> : ST Vb deLUFéTEG Tpr
Cor(ylll\)/lggﬂ- 1538 1, foungompeuid ' H NVR (400 ,C:i@l 122&'“5?5
! a, = 8.0 Hz, 2H), 7.44 (d, | — ggﬁ%moyLBz(DMso-dﬁ)
Nﬁlzm%@r(c)d, J = } 6, CStRuckorey; 1H), 7.14|(d, Jan;—,oﬁm{m/z)
' )’ N o~ 1H), 689(m, 2H) 6. 78 (-
-—“F‘TG?—S““_D : ‘2—8‘36 B 8 Mz, 1H), 6.71 (d, J = 8. gm{R@‘d@&Hz,CDch)a-
H. o (s, 211), 4.65 (s, .CF3 2H), 3.9Qs (m),7.8Hm,3H),7.51
.29 (s, 3H). M calculated for C27H22FK ’
548.1, |found 548.4. |H NVR (400M CD(%N%SS 3&5(5/*&20 8.8 Hz,
(1{1”') 2';'? ’167'(37 (g_ éH)HZ 2% (dd, J = 2.|oD 1.4, 20, 1241z,
Hz, 1H)| 6.87 L3~ 8.8 HZH?’ F7' 90 l(_% 918—721 §JO=80uE 1H), 6.92
g. 79Hgdd,1H5] :52_32, (ﬁz\(N/ N 71 Fi@ngzggz,%{)ﬁgzt(tJ 8.4
3’&@} 2.29 (s, .3|'|).(Si\/52|c;|)al'sc 3e3' ?gr(stggmh)’@()% A28 881
(M+H+) 548.1, found 548. 4. @ )'_%g{:(‘cll'\}%?snz 1H), 5.37
(s, 2H), 4.65 (s, 2H), 3.87 (s, 3H),
2.29 (s, 3H). MS calculated for
CoHasFNOSS (MHH) 530.1,
found 530.3.
'H-NMR (400MHz, CDCl;) 6 =

F102

CF3

7.59 (d, T = 8.0 Hz, 2H), 744 (d, 7
- 8.4 Hz, 2H), 7.24 (dd, T = 1.6,
12 Hz, 1H), 7.14 (4, 7= 8.8 Hz,
1H), 6.89 (m, 2H), 6.78 (dd, I =
0.8, 8.8 Hz, 1H), 6.71 (4, 1=8.8
Hz, 1H), 5.36 (s, 2H), 4.65 (s,
2H), 3.90 (s, 3H), 2.29 (s, 3H).
MS calculated for CyHyFMNOsS
(M+H") 548.1, found 548.4.

F103

"H-NMR (400MHz, CDCly) 6 =
7.59 (1, 2H), 7.47 (m, 2H), 7.22
(dd, T=2.0, 124 Hz, 1H), 7.16 (4,
¥ = 8.8 Hz, 1H),7.90 (d,§ =28
Hz, 1H), 6.87 (d, = 8.8 Hz, 1H),
6.79 (dd, T =2.8, 8.8 Hz, 1H), 6.71
(, 7= 8.8 Hz, 1H), 5.36 (s, 2H),
4.65 (s, 2H), 3.90 (s, 3H), 2.29 (s,
3H). MS calculated for
C7H,,FNO5S (MHH") 548.1,
found 548.4.
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WO 2005/ 116000 PCT/ US2005/ 018 [
167 Physi cal
Wég&gg;md Conpound 1H NMR 400 MHz (Dl\/)éo d6) Nunber
iy (dgn@Jazdgoz $ (giz) "H NVR (400MHz, CDEUBYS205/018167
: 6.’ ) , 2H), 7.21 (m F 3H), 6.89 (m

Dat a

. IH),
Compapnd & 5ip . 3. g (oliponfa 34 (5,2, oo (Péﬁs‘m“(f;sw
i) 0 _
Nirmbll 2 4N068 ( MrH+)Steedure  f ound g/gfg CH!%%M@ Pﬁ? / !
(400MH, CDCL3) 6 = 7.53 (1.J=7 Gk 1 S (mio)

H) 741
24 1.35;;3T]H;H), 7704 (m 2H), F6HO ) LHOMR @og4tt, GRC) 9=
5.29 (s, 2i , 1, 6.86 N1 (d, J '7255(&JH234PM—1)H)721(m,
549 (5 H, e~ F105 s 4.80 2H) 5
.44 (s ocF3. 8. cal cul al'ed for &%@X@D@“‘””
(MrH) 564.1, found , 8, 8GMHE13Y), G/04d, J =88

7.40 (d, J = 8.0 H, 2H),5
788 (n| 2H), 7.18 o 436 (d, ) = QHi"%M H)), 4.65

: ;7. (m 3N 7.1 2 ), 4.65 G,
Ho Fo Hz, 1H), 7-06(m 0_(dd, % %

Hz, 1H), 6. 67(d, J=8. 8Hz, 1N o

6.70 (d,PHd ;90 (7, 3H),2- 29 (s, 3H).
MS calculated for Cy7H B NOGS
(M+H") 564.1, found 564.3.
r' TH-NMR (400MHz, CDCls) & =
7.53 (t, =7.6 Hz, 1H), 7.41 (m,
2H), 7.35 (1, 3H), 7.04 (m, 2H),

(o]
HOJ\/O\@ F o 6.93 (dd, T = 2.8, 8.8 Hz, 1H), 6.86
N ~
F105 Y (d, 7= 8.8 Hz, 1H), 5.49 (s, 25),
Iy 4.80 (s, 2H), 4.05 (s, 3H), 2.4 (s,
OCFs

3H). MS calculated for
C HFNOGS (MFH?) 564.1,
found 564.3.

'H-NMR (400MHz, CDCl;) 6 =
7.40 (d, 7= 8.0 Hz, 2H), 7.36 (4, J
_ 8.0 Hz, 2H), 7.25 (m, 2H), 7.18
o (m, 3H), 7.10 (dd, T =12, 12.4
Ho)l\/oﬁ \ F o Hz, 1H), 7.06 (m, 1H), 6.70 (4,7 =
o 1Y 9, b4 Hz, 1H), 6.67 (4,7 = 8.8 Hz,
O 1H), 6.59 (dd, 7=2.8, 8.8 Hz,
1H), 6.50 (d, T = 8.8 Hz, 1H), 5.14
Q (s, 2H), 4.4 (s, 2H), 3.69 (s, 3H),
2.09 (s, 3H). MS calculated for
CyHyFNOsS (MHH) 556.2,

found 556.2.

F106
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F106 1H),

- ] . y . s , 6 50 d
s bl S0 (5, 2, e 2, s (s
’ € or C32H2
(MrHH) 556.2,  found 556.2. 125 WD 2005/ 116051;“75&005/018167

PCT/ US?QQSLQLB&@L—RhweaI—BarTwnpoupd Co

CO{’}'\';{’BE; 1|l\_/||_-|iI ( DVBO- d@), ﬂ}{uﬁber Structure and/or ﬁilid‘tla
Nadober 1. 20 ?/51 (gog%ﬁ (%DCB) 5 = 7.26|(4MIRIB. g PIse-a
! ugtefel, J=8. 4Hz, 1
m 2H)|, 6.72 (dd, J = 2.8, 8.8 Hr E')N 62!32!\“3/2&,/\;3@“)
r‘ﬁﬁ“'\]“ZH) 3_—8ng3' Mz, IF), 5.28 F107 \N (s, ;ﬁ)l\,IMQtf(A@gM}E%CDCh)w
Cbiad) ENCES (SmH) G141, Found 514 (ialiatiads o), 120
|(_|§00'¥HZ DMVSO- d®) =10. 61 (s,. 1H), 8266&) H'\(RJ 84 le)683
7.70 '{2 \?.il?FbG’HZ 7.91 (& p 0 O 8. 6n,l2lz1) 621-[)de 28 8.8 Hz,
Sé'Fi%),-, 7.04 1 0 (d, 3 = 158 Hy, 1,_,)7 > (8%1‘1) éss—(iiﬁl):?sé'ﬁz,m),szs
cI08 6 76 (m 24, 668 (4.03= 3.0 e, [BIHECImID 6T
'cal cul ated for CéOI—|24i\I306§ (I\/‘Pslri—H)2|_|2:>’54.21Q99(SS3H)3mCalmtedfor
Jl;l-gll\/g 400MHz, DMBO-d6) 6 =10.66(s, 11fF 6&#&%@%@4&1‘55141
o found 514.2.
TH-NMR (400MHz, DMSO-d6)
- 10.61 (s, 1H), 8.60 (d, I =2.0
Hz, 1H), 841 (s, 1H), 7.91(d, T=
0 o 8.8 Hz, 2H), 7.70 (£, =7.6 Hz,
Hor O HNJS % 2H) ( i
Y O J 1H), 7.55 (t, J = 7.2 He, 1H), 7.04
F108 s (d, T = 1.6 Hz, 1H), 6.83 (m, 2H),
7\ 6.76 (m, 2H), 6.68 (d, = 8.8 Hz,
N 1H), 5.33 (s, 2H), 4.52 (s, 2H),
4.48 (s, 2H), 2.09 (s, 3H). MS
calculated for CaoHzaN306S
(M+H") 554.1, found 554.1.
( -NMR (400MHz, DMSO-d6) d
- 10.66 (s, 1H), 7.45 (1, 7= 8.0
Hz, 1H), 731 (d, I = 8.0 Hz, 1H),
0 o 7.27 (4,7 = 8.8 Hz, 1H), 7.17 (s,
HOJ]\/O\@ HNJS 1H), 7.05 (d, T = 2.4 Hz, 1H), 6.85
N
F109 Y e (&, 7 =2.8 Hz, H), 6.7 (m, 38),

6.68 (d, T = 8.8 Hz, 1H), 5.29 (s,
OH), 4.53 (s, 2H), 4.48 (s, 2H),

2.11 (s, 3H). MS calculated for
CysHanFaN,078 (MHH") 587.1,

found 587.1.

J
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W(62(8)5/116a0®' ~ , \j 0 (d,

Conpound Rhysical Data SHHfME® Structure '}

1), 7.31 (d, J =80 H, 1H, 7.27 (d,4 ilzs.iH)Hz,
7.17 (s, HO HN-~ 1H), 7.05 (d, J = 2. , .
' ’ J= 2.8 H, 1H), 6. mcr/nszo\os
F109 S 6.68 (d, J =88 H, 1H, 5. 29 52 3fH).
S, 2 y 4 48 [N ZT
ngzoglbuﬂafegsfgr c%mmmm ( MtH) 587 1, f Bliysital Data

2005/ 018167
58 Ruhbel- 26 WO 2005/ 116000 PCT/ US 4 ﬁﬁﬁ‘qﬁg@r}ﬂmmmo 2

' H- NMR (400MHz, andlor MS (m/z)

Wepvtse.é@—andl_m_ws_(m_z_)
DVEO- d6) 4 = 10.73 (s, IH, 7.6 g(sdktJH‘I\H\?RtﬂOO“l\fiﬁ%DMSOd@B
HO I HN -/|{ 7.44 (m ﬁle) éilo 11101078 (s981), 7.66 (d, 7= 8.0
Z'ﬁ Hg’H)He’ 72 (2*:!19 *{i 1h{ 5. 35 18, 48144 (n, 41, 735 1,7 ~
ZNn, y ) . 3H)

S 2. & B
RO i f or ésgﬁm(mzocsésﬂ\r N/ 579. 2, f&?ﬁ% BHg.2 (4,7~ 1.6 He,
'H-ﬁl lat(j,)ol\/Hz DVBO-d6) 6 =x& 60 (s, 111)m), 8937@:,(21@),675@1 8.8

4 0|Hz, 1H), 8.44 (s, 1H), 7.96 (d, IIIZEH 35 s,ZlH),459(s
0 7,2 Hz, 111), 7.81 (t,

v 1 6.97 (d, J = 8 & e, 1H), 6.2@)348(8(26[) 221 (s, 3H).
)7[ 8NHIZ\|H 1l|:|)|)’ 6' 86 (da, J= 2.8, 8.4 HZ,Mégglcuéa%‘d%oqc”HyNzoﬁs
J=ga N e, 1), 542 ( (M+H') 579.2, found 579 1.

'H-NMR (400MHz, DMSO-d6) 5
=11.60 (s, 1H), 8.75 (d, T = 2.4
Hz, 1H), 8.44 (s, 1H), 7.96 (d, J =

o 7.2 Hz, 1H), 7.81 (t, T=7.2 Hz
O bl 2 ) >
HO/U\/O &t
y O NH 1H), 6.97 (d,7= 8.4 Hz, 1H), 6.93
o z

R L7 (d, 7=2.8 Hz, 1H), 6.86 (dd, ] =
‘ 7\ 2.8,84 Hz, 1H), 6.76 (d,] = 8.4
=) Hz, 1H), 5.42 (s, 2H), 4.50 (s,

2H), 2.27 (s, 3H). MS calculated
for CyoH,N304S (M+H") 540.1,
found 540.1.

"H-NMR (400MHz, DMSO0-dé6) &
= 11.55 (s, 1H), 7.93 (s, 1H), 7.84
(m, 3H), 7.50 (m, 2H), 7.32 (dd, J
. o . b\ O\(o = 2.0, 8.8 Hz, 1H), 7.29 (s, 1H),
AN O NH 7.22(d,J =9.6 Hz, 1H), 6.91 (d, J
F112 s = 8.4 Hz, 1H), 6.80 (d, J = 2.4 Hy,
Q 1H), 6.82 (dd, 1 =2.8, 8.8 Hz,
Q 1H), 6.72 (d, ] = 8.8 H, 1H), 5.35
(s, 2H), 4.56 (s, 2H), 2.21 (s, 3H).
MS calculated for C30Hy3N,068
(M+H") 539.1, found 539.1. J
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CZ9H22N3(C6S
2.27 (s, 311). Ms calculated for
(me) 540.(1, found 540.1. 'H NWMR (400MHz, DMSO 5260)59(()318167
we 20180 s, 1H), 7.93 (s, 111), 7.84 0 (m 31|=()T/U oo
(m 211), 7.32 (dd, J HO) 0~9 .0, 8.8 Hz, IH), 7.
n

¥ A4

2
6Compprnd] S = 8.4 Hz Cobpoun@- 89 (d, J 2.4 Hz, PHysical Data

6. P =28 88tz 1M, 672 (d D BB ak o
i, o

2
ON NI 7 d 1_06 H7 1I_D|
112 , ' ONNHF d .
(s, 1H), |F 9

rggfureH) 2. 21 (s,
gi.’r ?‘:D(]—lzgm%g (I\/EDI—I) 539. 1, f:)uno! B8@PorMS (m/z)

5/ 018167 Conppg )
127 WO 2005/ 116000 PCT/ US200 K m%@aﬂh’ DMSO0-d6) 6

' Nunmber Structure 1
mﬁp?grl\]/gopg%T g%/ ([))zrat ﬁ/s (Mz) ' H NVR (400fH¥62 (s, 1H), 7.67(d, 1= 8.4

X d, 1= 8. 4uoHE 7,541 1~ 7.6 1z, 2m)
DMBO-d6) 8 11.620(s, 1H), 7.67 (d, ¢ T , 2H),
7.54 (d, § = 7.6Ao HO o 703%99(36 15%:(3’81}’07 (d, 7=17.6 He,
3 =7.6 H, B9 (d, e

~0): O ’
1H) 5116. 92 (s O)1H), 6. 84°?g(/ ; 8.0 Hz, 1HY,6.99(d,7=8.0Hz 1H), 6.92

6. 75(d, J=B. 4Hz, 1H) . 5. 38(s, 2H), 4. 598((%,’1&?&,@‘_854(532%.0Hz, 1H),
(s, 3H). | M5 calculated for (@; OFstﬁ/go@%)(d6=MHz 150, 538 (¢
557.1, found 557.3. ' H NMVR (40QMHz, 4 ‘ » s 938 (5,

11.64 (s,| 1H, 8.13 (m 2H), 7.4°101 0 (Mp3Hise 233205 (s 30,
(br s, 3H), 7.26 (d, J ~000 MS calculated for CyyHpoF,N,04S
(M+H") 557.1, found 557.3.
'H-NMR (400MHz, DMSO0-dé6) §
= 11.64 (s, 1H), 8.13 (m, 2H), 7.49

o (m, 2H), 7.33 (br s, 3H), 7.26 (d, J
N O
HO/U\/O@ O~ = 8.4 Hz, 1H), 7.03 (dd, J = 4.0,
o/\(

NH
N y O 8.0 Hz, 1H), 6.95 (s, 1H), 6.88 (m,
F114 s
1H), 6.79 (dd, 1=3.2, 8.8 Hz,
& 1H), 5.41 (s, 2H), 4.63 (s, 2H),
OCF4

2.30 (s, 3H). MS calculated for
CarHFsN,078 (M+H) 573.1,
found 573.2.

'H-NMR (400MHz, DMSO-d6) 6
= 11.35 (s, 1H), 7.88 (m, 2H), 7.24
(t, J=28.0 Hz, IH),7.11(d, =76

o Hz, 1H), 7.03 (d, J = 9.6 Hz, 2H),

M _o O\(O ‘
HO T 6.95 (d,J = 8.4 Hz, 2H), 6.72 (4, J
N,
Yy O = 8.0 Hz, 1H), 6.65 (s, 1H), 6.58
Q (dd, T =2.4,8.8 Hz, 1H), 6.49 (4, J
OCF,

= 8.8 Hz, 1H), 5.10 (s, 2H), 4.32
(s, 2H), 1.97 (s, 3H). MS
calculated for Cy7HyoF3N,0,8

L | (M+H") 573.1, found 5732, J

F115
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= N NH
- = 8.4 Hz, 1H), 7.03 (dd, J = 4.0,
o -, -, Y- 80 H, 111), 6.95 (s, IH), 6.88
F114 O '6 723 (dd, J = 3.2, 8.8 Hz, OCF3 1HCT/BS%85/018167
MEI20 4063 (5. ot 230 (5, 3. N6 cal culated for
C27H2OF3NZO7S ( MrHH—573-1—Found-573.2 T HN\R Dt
(GooRpznd DVBO-d6) 6 =ChbpdfndS. 1H), 7. 88|(m Psical Data
7 t,J=8.0Hz, 1H),7.11 (d,J=7.6 ~0( ~ lfg'ﬁggxlé{ﬁ%Mnj(DMso-dﬁ)
7%@..%%; ) = 0.6 Hz, 2SfRuctungd v0 F115 o-H B ,
=844z [24) 672 (d J =80 H, 1H, b.65 @slorMscms
1H), 6.58] OCF3 (dd, J = 2.4, 8 8 F, PR bt Dhiso-a6) 0
= 8.8 Hz, [1H), 510 (s, 2H), 4.32 (s, 20, 1. ’
= 8.8 Hz, , V) 16878 . 11), 8.23 (m, 2H), 7.67
3H). M5 ctalculated for C27TH20F3N207S (
found 573[ 2. 128 MO 2005/ 116000 PCT/ US200NOLB46ks, 411, 7.44 m, 4m)
Conmpound ConmpoungiPhysical Data | ermStg. (F:gd,(JmlH),%B(s,
P(d, J MR 400 Mz ( 6 NYB (1 2 !
DVBO d6) S (s, 1H), 325 (My2 7.67 clH)D?.HZd,]J-4|8|)4aHz, 1H), 7.01
7.81¢m 4H), 0 Ho N o NHK 37 (Ol53 j Elzfs(a,i‘rl_:b%h}z,gl‘%[)’,s.93(s, 1H),
' -~ o- 7.27 (d . : T
'7:.&2 23 5z 8?0 I%IzH?’ll-l), 6F9 1H), @-85%dd, &d?2.4,3.8Hz, 1H), 6.76
2.4, 8.8|Hz, 1H), 6.76 (d, J ¥ 8 8 Hz, L, s %83, £19);5.37 5, 2m),
2H) 4.60 (s, 2H), 2.21 (s, 3H). MS
calculated for C3oHpsN, 048
(M+H") 565.1, found 565.1.
"H-NMR (400MHz, CDCly) 6 =
8.87 (s, 1H), 8.27 (s, 1H), 8.19 (d,
o J = 8.0 Hz, 1H), 7.79 (m, 2H),
Ho)’\/o\(i °’§ 7.63 (t, J=7.6 Hz, 1H), 7.05 (s,
o/\(/N/ O © 1H), 6.89 (s, 2H), 6.78 (m, 2H),
F117 ® N 6.71(d, J = 8.8 Hz, 1H), 5.37 (s,
N* 2H), 4.64 (s, 2H), 4.23 (1, 4H),
) 2.28 (s, 3H). MS calculated for
CoHasN,068 (M+H™) 541.1,
found 541.1.
"H-NMR (400MHz, CDCly) 6 =
7.88 (s, 1H), 7.80 (m, 2H), 7.75
o (d, T = 8.8 Hz, 1H), 7.49 (m, 2H),
HOJJ\/OTV%L o 736 (d, 1= 8.4 Hz, 1H), 7.08 (d, J
o™ ) O ° = 1.2 Hz, 1H), 6.94 (m, 2H), 6.80
F118 s (dd, 1=2.8, 8.8 Hz, 1H), 6.73 (t, ]
OQ = 8.8 Hz, 2H), 5.37 (s, 2H), 4.64
(s, 2H), 4.23 (m, 4H), 2.01 (s, 3H),
MS calculated for C5:HpsNOGS
(M+H") 540.1, found 540.2. J
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4.60 (s,

2H), 2.21 (s, 3H. M5 calc
, . ulated fo
WC3E|22;[|23)56’;%00§S 1('\/H'I-i) 565.1, found 565.1. R (400{\/Hz
7.79 (in ‘211)11) o 8. EZ) gsi I111)7, 62. (1? (gl, O RCT/LEY0PS/018167
" ’ ~ " ] = 7 6 l_IZ
| . %t')l) 7'5021(56 JN O-FLLr 04y 6897 (5, T211) p SC8 Tt
Compgundg ¢ 2H§ "4 03 o‘?hﬂdﬁ alH), 5.37 (s| N 211
I:ied ) .23 (rn, 2.28 (s, 3 SH NUER 400 MHz (DMSO-d)
N&g{{ﬁg gl ed or CSOI—BﬁmﬂQBS ( MirH+) 541, L, foi—ilﬂ/drMS(m/z)
5 MR (400MHz, CDC13) 6 = 7.88 Y en |
[““f_ﬁjo”%“)Ho _7—:’3L6_rbd O(d J =18.8 H, 111), -*H@vu(\gf(omﬂi CDCly) 6 =
F118 S 1.2 (,)1l{|)_ 2 34Hfm 1%&3 g' gg (ﬁses(d 1 =i8 ANIADH), 745 (.7
2(3.38 |2—|z|_|) 1 H) ,: %( ) =8. 8Hp- H5,5w §§H§'_261)1%%§n 2.0 Hz,
Lo e loerees 2,01 (3d . MBI &L raBef.77 (m, 26D,
2005/ 116000 PCT/ US50m51 01817 Physi ool e S me . 52206
ang’/pggnil/s I(—|mN2/R 4(1)I(—)I-M_|Z (D |@ Nunber g*gnh@%qsn%)ztzé(mM)
Hz, 2H) 70 8.%3 Hz, l2\||—|)lvR (;10 %Fa 3 Itlg 5?2“&;3}1} ™S Baldhlated for
(2;') g-lj’g (m 2H), s/ 6.70 (d, J = g_gc:i—lza 30\%%@)25581
’ [ found5581
'H-NMR (400MHz, CDCl3) 6 =
7.37(d, 7= 8.4 Hz, 2H), 7.16 (& J
Hoj\/o o - 8.4 Hz, 21, 7.03 (4,7 = 20 Hz,
[ :] o~ O 4 1H), 6.90 (m, 2H), 6.77 (d, T = 8.4
F120 ‘ s Hz, 2H), 6.70 (d, T = 8.8 Hz, 1H),
Q 5.31 (s, 2H), 4.63 (s, 2H), 4.26 (m,
OCFa 4H), 2.28 (s, 3H). MS calculated
for CagHasFsNO,S (MHH) 574.1,
found 574.1.
k_' 1-NMR (400MHz, CDCls) 6 =
735 (t, 1 ="7.6 Hz, 1H),7.28 (4,
_ 8.0 Hz, 1H),7.15 (d, ] =8.4 Hz,
2H), 7.01 (d, I = 2.0 Hz, 1H), 6.92
HOLO l o (dd, T =2.0, 8.4 Hz, 1H), 6.89 (&,
N 0 2.8 Hz, 1H), 6.79 (4, ] =8.4 Hz,
F121 Y O - 19D 67 )
s 1H), 6.77 (dd, T =2.8, 8.8 Hz,
O OCF3 1H), 6.70 (d, T = 8.8 Hz, 1H), 5.32
(s, 2H), 4.63 (s, 2H), 4.25 (m, 4H),
2.28 (s,3H). MS calculated for
CysHpsF3NO;S (MHH") 574.1,
found 574.1. J
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2H),

4.63 (s, 2H)

4.26 (rn, 4H), cF3 2.28
Bt P Sl S o
He. 2H) . 7. 16(d 8408%, SCEC&S) gl—l): ; 8; Eg JPSI/AS2005/018167
I_|Z, I_b ’H] 6 9‘) (m ")Il: o ’—,—. : X ! J = 20
70N(d1 J =8 677 (0, TJ = PiffsichiData
. )= fﬁnﬁ%tE%gD4FDF120 5.81 (s, 2H).
2. 28 ( <H N3} 400z PMSO-4)
:engOI‘ C28HRGBRANDYS (MrH) 574.1,  f oa@r MS (/)
NVR (400MHz, CDC13) S = 7 3% (t_J=76
ST (a3 B OR, 1N 715 (G S0
' = * 1 1l_|) 6 92 O - -
A Hz 1,.,) 6 89 (d SRR D.60((dd = 72 Bz, 2H), 7.56 (4, 7
6 = 8.4 Hz, F121 S 1}_ 84%12.}1}[)%&%@@51—1)708
6. 70

3 _
2H) Hqu\é‘/g: 1 2i_|) _, J =

I n, 4H

. MsSjcal cul at ed
found 574.1. 130 WO 2005/ 1 0 gglsuggg
PR3 cal Data Conpound Conpa "H NWVR 4
(DMSO- d6) Number structure & VS (rr
-NVMR (400MHz, CDC13) S

%—l S%szﬁi) §91(d,1=88

(d81 +2.4 Hz,]m) 6.97 (dd, T =

@Izﬂ@li@féfd = 8.4 Hiz, 2H),
91 M‘li 8.8 Hz, 1H), 5.35 (s,
2H), 464Z 6r8 4.25 (m, 4H),
2.29 (s, 3H). MS calculated for
C3H,sNOGS (MHH) 566.2, found

-

F123

566.2.

"H-NMR (400MHz, CDCl;) & =%
8.05 (s, 1H), 8.00 (m, 1H), 7.94
(m, 2H), 7.66 (m, 4H), 7.59 (w,
2H), 7.50 (d, T =9.2 He, 1H), 7.10

HO’U\/ \@ N:

(s, 1H), 6.99 (d, J = 8.4 Hz, 1H),
6.90 (d, 1= 8.4 Hz, 1H), 5.56 (s,
0H), 4.82 (s, 2H), 2.48 (s, 3H),
2.37 (s, 3H). MS calculated for
CaiHyN,0sS (MHH) 539.2,
found 539.2.

F124

TH-NMR (400MHz, CDCl3) 6 =
743 (d, T =8.8 Hz, 2H), 7.37(d, J
— 3.4 Hz, 2H), 7.31 (m, 3H), 7.13
(d, T = 8.8 Hz, 2H), 6.86 (d, I =
2.4 Hz, 1H), 6.76 (dd, J=2.4,8.8
Hz, 1H), 6.67 (d, J = 8.8 Hz, 1H),
5.34 (s, 2H), 4.61 (s, 2H), 2.25 (s,
3H), 2.19 (s, 3H). M3 calculated
for CsHlpeFsN,058 (MHH) 557.1,

found 557.1. J
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(d, J = 7.2 Hz, 2H), 7.56 (d, J 8.4 Hz, 2H), 742(m
, BH), 7.08 Hoo(,J:2.4Hz,1H),697( J =\
WQ20®5/18040 Hz, 1H), 6.91 (d, J = 8.8 0 Hz, ]_P(;T/U520B9018167
(d, 3 =8.4H, 24, F1226.71 (d, J =8.8 H, 1H),
35 (s, 2H) 4. 64 (s, 2H), 4.25(.
NO6S

5 ] 4H),
CsHéo'ﬁ‘Nﬁ cal cul'at ed f@ ( M+Hf 566i’§yél &l?n“
FEECLT 1H NWVR (400MHz 8DCI 3) 6 = 8. 05 ( S NidH)400 BHRDMSO-dy)
NawbdH) | 7.94 (m 2|—$trucml@6 (m 411 59 (S&d/or%’fg(m/z)

7.50 (d| J = 9.2 Hz, 1H), 7.10 Ho

iz, IH FI23 0\ 6.90 (d, J = 8.4 Hz, 1H), 5.56 (s,

2H), 4.82 (s, 2H), 2.48 (s, 3H), 2.37 (5, 3H). M

cal cul atled for JC34 /N205S (M-H539. 2,1 found 539. 2.
cbC . rd

1H NMVR (|400MHZ? 8.8 Hz, 2H),
Dlﬁ crgulétedjar 2&"124F3N2058

7.37 (d| J = 8.4 H /\(/
j F£258. 8 |Hz, 2H), 6.86 (d (Ri+FH8tz3.1, Bduhd 573.1.

6.76 (dd, J = 2.4, 8.8 F12 b. 67 (d, J =
8.8 Hz, |1H), 5.34 (s, 2H), 4 &CF 2.25 (s, CF3
3H), 2.19 (s, 3H). M cal cul ated’ for C28H24F3N205S
(MrH) 557.1, found 557.1. 131 WD 2005/116000

PCT/ US2005/ 018167 —Physi-cal—Bata—Cemotmt - ConpomiE, Poe s =
1H NMVR 400 MHz ( DVBO- d6) H-NRR HAObMitz, Ecy)

7.45 (m, 4H), 7.35 (t, ] = 8.8 Hz,
° . 1H), 7.22 (s, 1H), 7.18 (m, 2H),
Ho/l]\/o\@\ Be 6.90 (d, 7 = 3.2 Hz, 1H), 6.79 (dd,
F126 0/\g’N 7 O 7=2.38,8.8 Hz, 1H), 6.71 (d, T =
8.8 Hz, 1H), 5.34 (s, 2H), 4.64 (s,
Oroen 2H), 2.29 (s, 3H), 2.19 (s, 3H).
IMS calculated for CygH24F3N,OgS
(MAH") 573.1, found 573.1.

'H-NMR (400MHz, CDCl;) 6 =
7.62 (d, T=7.6 Hz, 2H), 7.57 (d,J

9 o — 8.4 Hz, 2H), 7.50 (m, 6H), 7,40

PO ~ _

H O NH (m, 3H) 7.34 (s, 1H), 6.94 (d, T =
O /N /

2.8 Hz, 1H), 6.83 (44, =2.8, 8.8

F127 e Hz, 1H), 6.74 (d, J = 8.8 Hz, 1H),
5.40 (s, 2H), 4.67 (s, 2H), 2.32 (s,
Q 3H), 2.23 (s, 3H). MS calculated
for Ca3HaoN,05S (M+H") 565.2,
found 565.1.
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Nunber
O-N Ms cal cul ated for

Structure and/ or

MBS (mMz) HO'-- Ol ~1 ONH

C28H24F3N206S F125 S (M+H+)

wGI®s1160bound 573.1. OCF3 1H— NVR (400MHz, CDC1BQT/5S2005/018167

7.45 (m 4H),

1H),

7.35 (t,
7.18 (m 2H),

J

6.79
Comou

N%i%’%zu

id,  F126 |
+ b_ OCF3 8.
(s, 3H, 2. 1Str(1eture3
'3N206S  (M+H) 573. 1,

go/ﬁ;}%uﬂd

= 8.8 Hz

f"

0 1H),

7.22 (s,

—~ -

96
= 2.8
, 5.

H) .

f ound

3
2

4
H

(

d
8.

%S
57

J
8
S,

C
1

3.2 P‘ﬂ%fswﬂll'ﬁata

. 1H),
i, NMR @g w{}gz OMSO0-dg)
| cul atn@dr 18 (m/z)

- N\VR

hﬂl

—C€DC13) 8 = 62 (d,
, 2H),
7.34 (s,
.83 (dd J

.23 (s Hos’lh)/

565.2, foun .
TOS/ 018167 Physi 4l

1H),
2

MHz ( DVBO- d6)

7.50 (m 6H),
6.94 (d,
8, 8 8 F127 Hz,

J

J

7.6

7. 40 8/ 4N+gz76Qs 1HIOS.19 (] 1H), 8.13 (m,

o

21 1%s, 110, 739 (i k= 8.0 Hz, 1H),

)
Hz,

V\D 2005/

/ta Conpouniii= &4 MR Tigh 1= 88

THAYMR (A0gMHg, £DCL) & =
H)67 %ﬁgHZs 0 iz, 280, 770

ﬁ?@%ﬁ%@l (s, 1H), 6.87 (4,

Hz, 1H), 5.40 (s, 2H), 4.69 (5,
2H), 2.64 (s, 3H), 231 (s, 3H).
MS calculated for C3oH24N3055
(M+H") 538.1, found 538.0. J

F129

. |(M+HY) 537.1, found 537.0.

'H-NMR (400MHz, CDCl) 6 =
7.86 (s, 1H), 7.79 (m, 2H), 7.73
(m, 2H), 7.48 (m, 2H), 7.39 (ad,7
1.6, 8.4 Hz, 1H),7.31(d, J=8.0
Hz, 1H), 7.30 (dd, T = 1.6, 6.8 Hz,
1H), 6.92 (d,J=2.8 Hz, 1H), 6.85
(dd, J = 2.8, 8.8 Hz, 1H), 6.76 (d,
— 3.8 Hz, 1H), 5.39 (s, 2H), 4.67
(s, 2H), 2.65 (s, 3H), 2.30 (s, 3H).
MS calculated for Cs HsN,0s8

F130

TH-NMR (400MHz, CDCls) 6 =
779 (s, 1H), 7.62 (d, T = 8.0 Hz,
0H), 7.47 (m, 4H), 6.90 (d,  =2.4
Hz, 1H), 6.90 (dd, J=2.8, 8.8 Hz,
1H), 6.82 (d, J = 8.4 Hz, 1H), 5.44
(s, 250), 4.74 (s, 2H), 2.75 (5, 30D,
2.37 (s, 3H). MS calculated for
CysH,oFsN,05S (MAH') 555.1,
found 555.0.

|
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Nunmber structure and/or M5 (mz) 1H NVR (400MHz,
CDC13) 5 = 8.76 (s, 1H), 8.19 (s, 1H), 8.13 (m 1H),
wQ205/1(@po J = 8.0 Hz, 2H), 7.70 0 N\ (s, 1H), FCBHESI05/018167
J =80H, 1H, HOO\N\ / 07.35 (s, 2H), 6.91 (s,
1H), 6. 87 (d Qi 1—R/II—I7 J_H)’ 677 (d, +—8-8
F128 N }' Hz, é‘gpﬁ)é‘ 2 69 ( ZH}i’hySéc.a%?ata
Cerapo 2 31 (S 3FE cal cul ated f dr HERME2ONABG BMS0-d)
Nty P38. 1, found Sdficbure * H NVR (400NHz, CDCI -
7.86 (s| 1H), 7.79 (m 2H, 7.73 (m 2H, 7.1¥ "?3%“6('“)
2Hy—7-389 \uu J =1.%6, 8.4Hz, 111), 7. 31(d, J=8.0 N -~
Ho~O 0 42, 30(dd J =1.6,6.8 HZ, oN 111),
6.92 (d, ﬁrgf 6. 85 9
(dd,J:2.8 8 smz 76(d J 858 Hz, [111), 5.39
2H), 4.67 (s, 53 2.30 (IS @leplated f 28H22F3N2058
cghqul at ed for C31H25N205§ /(I\/H—I+) 537. 1y Mﬁgg@ﬂl 153,3114)5710
1H NVR (400MHz, CDC13) 6 = 9 (s, 1H) d.
8.0 Hz, |0 2H), 7.47 (m 4H), 90 (d, J £ 2.4 HOON\
o Hz, 1H), 6.90 (dd, J = 2.8, &8 Hz, 1H), 6.82 (d, J
= 8.4 HJ, 1H), 5.44 F130 (s, 2H), 4.74 (s, 2H), 2.75.
(s, 3H, CF3 2.37 (s, 3H). M calculated for -
C28H22F3N205S (M+H}) 555.1, TH-NMR (400MHz, CDCl;) 6 =
7.71 (s, 1H), 7.36 (m, 2H), 7.32
(d, = 8.0 Hz, 1H), 7.25 (m, 1H),
O —
Ne 7.15 (m, 2H), 6.90 (4, I =2.8 Hz,
HO)K/O@ ~" \0( 1H), 6.82 (dd, T=2.8, 8.8 Hz,
QO a
F132 s~ 1H), 6.74 (d, T = 8.4 Hz, 1H), 5.35
Q OCFs (s, 2H), 4.67 (s, 2H), 2.66 (s, 3H),
2.30 (s, 3H). MS calculated for
CaeHoF3N,06S (MHH") 57101,
found 571.0.
'H-NMR (400MHz, CDCl;) 6 =
775 (d, T = 1.2 Hz, 1H), 7.58 (d, ]
HO)OK/O\@ N’ — 7.2 Hz, 2H), 7.45 (m, 6H), 6.90
o~ O ° (m, 4H), 6.85 (dd, T =2.8, 8.8 Hz,
s~ 1H), 6.76 (d, ] = 8.8 Hz, 1H), 5.37
F133
Q (s, 2H), 4.67 (s, 2H), 2.65 (s, 3H),
Q 2.30 (s, 3H). MS calculated for
C3Hy7N,05S (M+H') 563.2,
found 563.0.
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found 555.0. 133 WO 2005/ 116000 PCT/ US2005/ 018167

Physi cal
W DNEDL 6]

HO ' - MS cal cul ated for C28H22F3N206S F131 S ( M+H+)

571.1, foy

B

1

Dat a

7Compound 1
1

Nunmber Structure and/ or

Conpound Conpound '"H NMR 400 MHz

M5 (nfz) NPOI/NSZ005/018167

400NHz 13) 6

nd 571 6—6cR—HNMRL

. 7.36 (M Ripoufd 32
E)o, o N( (715?)%"2@
H . 6.82 (dd Stouetiz g

13
4.67 (s,
cal cul at e(
571.0. ' H
Hz, 1H),
6.90 HO
F133 S 1
4. 67 (s,
cal®a4 at e
563.0. 13

4

”E

. 0 HzZhyiichl Data

R 00 ik oneso

F3  1( stpd/GHilXs (m/z)

(d, J
6.90 (d,
8.8 Hz,
5.35 OO

6/74 (d,. J = 8.4 Hz, 1H),
H, 2. 66 (s, 3H),

for C28H22F3N20C6S
NVR (400I\/Hz, CDC13)
.58 (d, N~ 7 2
O O(

6. 76°( d;
H)y, 2.65 (s
d for C33H27N2058
4 WO 2005/ 116000 PCT/

2.

30
(M
5 =
Hz,

85 (dd

IR (400MHz, CDCl;) § =
8.8G) (s H),. 8777 (d, T = 4.4 Hy,
51{)%‘?@7 @iz'ﬂ)d 8.4 Hz, 1H), 7.68
(4, JT§0H§|2|)1) 7.55 (m, 1H),
H){7.4N8, 7= 8.0 Hz, 21), 6.89 (dd,
17—5 249, 1H), 6.80 (d,J =
2.4 Hz, 1H), 6.74 (d, ] = 8.8 Hz,
1H), 5.35 (s, 2H), 4.72 (s, 2H),
2.25 (s, 3H). MS calculated for
CasHaoF3N,0,S (M+H") 501.1,
found 501.1.

N 63 2
005/ 01816

F135

"H-NMR (400MHz, CDCly) 6 =
8.83 (s, 1H), 8.59 (d, I = 4.4 Hz,
1H), 7.83 (d, ] = 8.0 Hz, 1H), 7.34
(m, 2H), 7.23 (d, J = 8.0 Hz, 1H),
7.19(d,7=8.4 Hz, 1H), 7.12 (s,
1H), 6.83 (d, J = 2.8 Hz, 1H), 6.75
(dd, J=2.8, 8.8 Hz, 1H), 6.68 (d, J
= 8.8 Hz, 1H), 5.30 (s, 2H), 4.61
(s, 2H), 2.25 (s, 3H). MS
calculated for CasH3FsN,058

- (M+H") 517.1, found 517.1.

o2

'H-NMR (400MHz, CD;0D) 6 =
7.57(d, 7 =8.4 Hz, 2H), 745 (d, |
= 8.4 Hz, 2H), 7.31 (d, ] = 8.4 Hz,
2H), 7.25 (d, T = 8.4 Hz, 2H), 6.92
(d, J=2.8 Hz, 1H), 6.85-6.76 (m,
2H), 5.35 (s, 2H), 4.62 (s, 2H),
2.26 (s, 3H). MS calculated for
CarHaoFsNO6S (M+H") 600.08,

found 600.00, J
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Compound Conpound Physi cal Dat
a Nunber Structure '
WNI\/R 4%(()) OM;z_( DVMBO-d.) and/or M (mz) ' H NMWR (480,\,32
1H) 7 )57 = 8.86 (s, 1H), 8.77 (d, J = 4.4 PEI/US5/018167
(d, J =84 H, 1H), 7.68 8 Ho-0): 0 (d, J
8.0 Hz, 2HL7';R(m 1”}’ N—7—47 (T ’
o ougd__sg (dd. Flszbﬁl}; _ 0 4 88| He: }ﬁbygicszata
o 4-'722 4 Hz, 1H) 6 4zld J 8.8Hz, CF3 1[-1)NM]54Q9EMI(Z§DMSO-¢16)
Nt o FSNZE)ZS 2H, SuBButs, 3H). NS calcul at §@of A8 (w/z)
CZSH20R3N2OAS (MHH) 501.1,  found 501 1H NVR
et I AT SRR TR THANME (4004Fig, CD:0D) b =
(m 2H)| 7.2 (d, J =80 H, 1H, 7. 3‘b71th|©%|4Hz 2H), 7.65 (s
Hy ) 3gd J|= 8.0 Hz, 1H), N 7. 94 >
e 1 HT Hobtod 5 55° K i) 6 By (D, hituad gty 608
= 8.8 Hz 1H§dd5 \:_])>O (SO -;\ N CFl'(_I)’ g(dﬁﬁ:ideﬂlH):m677(m
] y . y S,
? 3_d|\/s cal cul ated for C2ZHROF3N205S (%’{,%)Fﬁ%(%?l; '63(5 2H),
8?2 |—|251;1%j 7I_ZEN(Rd(480|-|02 CD3OD) S :227](555‘1'1)(M8cqjcu1atedfor
7.31 (d] J =84 H, H os oClc:)?,I 2i'|5 :cﬂH GNQS(%*)%SW
el B80S " 13 et
. l-62—(s;—2H)
o T voret TH-NMR (400MHz, CD;0D) 8 =
7.46 (d, T = 6.8 Hz, 2H), 7.40-7.34
HOzC\/O\@ (m, 4H), 7.3 (d, T = 8.8 Hz, 2H),
0 S/N/ O o 7.17-7.12 (m, 2H), 7.04-7.00 (m,
4 @ 4H), 6.96-6.91 (m, 5SH), 6.85-6.76
Q (m, 2H), 5.33 (s, 2H), 4.62 (s, 2H),
0\@ 2.26 (s, 3H). MS calculated for
Cs7HsgNOgS (M+H) 616.17,
found 616.00.
TH-NMR (400MHz, CD;0D) 6 =
7.73-7.69 (m, 3H), 7.64-7.58 (m,
HO,G~ O :L/ oF, 4H), 7.54-7.50 (m, 1H), 6.94 (4,7
N — 2.8 Hz, 1H), 6.87-6.77 (m, 2H),
s o/\;/ O ) ( )
5.39 (s, 2H), 4.62 (s, 2H), 2.26 (s,
Q CF 3H). MS calculated for
C,7H,0F¢NO,S (M+H") 568.09,
found 568.00.
IH-NMR (400MHz, CD;0D) 6 =
7.53-7.37 (m, 4H), 7.32-7.30 (m,
HO,C_O- i oCF, 2H), 7.25 (d, I = 8.0 Hz, 2H), 7.19
N . 1H), 6.93 (d, I = 2.8 Hz, 1H),
6 o/\g y O (s, 1H) ( )
6.86-6.77 (m, 2H), 5.38 (s, 2H),
Q ook, 463 (s, 2H), 2.26 (5, 3H). MS
calculated for Cp7HoFeNOgS
(M+H") 600.08, found 600.00.
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oCF3 2.26 (s,
(MrH) 600. 08,
WOSNSWED005/ 018167  Physi cal

3H). MS cal cul ated for
found 600. 00.

C27H20F6NC6S
135 WD 2005/ 116000
Dat a Conpound ConpOUIs20054018167

NVR 400 MHz (DMSO-d6) Nunber F Structure and/or M
(riz)—H-NVR{400MHz—CD3OD)— 6= 771 {(d—3=-8-+4
%pgﬁgd 7.65 (s, Hozé?m;, didnd 4H), .7.56 (|d, J Ehysiepl Data
2 6.94 o\ / CF3 (d J = 2.8 Hz, 1HiNMR400MHZ(DMSOd5)
eN@#be. 77 (m H3 211StrwhBe (s, 2H), 4.63 (s o
2.27 (s, |3H). Ms calculated for CF3 027H20F6Neﬂ’§” S (m/z)
(MrH) 568.09, found 568.00. 'H NVR (400NHENMRIJEOMEZECD,0D) 6 =
= 7.46 (d, J = 6.8 Hz, 2H), 7.40-7.34 H (1
7.33 (d, |3 = 8.8 Hz, H), 0 7.17-7.12 (m%fé” oY, 715 .1
7.04-7.00 (m 8 8.0 61z,/181), 494-6.79 (m, 8H),
2H), 5.3B8 (s, >
calypul at ed for ?%%g(@’ 1H)"v§33 (s, 21,
616. 00. |H NMR .56, 2 3-63 k) 3H), 3.58 (s,
7.64-7.58 _(m ﬁ-l)gélli a3H§| MS calculated
H2C~- CF8 i 0 ) né H5
5.39 (s, |211), 4.62 (s, 2H), 2.26 (s, CHS" SplsReE (MHY) 49214,
cal cul ated for C27H20F6NO4S (M+H) 568. 09, [foufid19n.do.
568--00—H-NVR{(-400M-Hz —CB3CD)—6—=
'H-NMR (400MHz, CD;0D) § =
7.47 (t, ] =8.0Hz, 1H), 7.39-7.34
(m, 3H ), 7.26-7.24 (m, 1H),
H020v0©\ 7.17(s, 1H), 6.94 (d, J = 3.2 Hz,
o 1H), 6.89-6.78 (m, 4H), 5.35 (s,
2 2H), 4.64 (s, 2H), 4.62 (m, 1H),
2.27 (s, 3H), 1.33 (s, 3H), 1.31 (s,
3H). MS calculated for
CyoH,,F3NOgS (M+H') 574.1,
found 574.2.
'H-NMR (400MHz, CD;0D) 6 =
7.61-7.57 (m, 4H ), 7.40-7.35 (m,
HO,C._O _
>_ 6H ), 7.29 (t, ] = 6.8 Hz, 1H), 6.88
N pa—
o/\sr ) O (d, T = 2.8 Hz, 1H), 6.80-6.71 (m,
3 4H), 5.28 (s, 2H), 4.56 (s, 2H),
Q 4.53 (m, 1H), 2.17 (s, 3H), 1.22 (s,
Q 3H), 1.21 (s, 3H). MS calculated
for CpoH,7FsNOgS (M+H") 566.2,
found 566.2.
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;: gg (76373(?845')’ 7.32-7.30 (m i02CI-110 OCF3 2H),
Wa 200521@00Hz, 1H) HZHé ?_236; %3 (() N_2 18 A s e
OF 4.63 (5, 21, 2.26 (s, 3ty N5 A3 caiculated for
C27TH2OF6NOBS (ML) 60008 Fotnd—600-00- ated for
Eog%gg{l% I60%2 PCT/ US20Qq; 241%%67 Conpound Conpél::ﬁa%\&inata
N%l%ﬁ de) ;ﬁ d;\lg:rber (ru(;;é ur E_ NK'/RNNAR, 400'BNFR 400 MHz (DMSO-d)
25 (1 0 =80 He 2H. 7.18 (L, S e 1 s o
—oTZATn), B9 b 79 (m 8H), O O -, YHIS\R§0gMH3s, CD;0D)o=
gm)lg) 5585(2,3 3H) 2 1.2H(7s,S ng7 (2 2{*9797368%41&742737@
for C27H2 NOGS 492. 14, found Zgzgfgpig)%oeﬁxﬁig,s.&t(dj
(400VHz 747tJ_80|_|Z
7. 39- 7 B4 (m 3H) 75 nd1H) . l_ﬂkﬁz)l,ﬂ),ﬁﬂ -6.67 (m, 4H),
.94
él—%r 3.2 Hz /0,06 80- 6%&(591{3 4}5&?21{),448@1
> 2? Eg 3]1')2 812'5')3 (g 63H) ,(g. 623(Hmi) .l_ﬂrugs,a@;ng(s,m)
g?ldrcgl ated for C29H27F3NO6S H) ! 574 k.,18 %B.gIJnMS calculated for
C e CoHpFaNOgS (M+H) 540.2,
found 540.2.
'H-NMR (400MHz, CD;0D) & =
7.29-7.22 (m, 6H), 6.83 (d, T =24
HOzcvoﬁ Hz, 1H), 6.77-6.68 (m, 4H), 5.25
o> O 2— (s, 2H), 4.54 (s, 2HD), 451 (un, 1H),
B ° 2.16 (s, 3H), 1.22 (s, 3H), 1.20 (s,
Q 3H). MS calculated for
a C,eH,,CINO;S (MHHY) 524.1,
found 524.1.
'H-NMR (400MHz, CD;0D) § =
7.36-7.16 (m, 6H), 6.85 (4, 7=2.8
HO,C -0 Hz, 1H), 6.79-6.68 (m, 4H), 5.26
(s, 2H), 4.54 (s, 2H), 3.97-3.91 (m,
16 DH), 2.16 (s, 3H), 128 (t, T =7.2
Hz, 3H). MS calculated for
CysHysFsNOgS (M+H') 560.1,
found 560.2.
'H-NMR (400MHz, CD;0D) § =
7.36-7.00 (m, 6H), 6.80 (d, T=2.8
Hozcvo\ﬁ:\\ bz, 1H), 6.76-6.64 (m, 4H), 5.22
. N O s (s, 2H), 4.49 (s, 2H), 3.95-3.89 (m,
S 2H), 2.14 (s, 3H), 1.26 (1, T =72
Q OCF, Hz, 3H). MS calculated for
CysHasF3NOGS (M+H") 560.1,
found 560.2.
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"H-NVR (400MHz, CD3CD) S = 7.61-7.57 (m 4H),
7.40-7.35 (m H®X®XC-10 ~-- 6H), 7.29 (t, J = 6.8 Hz,
wakHos/166088 O01*' ~- p (d, J = 2.8 Hz, 1H), 6. 80PGI/V$2005918167
J3 4H), 5.28 (s, 2H), 4.56 (s,

: 2H), 4.53 (m 1H), 2.17
(S 3H, 1.22 (s, 3H), 1 , : —

A 7F3NOBS (M g;l’ found 566. 2.

CoBpOBIL 6000 PCT/ Us2b68P6HE 67 Physi cal | DENMICONPBHERMSO-L)

d ' H NVR 400 ddrigct@iVSO- d6)
M5 (m z)

Compou Nunber Str Mﬁ@m}
NG ' H NVR (400MHz, CD3QD) | 6 Wb i)

. . 730- 7. 23 Nl\@rﬁ4001‘f§ﬂ'8@DBOD)5=
(d, J Ho2C,,,0-,0"T-, 2.8 Hz

, 1H), 6.77 7
/ SN/ 05.26 (s, 2H), 4.53 (s!_|)2|—|), 4_7680(?5711(@7774’7-&9(@3}1)

1H), 2.17 (s, 3H), 1.20 (s, 3H), 1.18 7543734(])(111,%731@1 8.8

calcul dted for C29H27F3NOGS (MrH+) 540. ﬁz 2Hf, 006\dd, T = 1.8 Hz, I =
540. 2.

CDOD) 6= 7.29-7.2 ,

6.83 (d,'J = 2.4 ] /Q( 1) 5. 77_ g%r[b}n%%}g_cbl 2.8 Hz,
5.25 p {s, 2H), 4.52 (3, | 1 (m Ak, 6.7066mEH6 27 6
(s 3H} 1.22 (s, 3H), 1.720 3H). M

(s 3164 95-3.89 (m,
for C [28H27CINGES (MrHt) AR S AGd 053
(400MHz; CD3CD) 6 = oH), 2.18 (s, 3H), 1.26 (5,1 =7.0
Hz, 3H). MS calculated for

O, HyNOsS (MAH') 526.2, found

526.2
TH-NMR (400MHz, CD;0D) & =

\7 7.977.19 (m, 6H), 6.82 (d, T=2.8
“Ozcvoﬁ Hz, 1H), 6.78-6.67 (m, 4H), 5.23

o™ <) 4 (s, 2H), 4.53 (s, 2H), 3.96-3.91 (m,
s 2H), 2.16 (s, 3H), 1.29 (1 =7.0
O Hz, 3H). MS calculated for

o |0y HLsCINOSS (MHH) 510.1,

found 510.1.

J9

{-NMR (400MHz, CD;0D) & =
7.54-7.49 (m, 4H ), 7.34-7.23 (m,
HO@V"\@\ 7H), 6.82 (d, ] = 2.8 Hz, 1H),

o /N/ O d 6.76-6.65 (m, 4H), 5.22 (s, 25D,

° 4.50 (s, 2H), 3.92-3.87 (m, 2H),
» Q 2.12 (s, 3H), 1.23 (t, T="7.0 Hz,
3H). MS calculated for

Q C1sHagNOsS (M-HH") 552.2, found

Lf 552.2.
L
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7.36-7.16 (m 6H), 6.85 (d, J =
, O. , = 2.8 Ho2C, ,o0
Wé;go,mgﬁ-oggzg. gi (m 4H), 5.26 o Np (s, 2H), 4. 5ZIZ’(s
91 (m -6, J6 S 2H), 2.16 (s, 3HCT/USRBS/018167

(t’ J 7.2 Hz 3H) MBS cal a
) . cul E
C28H25F3NOG6S (MtH+) 560.-1, ted for ocF3

(400 D3 - eouRe—5602r -1 (Kgs
Compgumz c. (?3?426 ﬁ)ozipg% .00 (m 6I—I)46 SOF 1c61Data

6.64. (m 4H) , HNVIR40MHzDMSO- -dg)
Nslﬁgbe H), 4. 49 (s, 2Htru@udb-3.89 (m  S|0 I7 Lk M3l 6
Bbe ' 126 (t. J =7.2 0 cF3 Hz, 3H . MS v M8 (A

cal ol
e CUtT

atet—for—C28HZ5F3NC6S ( M+ D)6 =

gg?ézboﬁgguxg 2:805/ 116000 PCT5 usgboogfglsi@};l\f?gg%ﬁgﬁ 4)3 @7
Nunber |Structur eng(r)]u?gr 1DSNN§1 200 Mz (e (S I%#Q 727 (4, T=8.8 Hz,
CD3OD) 5 7 o, , 1H) (7 ?7- 71(I;|-9NM‘(_%&§6 (

. 43-7.40 0 (m 2H) VIR I FIglfiu—1>’3>313411)x 2.8 Hz, 1H),
(_dd 8J 1.8 Hz, ,_% O B e ,1?_§d'[2%7(§1531%) 5.25 (5, 210,
2 4 B3 (s Szf.) ”"3 5 7806.68 (m 4by, ;5 @S 95398 20,
1.26 (t] 3 =7.0 Hz, 3H). 0 m 2R, 2138 smAbe 1-7.05
C31H28h#138 (MA- H+) 526. 2, foun'g 526. 2. 3H)(.)1r\/IS calculated for

C,sHysFaNOsS (MHH) 544.1,
found 544.1. |
f TH-NMR (400MHz, CD;0D) & =
7 54742 (m, 4H), 7.25 (d,7=8.8
Hz, 2H ), 6.83 (4, 1= 2.8 Hz, 1H),
Hozo\/o\@ 6.79-6.67 (m, 4H), 5.25 (s, 2H),
12 O/TN/ O J 4.53 (s, 2H), 3.96-3.91 (m, 2H),
O . 2.16 (s, 3H), 1.28 (1, 1 =7.0 Hz,
3H). MS calculated for
C,sHasFsNOsS (MHH') 544.1,
found 544.1.
FH-NMR (400MHz, CD;0D) 6 =
7.60 (d, 7= 8.0 Hz, 2H), 7.39 (4, §
— 8.4 Hz, 2H), 7.30 (4,1 = 8.8 Hz,
H°2°V°\©\ 2H), 6.85 (d, I = 2.8 Hz, 1H),
O/YN/ O d 6.80-6.69 (m, 4H), 5.27 (s, 2H),
13 ° 454 (s, 2H), 3.98-3.93 (m, 2H),
O 2.17 (s, 3H), 1.29 (¢, = 7.0 Hz,
SCFs 3H). MS calculated for
C,sH,sFsNOsS, (MHH) 576.1,
found 576.1. J
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1H NMR (400MHz, CD3CD) 8
(d,
W@ 2005(1 86002 H) |,
2.16 (s,

J

for C

i (400@2,711) ,

Compopgn
Nufdbef 11
2H),

2.8 Ho2c~ Hz,
4.53 (s,
3H), 1.29 (t,

1H),
2H),

3.96-3.91 (m
J

=7.0 Hz, 3H).

103

7.27-7.19 (m 6H),
6.78-6.67 (m 4H),

6. 82
5.23

J9 BCH$2005/018167
MS cal cul at ed

C27H2ECINOSS { M+
CD3CD) 8
6,82 (

T |r\) JLU. 1,

élo?nj(ﬁﬁna 49 ( m

), 5.22 (s, zsgructune.so (s, 2H) ,
10 2.12 (s, 3H),1.23 (t. J =70

4H )
111),

J

foung

o1 Ufhysncﬂ'l?m
‘H NI 40P Y1k, (B%ISO )

3. 92 3and/br KB Ym/z)

Hz AN

ceatcut=a
139 ‘WO
Conpoun
Structu
7.55 (d
=8. OHz,
258 Hz,
311 4.5
2.16(s,
C28H25F]
(400MHz,

8.8 H,

ted for C33H30NO55 (M+H) 552. 2, f
2005/ 116000 PCT/ US2005/ 018167 PH
d Conmpound 'H NMR 400 MHz (DMSO- 0
re and/or M5 (mz) 1H NVR (400
J=8. A~ .43 (d,J
PH), 7. 27(d,

1H), o p 6.80-6.
B (s, 2H), 3.96-3.9
8H), 1. 29(t, J=7. OHz,
BNCES (MtH) 544. 1,
CD3CD) 8
2H),

f ound 544 1.
7.54-7.42 (m 4H),
6.83 (d, J = 2.8 Hz, 1H),

N
TH PR (498MHz, CD;0D) 8 =
1§64l (mPat)a7.27 (d, T = 8.8

§2 2%%%& L~ 28 Hiz, 150)

6.81-6.68 (m, 4H), 5.25 (s, 2H),
%Q g?ﬁﬂ%@ 1063 9F (m, 2H),
2. 16(s,3H) 129 (t, 1="7.0 Hz,
§Igz &idl catededfrar

ﬁzgggF%\{ﬁ);,Sz ) 5761,

found 576.1.

-

J15

'H-NMR (400MHz, CD;0D) é =
7.45 (4,3 = 8.4 Hz, 2H), 7.30 (4,7
- 8.8 Hz, 2H), 7.19 (d, 7= 8.8 Hz,
OH), 6.85 (d, J=2.8 Hz, 1H),
6.80-6.69 (m, 4H), 5.26 (s, 2H),

- 4.54 (s, 2H), 3.97-3.92 (i, 2H),

2.16 (s, 3H), 1.28 (t, § =7.0 Hz,
3H). MS calculated for
C7H,sBINO5S (M+H") 554.1,
found 554.1.

J16

'H-NMR (400MHz, CD;0D) 8 =
7.56-7.51 (m, 5H), 7.37-7.26 (m,
6H), 7.14 (t, J = 7.6 Hz, 2H), 6.85
(d, 7=2.8 Hz, 1H), 6.81-6.68 (0,
3H), 5.27 (s, 2H), 4.54 (s, 2H),
3.59 (s, 3H), 2.18 (s, 3H). MS
calculated for CaHagNOsS
(M+H") 538.2, found 538.2.
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Ho2C, 06. 79-6. 67 (m 4H),

5.25 (s, 2H), 60~1\ /
W&Lﬂg}g/lg;obo ?H)_, 73i)96-3. 91 (m 2H), J12 2.16 (s, 3H)0,
Hz CF3 3H). Ms cal cul at ed POF/US2005/018167

C2BHRSFINCES (M) 5441 Tound 544.1 'HNWR
EB S—= 60 (U J = 8.0 4 2
= ! - ! !h 1 %
Co%%ouljd =8. 4Hz, 2H) , 7 (3Mfdusds. 8Hz, Ho2C, ,OH’ZPFQY;“? aa
' 2.8 Hz, 1H), pi1f \ / O 6.80- ¢4 0 Hz(ngo-dﬁ)
Namber (9, 2 6] 64 N} U
S (4 H). J13 4SGHCEe ), 3.08-3] 93 (mndfﬂmé(m/z)
. (d, 3H), 1.29 (t, J = 7.0 Hz  SCF2 3H
576. 1 mtﬁfyrzoocé?m“m\msz (MeH+) 57687 ’Rﬁ‘fé ,CD:0D) 6=
- 116000 PCT/ US2005/ OlE‘ﬂ.ﬁ t, T PRY S 7.29-7.27
Dat 2 Copound Conpound ' H NVR 400 MHz ([ A 19 o, 1
Cléscf)r St r uct w r M (miz)o—H NI\/R 8-7.12 (m, 2H), 7.07
o ol ge (7é|45~1(r—n 278 c?—/|z\7f/’h27 j = 8.6 7536 (m, 41D, 674
(W#D 5.25 (s, 2H), s NHSZZ, ééﬁ’.svg(&%%@s.@@(s,zﬂ),453 G,
5963 b1 (m o), Jia 2 14 [eror) | 1 BORISLr T
. cal Cu t ! . !
576. 1, f ound 576. 1a ed for 8H25F3N%SgCélMﬁhﬁd)fOIC”Hz?,F;;NOsS
(M+H") 546.1, found 546.1.
'H-NMR (400MHz, CD;0D) &=
7.34 (d, J = 8.8 Hz, 2H), 7.18-7.11
HOZCVO\@ o— (m, 3H), 6.93-6.88 (m, 2H), 6.82
N,
” o/\: ) O (d, J = 2.8 Hz, 1H), 6.80-6.66 (m,
3H), 5.25 (s, 2H), 4.52 (s, 2H),
Q 3.57 (s, 3H), 2.16 (s, 3H). MS
0CFs calculated for CyHFaNOGS
(M+H") 546.1, found 546.1.
r TI-NMR (400MHz, CD;OD) 6 =
7.5 (t, J = 8.0 Hz, 2H), 7.44-7.38
HO,C.__O.
o N o— (m, 2H), 7.16-7.11 (m, 15), 6.91-
19 o’\g// O 6.67 (m, 6H), 5.27 (s, 2H), 4.53 (5,
Q - o), 3.59 (s, 3H), 2.16 (5, 3H).
) MS calculated for CoHzsFsNOsS
(M+H") 530.1, found 530.1.
T 'H-NMR (400MHz, CD;0D) & =
HOZCVO o 7.56-7.45 (m, 4H), 7.12 (t, J=84
[ j\ N O Hz, 1H), 6.89-6.66 (m, 6H), 5.26
120 s (s, 2H), 4.52 (s, 2H), 3.57 (s, 380,
Q 2.15 (s, 3H). MS calculated for
CF,4 C7HasFsNOsS (M+H") 530.1,
found 530.1.
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' H NMR (400MHz, CD30D) 5 = 7.45 (d, j

7.30 (d, 3
W@ 2@5/1{@p0 J =
4H) 5.26 (s,

2.16 (s, :3|:|) 28 {+ 1=
,u—IUI'IL

H = 8.4 Hz, 2
=8. 8Hz, 2H), 7. 19(d, J=8. 8Hz, Ho2c, , o 2H)H)’

2.8 Hz, 1H), 01-1y O N 6. 80- 6. GBCT/IH2005/018167

2H) J15 4.54 (s, 2H),

3.97-3.92 (m

caI cuI ited for C27 Bk g (MeH)
Copmound |' 4 NVR (400%‘3’ %%O)) 8 =

N;i& 7.126 (m  HoZc~$traetuéd)
or raetu , (.14
6.85 S (d, J =2.8 Hz, 1H), 6.81-6.168

554.

7. 56- 7‘115%15 AQ0 My PMSO-4)

(t,

Nunber BStruct
CD30r. 38 (t,

2H), 3.59 (s,
C27H23F3NO6S
(400MHz,
HO Cvo

2.

2Hp2c 11 0 -
6.?2- J17 5 6.67 (m 2H),

SH .54 (s, 2H), 3.59 (& NgRy400yHz,&D;0D) 8=
cal cul ated for C32H28NCGS
found 588.2. 141 WO 2005/116000 PCT/ US2 LT 5038, 40,751

Physi cal Data Conpoupnd Conpound 1H NWVR

m&%&g&‘; MS (mMz)o— HN
J = 8. E m 1H),

6 1-- N o (
5,

(s,
3H), 2.17 (s,

7 7.92-6;

2H),

“SOf5 cal c Is@testnf 017 (s, 38). MS

(M-H) 546.1, found 546. 1.

CDS(D) 6 7.34 (d, J = 8.8 HZ ulateﬁf 274123 055,
“(in, 3H), 6.93-6.88 (rn, et agoredt
8 Hz, 1H). 6.80-6.66 (m

2H),

118

Br ﬁﬁ‘)sicai\ﬁata

= 7. falEMs (w/z)

O DA 0.
_gqmm 6.91-6.87 (m, 2H),
6%&18 Jzélﬁz (41, 6.81-6.67

| 53() (5§7 (s 52 (s, 2H),

®r+83 56:1)11 'fo‘ctnd 562.0.
3 H)

(d, J =

(s,

122

2H), 7\ 3.57 (s, 3H),

HO,C._O

/N
o/\sr/

SCFs

2. 1e“H(1‘§\4; @@Wﬁffvgmom o=

7.59 (t, J = 8.0 Hz, 2H), 738 (1,7
= 8.4 Hz, 2H), 7.14 (t, T=8.0 Hz,
1H), 6.95-6.87 (m, 2H), 6.83 (d,]
— 3.2 Hz, 1H), 6.81-6.67 (m, 3H),
5.27 (s, 2H), 4.53 (s, 2H), 3.56 (5,
3H), 2.17 (s, 3H). MS calculated
for CpyHasFaNOsS, (M+H") 562.1,
found 562.0.

123

{-NMR (400MHz, CD;0D) 6 =
7.80 (s, 1H), 7.77-7.68 (m, 4H),
7.42-7.38 (m, 2H), 7.26 (dd,J=
1.6 Hz, J = 8.4 Hz, 1H), 7.08 (1, J
- 8.0 Hz, 1H), 6.95-6.93 (m, 2H),
6.84 (d,J = 2.8 Hz, 1H), 6.78-6.68
(m, 2E), 5.27 (s, 2H), 4.53 (s, 2H),
3.50 (s, 3H), 2.17 (s, 3H). MS
calculated for CsoHeNOsS
(M+H") 512.1, found 512.1.
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oCF3 cal cul ated for C27H23F3NOG6S (
' MrH+) 546. 1, f
W(E-I;lb;)./zli. H NVR (400MHz, CD3QOD) 5= 7. 55)(t, J = S?ch)nd
1|_g ° ?03(17-' 44-7.38 HO Coo o- (rn, 2H), 7.16- 7PQWUEI0P5/018167
110 2kh 3 r 0 6.67 (m 6H, 5.27 (s, 2H, 4.53 (s
g’ 59—@5—‘34:9—"‘5 +6—s,—3H ’
L ) ) 5 NS N
ﬁzogg'eﬁg ated for C27THe3E3NGR® (MrH+) 530] 1, f Gysical Data
C L H NWR (400|\/Hz CD3OD) 5 = 7. 53‘];1N4«914(qq]1\/[}g|_(5)MSO-d6)
Nimbér (0, J = 5.4 HoZRruefUre o-  Hz, 1H), 6. 89- Gubr (8Tm)
3.H2’ 5'%5 A/lg (3\3/H)(s, 2H) . 4.52 (s, l_Ii\fM 3 57 {5
K : S, VB cal cul at ed f §F-NMR (400MHz2, TD;0D) &=
2005/ 116000 PCT] US20p5/ 018167 _Physi cal |t 4 COMpONNS s s5¢
. si ca
Cog‘/pound H Wﬁm ( DNVBO- d?_)f NuTh i %&} Qfﬂgzﬂ) 6.86
R PR 409\ CDBCD) @J:=287H59H1@82669(m,
2%4 . , rn, 1H), 7.5Bs,Y1H), 7. '7f81((2
- 7.13 (t, J HO G ~o0 o- 0 M 1 s,ﬁ}455(s2H)
(3|r_n|) Zgi) >76i84 (2d’ J =2.8 H), 6.81- 6676@ 3HJ'2117(8,3H) MS
, 4 S N
» 2H, 4.52 (s, ( ,  SUERculated for CysHasCINOsS
(M+H") 496.1, found 496.0.
'H-NMR (400MHz, CD;0D) & =
7.48 (4,7 =8.4 Hz, 2H), 721 (4,
HO,C._O l o _ 8.4 Hz, 2H), 7.16 (1, J=8.2Hz,
1H), 6.94-6.92 (m, 2H), 6.87 (d,
O/\(N/ O )
125 S —13.2 Hz, 1H), 6.83-6.70 (m, 3H),
Q 5.29 (s, 2H), 4.55 (s, 2H), 3.62 (s,
Br 3H), 2.17 (s, 3H). MS calculated
for CpcHasBINOsS (MHH) 540.0,
found 540.1.
'H-NMR (400MHz, CD;0OD) & =
7.57 (d, T=8.0 Hz, 1H), 7.50 (s,
1), 7.47-7.37 (m, 2H), 7.27 (&, I
Hozc\/o\E‘:L - 8.8 Hz, 2H), 6.83 (d, T =2.8 Hz,
79(d, J=8. 2H),
6 o O d 1H), 6.79 (d, = 8.8 Hz, 2H)
S 6.76-6.67 (m, 2H), 5.25 (s, 2H),
O SCFs 4.53 (s, 2H), 3.70 (s, 3H), 2.17 (s,
3H). MS calculated for
CyrHyF3NOsS, (MHH') 562.1,
found 562.0.
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| ated for

3.58 (s, 3H), 2.17 (s, 3H. M5 calcu '

CZ7I—|2(3F3NOEI)82 (I\/H-I—I) 562.1, found 562.0. H NVR -
W@ 208090 CD3OD) 6 = 7.59 (t, 3 = 8.0 Hz, 2H)PCTUSB05/0181

=8. bz, 211), 7. 14(t, J=8. OHz, H02C~o O 1H),

6,056, 37/ (m  211) | 6. 83 -3 A P~
Compeme| (n 3H),  J22Chmpauis, 2H), 4.53 |(s, ZH?YS‘ca‘Data
3.56 SCF3 3H), 2.17 (s, 3H). Ms cal cuyl %ﬁ%&@&MHz(DMSO—d@
c%‘?@é%sl\lossz (MrH+) 5&uehires ound 562. 0. [1H N N =
CD3CD) - 6= 7.80 (s. 1H), 7.77-7./68 (xmpdogMS (m/z)
7.42-7.38/ (m 2H), 7.26 (dd, J = I_I-_IOZﬁ Og 1;-151\/[1{'%40 HZ CD;0D) 6=
' 7.08 (t, J i 011,--T- N =
695693 (m 2, 323 6,84 (d ) = 2.8 It QR 4tk om, 330
6.78-6.68 / \ tmo26) L 5.27 (s, 2H), 4.53 48sH2bM), 721 (d 1-s84 5,
3.50 (s, [3H), 2.17 ( "D\r cal C“' atec%&um 2.4 Hz, 1H), 6.84
C30HR6N05S (MHH) 512.71, 90 g. 143
2005/'116J00 PCT/ US2005/ 0181 ~ - Physif@dl=at20H), 6.80-6.70 (m,
Conpound |Compound ' H NMR 400 (%Oo Mdf DH W%EE@,%(S,ZH;
MS (mz) 1 , N
755 728 (m 4k 7015 (1, o8 0 HooCpt )2 Mg, 31, i
6. 94-6: 95. (m 2H), 6.86 | o~"Y- (Eé J4=55al&ldfgifor%§3BrN058
o q J24 3H), 5.28 (s, 2H), 4.
S' §2 9'36\’3}(—:\m 217 /I:? 3H). M5 Cl cal cul gli/lélg)éﬂ} found 540.0.
SelD 35S ' 'H-NMR (400MHz, CD,0D) § =
7.25 (t, J=8.0 Hz, 2H), 7.18 (1, J
HOzC\/Oﬁ oot = 8.0 Hz, 2H), 6.97-6.79 (m, 8H),
=N 6.73-6.71 1H), 5.33 (s, 2H),
121 O/\sr/ O (. 1D %25
4.57 (s, 2H), 3.62 (s, 3H), 3.58 (s,
O ocm, 3H), 2.12 (s, 3H). MS calculated
for Cy;H,6NOsS (M+H+) 492,14,
found 492.00.
'H-NMR (400MHz, CD;0D) 6 =
8.16 (d, J = 2.0 Hz, 1H), 7.75 (dd,
J=2.4HZ,J=8.8HZ, 1H), 7.57-
7.54 (m, 4H), 7.37-7.30 (m, 4H),
7.28-7.24 (m, 1H), 6.84 (d, T=2.8
K2

Hz, 1H), 6.77-6.68 (m, 3H), 5.27
(s, 2H), 4.53 (s, 2H), 3.81 (s, 3H),
2.17 (s, 3H). MS calculated for
C31HpN,058 (M+H"Y) 539.2,
found 539.1.
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(MtH+) 496.1, found 496.0. 1H NWR (400MHz, CD3OD) 5 =
7.48 (d, J = 8.4 Hz, 2H), 7.21 (d, J = 8.4 Hz, 2H),
Wa208/1{dop0 J = 8.2 Hz, Ho2C, , o o- 1H), 6.94- 6GPORUEINS/018167
2H), 6.87 (d, J ~~o0o N= 3.2 Hz, 1H), 6.83-6.70 (m
§H)1’7 J25 M5 calcg QS (Bb’fén) ’ng béB'(l' hysiedlData
. , . ca r or
Compgues found 540. 1. g‘b@ NVR (400MHz, @)NI\GIMOB'S;II@FRISO d)
N&ﬂ% 8.0 Hz, 1H),SGFu68r(s, 1H, 7.47-7. 37 Mt
, J Hb2Q0~o0 L = 8.8 Hz, 2H), 6 83 (d,J o -
L He N 1H), 6. 79 (d, J = 8.8 Hz, 2FD[IHW%(@0BAHZ,%D30D)6
6.76-6./67 (m 2H) 5.25 (s, 2H), | \ SGF3.7ss5%3, 45,7.41-7.34 (m,
2H), 3.[70 (s, 3H) 17 (s, 3H). Ms callcul f.or 17
C27H23FBNCBSOP MY 562, 1,  fo nd 562. 0. G & . 691 @
2005/ 116000 PCT/ US b e I“(pound CR.APIRLAR 6.86 (d, J=2.8Hz,
Physical Data Nunber Strsef ure :H: NIVR 4% %669( 2H), 527 6,
( O dp) and/or M5 (m z) NMR (400
7.48 (d| J= 8.4 Hz, 2H), (d, J H02C2i§)115%(5 2196 (s, 610,
2H), 7.21 (d, J = 8.4 Hz, 2H)1 6. 872.ﬁ¢(s,3h)?hd§ca4culatedfor
Hz, 1H)| 6.84 J27 Is o (d, ¥ =8.8 Hz, P1 R
6.80-6.70 (m 2H), 5.28 (s, ), 4.56 (>C,33HQ]SBQ4S(1%TH)551-2,
3.71 (s, 3H), 2.16 (s, 3H). M found 551.2.
"H-NMR (400MHz, CD;0D) 6 =
’ 788 (d, T = 8.4 Hz, 4H), 7.58-7.55
HO.C-_O- i o (m, 6H), 7.37-7.32 (m, 4H), 7.28-
N ) 725 (m, 1H), 6.85 (4, T=2.8 Hz,
s
1H), 6.78-6.68 (m, 2H), 5.29 (s,
K4 O 2H), 4.53 (s, 2H), 2.50 (s, 3H),
Q 2.18 (s, 3H). MS calculated for
Cs3HpsNOsS (M+H") 550.2, found
550.2.
'1-NMR (400MHz, CD;0D) 6 =
7.59-7.55 (m, 4FD), 7.37-7.33 (m,
HOzC\/O\©\ 6H), 7.29-7.26 (m, 1H), 6.86 (,J
o~ O o _ 2.8 Hz, 1H), 6.78-6.68 (m, 2H),
>~ b 5.27 (s, 2H), 4.55 (s, 2H), 4.72
® Q om, 1H), 2.50 (s, 3H), 2.18 (s,
Q 3H), 1.90-1.52 (m, 8H). MS
calculated for CasHzaNOsS
(M+H") 592.2, found 592.2.
L
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d
cal cul ated for C26H23Br NGBS (MrH+) 540.0, found
540.0. 'H NWR (400MHz, CD30CD) 6 = 7.25 (t, J =8.0
wWoi20052H0p0 7. 18 (t, J HO2C o OCH = 8.0 Hz, 211)PCT/US2005/018167
6.97-6.79 ~ ~ N3 (m 8H, J21 o | 6.73-6.71 (m 1H),
5 33 (S 2H) 4-57 b, 2141 ) 362 (Q QH\ 3.58 (S
oEamEeRpd 2. 12 (5, 3M) CoModupicul at ed T or | C27 PRSI Data
) found 492.00. 1H NWR (400
r\/hglﬂib 497 i4,2 0 bz 1r§tractums (dd.  HO, C EIN%%))MHZ(DMSO-M
il S LH) 7.57 pI"YN N\ 7.54 (m_4H), 7.3Wd6:89Gms)
(ni, 4H), | K2'S 7.28-7.24 (m 1H), 6.8 (Ojg @OOMHZ CD;OD) § =
Mz, 1), .77-6.68 (m 3H), 5 27 (s, 2H). 4.53 1
2H), 3,81 (s, o0 2l17 (s, 3H . MB cal cuf/at-@4l froi6H), 7.36-7.31 (m,
C3LH27N20BS (MrH) 58932,  found 539. 1I é;lEHYst 7.24 (1, 3H), 6.84 (4, J
PCT/ US200 C
(23805/ 1%0)8' R 400 M .“_. N §| er SRRt YPeb.77-6.67 (m, 28),
(m 4H), r.41-7.34 (m Ho2c- .= A, 7. %? %n%? 83274(m,3H)
A L 1H) 6. 79 6. 69 (m @ . 5.27 (chMQSH[)—I)II41.07(m,6H).
4.55 (s, 211), 2.96 (s, 6H), i-|':::7 (525. gI_DM?g@cr}llgtedforC%HﬁNzOﬁ
j,"i‘lqcﬁl ated for C33H3IN204S (MrHt) 7 [(MHHD) 607.2, found 607 3.
I L.TZLT
'H-NMR (400MHz, CD;0D) § =
7.59-7.56 (m, 5H), 7.38-7.25 (m,
7H), 7.10 (t, T = 8.8 Hz, 1H), 6.85
7 (d, ] =2.8 Hz, 1H), 6.78-6.69 (m,
2H), 5.27 (s, 2H), 4.54 (s, 2H),
2.18 (s, 3H). MS calculated for
CsHzsFNO,S (M+H*) 526.1,
found 526.1.
'H-NMR (400MHz, CD;0D) § =
7.62(d, T = 8.4 Hz, 4H), 7.49-7.30
(m, 7H), 7.07-7.02 (m, 2H), 6.89
- (d, J=2.8 Hz, 1H), 6.82-6.71 (m,
2H), 5.30 (s, 2H), 4.56 (s, 2H),
2.17 (s, 3H). MS calculated for
C31H2,CIFNO,S (M+H") 560.1,
L found 560.1. _f
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H VR E(Sgoom%, CgED(I)) 5= 7.88 (d, J =8
.58-7. o (m , 7.37-7.32 -
WOIDS11600@ o~N f 7.25 (m 1H), 6. ég‘(é‘H’a L5

.4 Hz, 4H),

2. BCHES2005018167

1H), 6.78-6.68 (m 2H), 5.29 (s, K4, 2H), 4.53 (s

OH). 2.50 (s, 3H). 2 18 {s5—3H—NE

Compgiets)

Ngﬁl)ger 7.

fin
SR < tm 7.37-

7.3 MR‘}%N@Z(D 80-d)
29-7.26 (m 1$l)ruct3r€86 (d, J -6 01’ Elﬂﬂ Nnélomsmlg

oﬁﬁ&md 550.2. 1 OOM—IZ

1H), 6.78-6.68 (m 2H)., s 5 27\(s  2H —4-55——

—‘*‘(b, LI_I')

472 K5 9m 1H), 2.50 (s, 3H),| 2.18 (s, 3

1.90-1.152 (m 8H). cal cul =
ated for CIBREMREEEEHz CD:OD)o=
é’gﬁTﬁJ)Szggz :: Ji\l%ad R92. 2. 146 MO 2005/156060Qm, 41), 7.41-7.15 (.
Numb 5/ 018167 " 1Col 9% oynd Physn cal Dat ’
() |HAVR (400MD, O O LR B - 1
(m9 6H) e 31 (o COST) 6 = Ho2eH 6@57(5(41;%)55130@,214)
(H),26. 4 (d, J K6 S/ N-2 %Eﬁ( 213})53}1/)MS
1{1”') ';) 3_\2 $-4(2r7n (:S%H) 2H),2 . Sé 2|—|) @ ted g §iNOSS
' ; . ) . 11 ¥
?H). cal cul ated for C36H35N205S )(M%&Q% 5&71 foBRd 544.1.
7Oggd ° Z ?’M .—H.;NNR (400MHz, CD3QD) HOZCvn I
a {—SH)—7-38-7.25 (m 1HNMR(4OOMHZ,CD3OD)5~
| $.06 (s, 1), 7.85 (d, T =7.6 Iz,
HO,C._-C Q
i ﬁ 1H), 7.69 (d, I =7.6 hz, 1H), 7.58-
o™ ’
/\g y O 7.54 (m, 4H), 7.40-7.25 (m, 6H),
K10 6.86 (d, T = 2.4 Hz, 1H), 6.79-6.69
Q (m, 2H), 5.30 (s, 2D, 4.54 (5, 2H),
Q 237 (s, 3H), 2.18 (5, 3H). MS
calculated for CasHasNOsS
(M+§1*) 550.2, found 550.2.

K11

H-NMR (400MFHz, CD;0D) 8 =
7.67 (d, 1 = 8.4 Hz, 2H), 7.54-748

HO.C.._O
o Wi\:L y Hn—< (0, SH), 7.36-7.24 (m, 6H), 6.84
O/\g/ Y O (d, 7= 2.8 Hz, 1H), 6.77-6.67 (m,

° 2H), 5.26 (s, 2H), 4.53 (s, 2H),
Q 9.80-2.72 (m, 1H), 2.17 (s, 3H),
Q 0.70-0.53 (m, 4H). MS calculated
for CasHaN;0sS (MHH) 591.2,
found 591.2.
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~ -

J

0
(d,

wdad284/1{®p0 214) ,

F 7H),
28HZ,

7.10 (t, J = 8.8 Hz,
1H), 6.78-6.69 (m 2H),
2.18 (s) 3H). Ms cal cul at

1H),
5.

6.85 K7
27 (s, 2H),
ed fPCT/US2005/018167

C31 H25FNO4S (MrH) 526.1, found 526.1. ' H NVR (400M,
CD30D)— 6= Ho2Ee—o—+—C—7—62—(-eh—3—=8A4+
@mﬂﬁﬁuz,dsa o~N \ / ch,ﬁgo,m 7.07-7.02 |(m 2?&1%"6“1?@“
KS (d, = 2.8 Hz, 82-6.71 (m \ |2H} NMR 480MEIE DMSO-d,)
a¥ymber, 55 (s, 2H). ZSII'MCEUG 3H). M cal dul ated ({/%'iws .
CZI H24Cl FNOAS (MrH#+) 560.1, , found 560.[1. 14% (m/z)
2005/ 116P00 PCT/ US2005/ 018167 Physi cal O ! AR _
Conpound| 1H NVR 400 (DMBO- d6) _Nunber| struct uir\)/&ﬂdcmomﬁ
and/ or M5 (mmc_b ( 400VHz, ) S7-25-Ho@uTDF7-37-7.26 (m,
7.63-7.6p (m 4H) 1-7. 1\5 : p~N F6I§>3"BS4(€ 38=728Hz 1H),
(d, J = 2.8 Hz, & 8T 2H) | % 21,
K9 4,54 (s, 2 17 (s, cal cul &%@6 @ 21D, 528 (s, 2H),
csfH%4F2\|04s (M+H+) 544. 1,/T9und 544. 1. |4344sNWR 3.64-3.23 (m, 4H),
(400MHz, | CDBCD) S = 8.06 (5 , 7.85 ( = 7.
liz, Ho2t, ,0 0 1H), 7.69 (d. )& = 7.6 hz,9’15—&’,3}1'}.157211'4&@61{)'
PN 7.54 {m 4H), 7.40-7.25 (M_BH), S 6. 86 chlolatell for CsHzN,0sS
2.4 Hz, IH), 6.79-6.69 K10 / \ (m 2H), 53054 §0.28dk6102.
4.54 (s, |2H), 2.37 (s, 3H), 2.18 (s, 3H| M
calculated tor C33HZBENOGS )
H-NMR (400MHz, CD;0D) 6 =
C f} 7.59-7.53 (m, 6H), 7.39-7.26 (m,
N

K13

HOZCVO\@\
o NN
oY,

@
O

(e}

7H), 6.87 (d, ] =2.4 Hz, 1H),
6.80-6.69 (m, 2H), 5.29 (s, 2H),
4.55 (s, 2H), 3.70-3.25 (m, 8H),
2.17 (s, 3H). MS calculated for
C36H33N,06S (M+H") 621.2,
found 621.2.

K14

Cl
/
O

VA
&
O

HOZCVO\@\
o NN

S

'H-NMR (400MHz, CD;0D) 6 =
7.56 (d, T = 8.0 Hz, 4H), 7.48 (d, J
= 1.6 Hz, 1H), 7.37-7.25 (m, 6H),
6.93 (d, J = 8.4 Hz, 4H), 6.84 (d, J
= 2.8 Hz, 1H), 6.77-6.68 (m, 2H),
5.26 (s, 2H), 4.54 (s, 2H), 3.79 (s,
3H), 2.18 (s, 3H). MS calculated
for Cs,Hy;CINOsS (M+H") 572.1,
found 572.1.
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( MtH+) 550. 2,
7.67 (d,

J 8.4 Hz
WG R)05/176086- 7. 24 (m 6H),

f ound 550. 2.
2H),

1H NMR (OOM Hz, CD3QD) 6

7.54-7.48 Ho2C~0 HN---Q (m

6.77-6.67 (m  2H), 5 26 (s, 20y, (d53J(; 2oy e
SR ol Gamgices (] o2 (B
T e e
DVBO- ngﬁsba?d/m MS (mz) 'H NVR (4000MHz '\ﬁdﬁmswz’
N' b62e|—|) 0, s 84-(ablj(:m27lé|) i—|z7 i? 7.26 (m H@rbéRgooM@z‘éRﬁD)a-
2H), 5.128 (s, K12 4_ 54 '(")S S0 63 726567567&111(43)740729(111,
4H), 2|18 @Qﬂ\a 7 /_? @%@f(& B4 vz, 1H),
for C37H35N205S 2 44 ed’
(400MHz| CD3OD) 6 - HJE? /058‘19‘3‘521?6@670(hmm28(s,2ﬂ)
2'1%9;;753%?6(2‘9 N - NJ 7|—|),8'7 (43 = Igbt@]z&ess(uosaﬂz
2 hooa) 25(Enm ZIE_;DHS 5. 21 ’(32H)3’ K1 )42515(s,(3§1) 1/71-1.66 (m,
for C36H33N206S (MHt) 621.2,) %ourﬁ%-Gg%{gabwhaﬁm{z 3H). M
gzdloog/klzibg:?loo) 6= 7.56 (d—J = 8.0 Wcamedfo;'}!“’gumss
N0 693 (d ?:_8.1.46|—|zl_|‘z’4|]_'hl_l)’67§37;Z(ﬁ§m36625ﬁ)md5661
’ " THNMR (400MHz, CD;0D) 6 =
7.58-7.54 (m, 4H), 7.39-7.26 (m,
HOQC\/"@ 6H), 7.15 (4, T = 8.4 Hz, 1H), 6.86
o™ " ° (d, T =2.8 Hz, 1H), 6.79-6.60 (m,
K16 ° 3H), 5.27 (s, 2H), 4.55 (s, 2H),
O 147 (1,1 = 8.8 Hz, 2H),3.10 (&, ]
Q _ 8.4 Hz, 2H), 2.17 (5, 3H). MS
calculated for CasHasNOsS
(M+H") 550.2, found 550.1.
'{-NMR (400MHz, CD;0D) 6 =
7.58-7.54 (m, 6H), 7.38-7.25 (m,
“Ozcvojﬁj\ 7H), 6.84 (d, ] = 2.8 Hz, 1H),
o O NO 6.77-6.68 (x0, 2H), 5.27 (s, 2H),
S
K17 4.54 (s, 2H), 343 (t, 1= 5.4 Hz,
O AHD), 2.17 (s, 3H), 1.88-1.83 (m,
Q AH), 1.68-1.64 (m, 2E). MS
calculated for CagHasN2O4S
(M+H") 591.2, found 591.2.
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K14 = 2.8 Hz, 111), 6.77-6.68 (m 2H), 5.26 (s, 2H),
4.54 (s, 2H), 3.79 (s, 3H), 2.18 (s, 311). Ms
waeadosul@ved for C32H27CLNOSS (M+HH+) 572. 1, fwrrdszoos/018167
572.1. 149 WO 2005/ 116000 PCT/ USZOOS/ 018167 - [--~
Ph Si gtfe—1—HNVRT400 s1calData
(DMBO, d6)  Nunber St o‘ﬁ?ﬁ g and/or M5 (m z)
COPWGBMllz, CD30D) 8 = 7.65- g 57 (m 4H), ‘MWWWWMSO"@
0 |7H), 6.87 (d,Sfruetupeq Hz, 1H), p-~Y Nuddjor MS (/z)
6.82-6.{70 (m 4H), 5.28 (s, 2H). S 454 (s 2H)—3-85
(t— 6.6 Fz, KI5 2F), 2.17 (s 3H), 1.71-1. 66 (m
2H), 0.P4 (t, J 7.0 Hz, 3H). cal CLIated for
C34H32NO6S (,Mb— 05 36. 2, found 5 TJ MR
(400MHz CD305) 5 {7,J54 (m, 4Rk 39 7 26 (m Ho2c~o
115 (d OJ(— 34 e g@f/ 66/ D N = Rreulfinedblosiano.s
D m . 1 . S! 3 1
AKA¥ (t| j = 8.8 Hz, 2H), (t, J = .‘zﬂipulék!?9-22ﬁﬁ1)‘“,]a6579'2'
2.17 (s 3H) S cal cul at ed<for C33H28NOGS ( M+H).
550. 2, found 550.1. 1H NWR (AQ0MHz, CD3pPD) 5 =
7.58-7.%4 (m 6H), 7.38-7.25 n, Ho2c ~p 7H), 6.84
(d, J =|2.8 Hz, 1H), 0~N NO 6.77-6.68 (m 2H), 5.27
(s, 2H),| s \
HOszO\i ,/
(o) /N O N\/
§ MS calculated for CasHasN204S
K19 Q (M:+H") 579.2, found 579.2.
'{-NMR (400MHz, CD;0D) 6 =
8.62 (d, 7= 6.8 Hz, 1H), 8.07(d,J
HOZCVO\@ _ 6.4 Hz, 1H), 7.70-7.28 (m,
Y 11H), 6.85 (d, I=2.8 Hz, 1H),
K20 6.78-6.68 (m, 2H), 5.33 (s, 2H),
4.54 (s, 2H), 2.17 (s, 3H). MS
calculated for CapHzsN;048
(M+H") 509.2, found 509.1.
L
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4.54 (s, 2
3H), 1.88-

we alosuk@ved
150 WO 2005/116000 PCT/ US2005/ 018167 Physi cal

5.4 Hz, K17 4H)
1.68-1.64 (m 2H).
(MrHH) 591.2, f

H, 3.43 (t, J
1.83 (m 4H),
for C36H35N204S

2.17 (s,

(VS
oupdI/6SH032018167
Data C

r

Compound Gonpound 1H N
StroiouRd land/ or MBS ( M@mpdimd\\ MBS cal cul at ed fBhysical Data
3 04S K18 (MtHk) 579.2, found 579. 2. JW%[,O
0S J N M8 cal cul at ed f8FUEHEEB5N2CAS K191 HMIH (OMSO-dy
5792 —feynd—579. 2 400VHz, CD3CD) 6 = ' HiNVR (2u8/068S (u/z)
(d, J = 6,8 Hz, 1H), 8.07 (d, J HXC _, !
0 7 28 |(m =6, Az, | O- N1 14, 5. 85| (R D005~
Hz, 1H), |K20 6:d8: 664 (M 2H), 5.33 (s, PHF( 1H, 5B, 1), 8.16-
(s. 2H). 2.17 (s, 3H cajculgled for SRR -
(MeH) 509]2, found 509710 2eah Wl /11603 ot
PCTALS2005/ 018167 Conpound Sehnpbiind Physi fab 78AT4 @0, 41), 7.69-7.46
Nurber Stfucture ' H NVR 400 Mizy (DVSO- d6) @ndimr.obB, =241y, 15)
(mz) |HNWVR (400MHz, CD3CD) Hoc 9. 0804 &80 it diky |
8.80 (s, [l11), 8.16 N 8.08 (m , 7.96 (t'f)ﬁﬁ'gg:&%%’s'ss(s’ZH)’
o o VN KL A T ogae T N ) (m /48, 2H), 2.34 (s, 3H). MS
7.69-7. 46 - |calculated for C34H,;N,0,S
(M+H") 559.2, found 559 2.
"H-NMR (400MHy, CD;0D) § -
9.00 (d, J = 4.0 Hz, 1H), 8.82-8.79
(m, 1H), 8.36 (s, 1H), 8.09-8.00
(m, 2H), 7.85-7.
o ) 7.81 (m, 1H), 7.58-
7.25 (m, 9H), 6.86 (d, J =3.2 Hz,
1H), 6.79-6.69 (m, 2H), 5.32 (s,
2H), 4.54 (s, 2H), 2.18 (s, 3H),
MS calculated for C3HyN,0,8
(M+H") 559.2, found 559 1.
'H-NMR (400MHz, CD;0D) § =
8.26 (s, 1H), 8.05-8.00 (m, 1H),
7.64-7.28 (m, 9H), 7.03 (dd, J =
2.4 Hz, =88
i z Hz, 1H), 6.88’ (d,7
= 2.8 Hz, 1H), 6.81-6.70 (m, 2H),
5.32 (s, 2H), 4.54 (s, 2H), 2.17 s,
3H). MS calculated for
CaoHa4FN,0,8 (M+H") 527.1,
found 527.1.
]
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(m 4H), 7.08 (d, J = 2.4 Hz, 1H), 7.02-6.89 (m 2H),
5.55 (s, 2H), 4.74 (s, 2H), 2.34 (s, 3H. M
waeadsul@ved for C34H27N204S (M+H) 55

, 3
9.2, founPCBHEN085/018167
| H NMR (400MHz, CD3(D) S = Ho2cl .09.0

d(d 3 =4.0

L 111\ 9—-82-8 ) Q Ap ¢
ﬁm, 4.4.4. U (o IU \||| I, 0. 00 (7S,

&ld}i \ K22 | (mc&ﬁbo 4 85-7.81 (m ?ﬂ?‘;%camata

(m|9H), 6.86 (d, = 3.2 Hz, 1H), GII?QM&4619M§1H(DMSO-¢16)

zNymb@r 32 (s, 211), ﬁtlswtlrrg 2H), 2.18 (js, 3H)... NR i)
tF lulatkd for C34H27N204S 559.2, found 559. 1. (
"H(400MHz, CD30OD) 6 = Ho2c, 0 H), 8.05-8 Oﬂ#ﬁz, D)6 =
8 (in, 94, 7.03 (dd, J = O- Nls N:S.W CD;0D)
6.88 (d,|] K23Hqc .81-6.70 (xn, 2H)[9-016:, 139, &8 (s, 2H), 7.68-
2H), 4.54 (s , 2H), (/%r 3N M5 Ca'wi@L@ﬁ)ﬁ@JMO(m,SH),
C30H24FNR04S ( M+H) 527 1,° 7.1. 152 WO

2005/ 116p00 PCT/ US2005/ 01816 Corrpound adRpGuie? 4 He. 1H), 6.82-6.71
PhysSical | Data 1H NVR 400 MHz S5O d6)  Nwihgy, 5.35 (s, 2H), 4.55 (s, 2H),
Structure and/or Ms (mz) 1HNWR (400MHz ) =
HO2CI-,1p 9.01 (s, 1H), 8.81 (s lﬂ:s),giggl\{[%alculatedfor
7.61 (m|4H), 7.44-7.30 (m SH)6 89 (dngﬂmNsOZS.@/HEE)SIO.I,

1H), 6.82-6.71 found 510.1.

'H-NMR (400MHz, CD;0D) 6 =
8.40 (d, T = 2.0 Hz, 1H), 7.86 (dd,
J=2.6 Hz, ] = 8.2 Hz, 1H), 7.61-
7.55 (m, 4H), 7.37-7.25 (m, 6H),
6.83 (d, T = 2.8 Hz, 1H), 6.77-6.67
(m, 2H), 5.29 (s, 2H), 4.48 (s, 2H),
2.17 (s, 3H). MS calculated for
Cs0H4CIN,0,S (M+H") 543.1,
found 543.1.

'H-NMR (400MHz, CD;0D) § =

8.40 (d, J = 2.0 Hz, 1H), 7.86 (dd,

HOszoﬁj\ . J=12.6Hz, J = 8.2 Hz, 1H), 7.61-
u 7.5 (m, 4H), 7.37-7.25 (m, 6H),

6.83 (d, J = 2.8 Hz, 1H), 6.77-6.67
(m, 2H), 5.29 (s, 2H), 4.48 (s, 2H),
2.17 (s, 3H).MS calculated for
CsoHa6N305S (M+H') 540.2,
found 540.1.

K26
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K24 / \ (m 2H), 5.35 (s, 2H), 4.55 (s, 2H), 2.17 (s,
3H). Ms cal culated for C29H24N304S (M+H) 510. 1,
WO oMsa1®00. 1. ' H-NVR (400M-z, CD3OD) 6 = 8. 40PCHUSDOS018167
2.0 Hz, 111), 7.86 (dd, H®RC'-~0J = 2.6 Hz J =8.2
Hz, 1H). 7.61- WH zlcamata
(rn , K25 6.83 aid2. 8 Hz, 111) 6 77-
CO((\PP“‘Q‘? ), 5.29 (s, 2H), pb 4.48 (s, 2H), WE@“@%‘*"DMSO”"’)
Nakber M8 cal cul at ed f SIrugtB-24CLN204S. ( MEH+) SAB/QHMS(mIZ)
found 543.1. 1H NVR (400MHz, CDROD) 6 =840 {d I =—r "
> o+ tH 7,86 (dd, H®RC -~ 0 6 J= — ‘B 4904 CDs
1H,7.61- 01~y- N O 7.55 (m 4H), 7.37- 7355 1EY.6BHPQ (m, 6H),
K26 6. 83 (d J = 2. 8 Hz, 111), 6.77-6.6 %4%11gﬂ)713(d1 28

5.29 (s| 2H)4. g} 2H) , . s, 3
cal cul af ed for 6N30§S @
540 1. 153 VWO 20057 1E 5000 P U

540. JHz, 1Hp {8 (dd, T =2.6Hz,T=

)S2005/ 018 l7_I { )Gf‘gk,@ﬁl[ 2.8 Hz,
Dat a Cofrpound Conpound ' HWNMR 400 MHz %/ﬁ = IiEL‘IZI

Sweuct ute and/or MS (i z) Q NVR (400M—|zH) @%W“B%H) 529 (s,

(s, 1H} 7.33-7.50 (m42-724 (M 6H), 7blBabHERE), 3500, 31,
i\ Hz| 1H), 7.03 (dd, J = 276 Hz, J

df
11-1), 6.86 (d, J = 2.8 Hz, &7 1H). 6. LS5 %—&H?lﬁ]calculate or
211), 5.429 (s, 2H), 4.54 (s, 2H) 3. 81 ( &eHRND;S OVPHHDES88.2, found

(s, 3H).] M5 calculated for C36H30NCES ( glgg—l% 588. 2,
f ound o

B | 'H-NMR (400MHz, CD;0D) 8 =

767 (s, 1H), 7.58-7.53 (m, 4H),
HO,C.__O. - ,
Y \@ . 1 7.30-7.21 (m, TH), 7.15 (s, 1H),
e ~N
L)

6.89 (d, J = 2.4 Hz, 1H), 6.82-6.71

K28 Q (m, 2H), 5.30 (s, 2H), 4.56 (s, 2H),
3.72 (s, 3H), 2.18 (s, 3H). MS
O calculated for C34H29N204S

(M+H") 561.2, found 561.2.

'H-NMR (400MHz, CD;0D) 6 =

7.54-7.51 (m, 6H), 7.36-7.23 (m,
HOZCVO@ N N 7H), 6.84 (4, T =2.8 Hz, 1H),
7 Lo O © 6.77-6.68 (m, 2H), 5.27 (s, 2H),
K29 Q 4.53 (s, 2H), 3.00 (s, 3H), 2.92 (5,
3H), 2.17 (s, 3H). MS calculated
Q for CagHa N,0sS (MHH') 579.2,
found 579.2.
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588.2. ' H NVR (400MHz

7.58-7.53 (m 4H),

, CD3CD) 6
HORC, _, 0 7.39-7.21 (m 7H),

7.67 (s,

1H),
7.15

W@ 20050H000 6. 89 (d, J = 2.4 Hz, 1H), 6.82-6.71 PEEIBS{NG/018167
211), 5.30 (s, 2H), 4.56 (s, 211), 3.72 (s, 311),
.18 (s, 3H). M5 catettated—{orC34H20N204S (MrHt)
E6vmpoufidnd 561.2. EoffBund0OME, CDBOD \IEL_ Physical Data
¢ b (7 Ui B 407 R
i pr s 2 50 (5, 0, 5[0 (o
Cooh oot [id] 179 571000357 3 Lo, com-
2005/ 116000 PCT?: orlsitm c_oH ou d4ggmama.@@l(m,6m, 7.36-7.24 (m,
(B o o 1. 57 iy e ke s,
HXR2g30, 0 7.54-7.51 (m 6 . .24 (np.77-6.68 (v, Zir) 5.27 (s, 2H),
6.84 (d, [ = 2.8 Hz, 1H), S 0 6. 77'6'9%,'5‘1{)%%;.36@,41{),
5.27 (s, pH, 4.53 (s, 2H),\(47-3.36 (mj 4ty 21
‘s sty B 10-0.09 (m 6 5-cal cul at ed 470, 3H), 1.10-0.99 (m, 6H).
C34H31N205S  ( M+H+) 607. 2, f7056(207-J2= : %ﬂs%medfgrcuHﬂNzoss
(423[\/5?,25@%) (% H%)C’ 07f 12 (t, ] = 8.0 HMHII§72, found 607.2.
'H-NMR (400MHz, CD;0D) 6 =
7.56 (d, J = 8.0 Hz, 4H), 7.38-7.25
(0, SH), 7.12 (t, T = 8.0 Hz, 1H),
K31 6.87-6.61 (m, 6H), 5.27 (s, 2H),
4.54 (s, 2H), 3.14-3.11 (m, 4H),
2.17 (s, 3H), 1.89-1.86 (m, 4H).
MS calculated for Cs5H33N,0,8
(M+H") 577.2, found 577.2.
"H-NMR (400MHz, CD;0D) 6 =
7.58-7.53 (m, 4H), 7.37-7.17 (m,
OH), 6.84 (d, J = 2.8 Hz, 1H),
- 6.78-6.68 (m, 2H), 5.28 (s, 2H),
4.54 (s, 2H), 2.99 (s, 6H), 2.17 (s,
3H). MS calculated for
CssH3N,0,48 (M+H") 551.2,
found 551.2.
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|'S 6.87-6.61
2H),

3.14-3.11 (m 4H),

K31 (m 611),
2.

5.27 (s,
17 (s,

3H),

2H),

WA R)o5/116b0d M5 cal cul ated for C35H33N204S
" H NVR (400I\/Hz, CD30D) 6 = Ho2c~0 J N_

f ound 577. 2.

O N
TN

4.54 (s,

1.89-1.86 (m

( M-HRQT/BF002018167

684 (d,__J

7.58-7.53 (m

Al
AHy 7371

1+ \u;

Cangbubid,
4. 54

1H)),

K32 5Cémpéufa 68 (m 211

H
),

(s,

2H),

2.99 (s,

6H) ,

2.17 (s,

ymher;

551. 2 15

d for

C33H31
5 WD 2005/ 116000 PCT/ US2005/ 018167 Coffsét M (w/z)

fyre MeH) 551, 2,

5. 28Physical Data

?filﬂﬂ/[g b 0MS0-4,)

Conpound |Physi cal

Dat a

Nunmber Structure

H

%&%z CD;0D) 6 =

8

MHz ( DVB(

7H),
2H),

6. 83
6. 50

- d6) and/ or
HOzCJI-IIHOZ}Sé, 7149 (n-4 4H),
< |

VB (1 z)

1H)

1H NWVR (40q

O
LI

7. 36- 7.[2% 1M D-7.36-7.23 (m,
/22 17166634, (maéHz 1H),

%S
2.
(d,

(s,. 2H)
(m*4H) .
found 577.
0 8. 15
6. 90-6. 772
2.18 (s,

3H).

(m 3H),

cal cul ated for
HOZC~-0O 1H NWVR
J

7.2 Hz, 4H),
5.34 K34

. (s, 3H),
F35H33N204S

78-7.27
2H) ,

Mz, CD3CD H§ 3'21-3|_|§13(mo,4ﬂ) 2.17 (s,

4. 5ﬁHQ§ 982|$|§2(m, 4H). MS

6:17- %@’(T%% 650 (4, T = 8.4

PM;LH}) ST(s,2H), 4.53 (s,

calculated for C35H33N204S
(M+H") 577.2, found 577.2.

K34

Hogcvo\é\
o™

s

ge

o

'H-NMR (400MHz, CD,0D) 6 =
8.15(d, T =7.2 Hz, 4H), 7.78-7.27
(m, 13H), 6.90-6.72 (m, 3H), 5.34
(s, 2H), 4.57 (s, 2H), 2.18 (s, 3H).
MS calculated for C3gH,oN,05S
(M+H") 625.2, found 625.2.

K35

'H-NMR (400MHz, CDCL;) 6 =
8.51 (s, 2H), 7.61-7.37 (m, 9H),
6.92-6.71 (m, 3H), 5.33 (s, 2H),
4.64 (s, 2H), 3.82 (m, 4H), 3.77
(m, 4H), 2.29 (s, 3H). MS
calculated for Cs3H;,N,05S
(M+H") 595.2, found 595.2.
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MS cal cul ated for C38H29N205S

625.2. HOZC ' H NVR (400MHz, CDC13) 6

W@ 200529000 7. 61-7.37 (m 9H), /

3H), 5.33 (s, 2H) s K35 4. 64
3.77 (m 4m 9 9q (s, '

| comagshd {6000 58w

6000 PCT/ us2
pu
or

167
an

apdound 595. 2.

d 1H NVR 400 StctaBNVSO- d6)
1H NVR ( 400MHz, CDCL3)

(MrH) 625.2, found
N ~0 8.51
ONN _j 6.92P6GI/0$2005918167

(s, 2H), 3.82 (m 4H),
at ed\ﬁ)lf%lcal Data

DHtWW?%EFr{BMSO'd“)

Nunbeér St rgaglormis (m/z)
S = Ho2C=p

Physi cal

M5 (nl z)
3k

2 ) 7.

), 5.34 (s,
(s, 2H)} 2.29, sO
M5 calcul ated
568.2. | 'H NWR (40
Hz, 2H){ 7.26 (d, J
Hg3ze 2H ), 6.82 (d,
6.77-6.67 (m 4H),
2H), 4. fo

(.rn

M, -6--y
36 3H), 1.3
2H30N30

J .
5.24 (s,
.25 (m 1H), L2

7I-7.38 (m 9H),

SN (

N | o~(r 6.91-

~ 5.27 mNMWooMHMJDCh)a =
d J 3 @)(2 21#,776&1)38 (m, 9H),
Hk) 56
7. 34 21d$713(m5g 534 (s, 28D,
7. 1821 @h, 1H), £68(sFH), 2.29 (s,
g@, }'.994&1'5J 6.2 Hz, 6H). MS
calculated .for C32£I30N305
(M+H") 568.2, found 568.2.

9

|

k_

L2

H-NMR (400MHz, CD;0D) 6 =
734 (d,1=8.8 Hz, 2H),726 (4,7
— 8.8 Hz, 2H ), 7.18 (d, T = 8.0 Hz,
9H ), 6.82 (d, T =2.8 Hz, 1H),
6.77-6.67 (m, 4H), 5.24 (s, 2H),

- 1452 (s, 2H), 4.30-4.25 (m, 1H),
2.16 (s, 3H), 1.62-1.52 (m, 2H),
1,18 (d, T = 6.0 Hz, 3H), 0.88 (t,J
_ 7.4 Hz, 3H). MS calculated for

' |CagHaoFsNOGS (MAH') 588.2,
found 588.1.

HO,C._O

L3

H-NMR (400MHz, CD;0D) & =
7.57 (d, T = 8.4 Hz, 2H), 746 (d, J
- §.8 Hz, 2H ), 7.38 (4,7 =84 Hz,
2H ), 7.29 (d, T = 8.0 Hz, 2H),
6.93 (d, T = 2.8 Hz, 1H), 6.86-6.77
(m, 2H), 5.37 (s, 2H), 4.63 (s, 2H),
3.70(bs, 2H), 3.39(bs, 2H), 2.26
(s, 3H), 1.72-1.54 (m, 6H). MS
calculated for C32H30F3N,065
(M+H") 627.2, found 627.1.
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2.16 (s, 3H), 1.62-1.52 (m 2H), OCF3 1.18 (d, J =
6.0 Hz, 3H), 0.88 (t, J = 7.4 Hz, 3H). MS calcul ated
WO 0005/16G0H29F3NO6S (MHH) 588. 2, found 588. 1. REF/NRR05/018167
(400MHz, CD3CD) 8 = 7.57 (d, J = 8.4 Hz, 2H), 748 .
d, J =8;8Hz, 2H), 7. 38(d; J84Hz;—Ho2e—o—0—2H),
E«aomgm«e 0 Hz, 2H), Cofpbhd6.93 (d, J 5 2.8 BhysicalData |
1 umge 6 g.S77ZH)L3 gg %n@u%l;)l_b 5:23;6(5!(x:'%gl)lv(lNﬂ'lR6!§lt))l(’l§lL(DM80d6)
4-72-1 54 (m 6H)_MS calculated for C32H30F3NIESMS (miz)
(MrH) 627| 2, found 627.1. 157 WD 2305/hllﬁqﬂﬁMR(4OOMHz CD;0D) 6 =
PCT/ US2005/ 018167 Conpound Conpound Physi
Nunber Stfucture 1H NVR 400 Mz (DVBO- d6) ERhoro g 2, 738 05
(mz) 'H NI\/R‘%) 00|g|—|z Ch3dD) 5 7.50 (d, %]8:4HZ,QHb;|Z.21§\c|1,J—8.OHz,
2H), 7.38 Hz, 2H), 7.21 (d, Jo Pry 6.83 (d, T =
2H), 7.14 (bs 211), (S0 O 1 Yyl ) 0 @
1H) 146.76-6.67 (m 2H), 5% 2"'% 4. 5%8'@%11{25*76667(“”2}1)
3.51 (q, | J = 7.2 Hz, 4H), 3H), 15 (é,zH)ssl(q,
(t, J =7.0 Hz, 6H. M cal for CCSOI—B LR
(MrH) 587.2, found 587. 2, (400MHz )‘ 57 3, L
7.34 (d, |J= 8.8 Hz, 2H), 7.19 (0O Ho2c'|(1, 78 710 Kz, 1) QuS calculated
Hz, 211),| 8.97 (d, J = 2.0 Hz, for CsoHyoFsN0sS (M+HY) 587.2,
found 587.2.
'H-NMR (400MHz, CD;0D) 6 =
7.34(d, J = 8.8 Hz, 2H), 7.19 (d, J
H02CVO\©\ = 8.0 Hz, 2H), 8.97 (d, 1 = 2.0 Hz,
O/\(/N/ O o 2H), 6.90-6.77 (m, 3H), 6.75-6.67
L5 s O\J (m, 2H), 5.24 (s, 2H), 4.53 (s, 2H),
Q 4.09-4.02 (g, 4H), 2.16 (s, 3H),
OCF, 2.08-2.03 (m, 2H). MS calculated
for CooH,sF3NO,S (M+H") 588.1,
found 588.1.
'H-NMR (400MHz, CD,0D) 6 =
738 (d, T=8.8 Hz, 2H), 7.29 (4, J
HOZC\/O\@\ =8.8Hz,2H ),7.23 (d, J=8.8 Hz,|
O/\'r/u O o 2H ), 6.86 (d, J = 2.8 Hz, 1H),
L6 s~ b 6.79-6.69 (m, 4H1), 5.27 (s, 2H),
Q 4.73 (m, 1H), 4.54 (s, 2H), 2.16 (s,
ok, 3H), 1.86-1.54 (m, 8H). MS
calculated for C51H0F3sNOGS
(M+H") 600.2, found 600.1.
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o 0 2H),
5.24 (s,

6.90-6.77 (m 3H),
4.53 (s,

2H) ,

6. 75-6.67 L5

2H),

4.09-4.02 (q,

I (m 2H),
4H), 2.16

W@ 20058000 OCF3 2.08-2.03 (m 2H). M cal cul at dT/URIMN5/018167

C29H25F3NO7S (M+H+) 588.1, found 588.1. 1H NMVR
(400MHz, CD3CD) 6 =7 38 (d—J=8.-8 Hz 2H) 7 29(dJ
R ida 06, 07 T~ 8. -8 t‘ém gﬁl 7 23 (d, J| = 8. EhpsicalPata
0 20 %686 (d, J = P L6\ 1 Iggw&@@mzmMSOdd)
(NgmMes) | | 5. 27 (s, H) Strufbtlﬂie (n|, 1H), 4.54 (s,
2.16 (s,| OCF, 3H), 1.86-1.54 (m 8H). M cal c&P%%fé%“mfz)
for C3IHP9F3NOGS (MtH+) 600. 2, found 600'H-NMRY26MIR, cD,0D) 6 =
2005/ 116000 PCT/ USZOOS/ 018167 Conpound Cg% 2‘3 44 S H
Physi cal DataJ}g tructure 1H NVR 400 H),744(d,7=88 Hz,
( DMBO- d6 z) 'H ( 400MH2H), CDB@D)= 68 Bz, 2H), 6.84
8.53 (s,|2H), 7.44 (¥ b= oHOZC dQ , 3
7.28 (d.|J = 8.8 Hz, 2H), (@) 28 Seigi 6 7668 (m
1H), 6.77-6.68 (m L7 2H), 9 (s OH) , P, 529 ¢2H), 4.54 (s, 2H),
2H), 3.98 (s, 3H), 2.17 (s, . M5 OCF33§§*{ ﬂi)%ﬁ/gs 3H). MS
for C25HR1IF3N306S (M+H) 548. 1pcd ound 548,
(400MHz, |CD3OD) 6 = 8.68 (s, 1H), 8.55 (&alcukﬁtedf%czﬂnFstOsS
Hz, 1H)| 8.11 (dd, J = 1.8 Hz, J = 8.2 |M+H") 548.1, found 548.1.
"H-NMR (400MHz, CD;0D) 6 =
8.68 (s, 1H), 8.55 (d, ] = 5.2 Hz,
1H), 8.11 (dd, J= 1.8 Hz, = 8.2
HO,C._.O.
j@ Hz, 1H), 7.60-7.56 (m, 1H), 7.47
N
g 0/\5 A\ (d, T=8.8 Hz, 2H), 7.32 (d, T =
8.8 Hz, 210), 6.88 (d, J = 2.8 Hz,
1H), 6.81-6.70 (m, 2H), 5.34 (s,
OCFs 2H), 4.56 (s, 2H), 2.16 (s, 3H).
MS calculated for C,sH,0F3N,OsS
(M+H") 517.1, found 516.9.
"H-NMR (400MHz, CD;0D) 6 =
0.24 (s, 1H), 8.98 (s, 2H), 7.71 (d,
HO,C._ O
\@ \ J = 8.8 Hz, 2H), 7.54 (d, T = 8.8
N =
o/\g/ P r4> Hz, 2H), 7.08 (d, T = 2.8 Hz, 1H),
L 7.02-6.90 (m, 2H), 5.56 (s, 2H),
4.67 (s, 2H), 2.39 (s, 3H). MS
OCFs calculated for CygH 10FsN3058
(M+H") 518.1, found 518.1.
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JHogClg-é-aze I2-|zl,1)1H)7, 3;. ?8-7:]56 (m 111), 7.47 O N (d
- 8. , 7 . J = L8 8.8 Hz, 2H), 6.88
W@ 0005016802 8 Hz, 1H), 6.81-6.70 (m 2H), 5. 34|_%GI/USW(818167

2H), 4.56 (s, 2H), 2.16 :
C25H2 OF3N205S l(_?\/m-l\ :17_(5" 311). M calculated for

—1; fotund—51679" “H- .
Cotupounilelycy |10 J5_— C(ﬁnlﬁga s 19, 8.98 (s pifSical Data

’ = ) . ' NMB 46 My ORfSO-ds)
Nﬂ;nbe@H), 7.08 (d, J Stmcelrﬂz 1H), Lg 71.02- 63&3)&31@/5: 6

Q

OEF3—catcutated for C24HI9F3N305S (I\/&MHWM&OON%&%OD)B'

g;? 1. | 159 WO 2005/ 116000 PCT/ US2005/ 018164, 1 RyB8i, cH), 7.27 (4,7
a Cofrpound Conpound 1H NMR 400 MHz (DMSO-d6

Nunber Btructure an/or MS (nt z) 1H— NI\/ITM@(? 718 (4,7 =801z,

CD3 = i

:8_3?')2 .?H) 7%21(2?’3 8 8 iz, 2H), g/7(dzﬂ) 6.82 (d, T = 2.8 Hz, 1H),
- 2.8 H 1K, 6 0"Y— 0/ T6. 66 (mmﬁ %6%?3&??41@ 2H).
2_“')11% ('S—-L03E|)4 390(131 66 (d, J = 449;422H)23.96( 1=6.4Hz,
0.93 (s,| 3 91 ( OCF3 1H), Ozﬁ 2(1§(s 3345)*)201191(m
- s| 3H. M calculate flpr C30H29F3

588.2, flound 588. 1. ---------C0.. 1H), 094(s 3H), M (s, 3m).
MS calculated for CaoHaeF3NOgS
(M+H") 588.2, found 588.1.

JH-NMR (400MHz, CD;0D) 6 =
7.47-7.40 (m, 4H), 7.37 (d, = 8.8

Hz, 2H), 7.20 (d, 1 = 8.0 Hz, 2H),
HO.C. Q
i \@ o 6.84 (d, T =2.8 Hz, 1H), 6.77-6.68
. (m, 2HD), 5.28 (5, 2H), 4.54 (s, 26D,
L O 3.49 (t, ] = 7.0 Hz, 2H), 338 (&, ]
& _ 6.4 Hz, 2H), 2.17 (s, 3H), 1.93-
OCF,

1.78 (m, 4H). MS calculated for
C31H2sF3N,065 (M+H") 613.2,
found 613.1.

'H-NMR (400MHz, CD;0D) § =

736-7.32 (m, 4H), 7.20 (d, 7= 8.3
HO,C-_ O
Hz, 28, 7.11 (&, J = 8.8 Hz, 2H),
N,
L ) 6.83 (d, J = 2.8 Hz, 1H), 6.76-6.67
o

Li2 (o0, 2H), 5.25 (s, 2H), 4.52 (s, 2H),

O 2.89 (s, 3H), 2.16 (s, 3H). MS
OCF caleulated for CorHaFaN,07S,
(M+H") 609.1, found 609.1.
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1H [R

(400MHz, CD3CD) 6 = 7.47-7.40 (
_ ! Al . m 4H), 7.37
w(i]doﬁsgisgo o 52, 7. 200d, )-8 Otz 21, HOZG ,H?O A
4 24' 8 Hz, 1H), 6.77-6.68 N (m 2H), 5.P8I/(52005018167
338 (1 1(8432H) LI 1 S$3.49 (t, J =7.0 bz, 2H),
= ' . 3H), [1.93-p
o] 5 o8l ou! actiopa CILIBFIN06S (wﬁ%‘i‘?ﬂﬁ
B 13.1. 1H NWR (400MHz, CD3OD) 6 = WOQQJZ((H{WSO%)
Naber 120 e o6 8. Structupy, 2H ), 7.11 (d JusdioB (ml)
2H) Ho2C~0 6, N 0-1-y- NS- 6.83 (d, 1J = 2.8
Zn)s'z 6776-6.67 seUL12 So o (m 2H) ‘nggw}(\googgﬁ CD;0D) 6 =
| (s, 211), 2.89 (s, 3H), 2.16 (s, 1. (NG 8. SIGEBH), 737 (4,
cal cul ated for C27H24F3N207S2 (M+H+) 609. 1
609. 1. | 160 WD 2005/ 116000 PCT/ US2005/ 0 éi%‘i‘z’%%”m B8 Hz,
N trrg Coppound Oog”p und 1H NMR 400 MHz ( Q7g5§d1 8.0 Hz, 2H),
unber 5t r ucPire or MB (mz) ~AHN
CD30D) 8 = 7.51 ( /\(g N 2 g%f‘ gM—ézmz 1H), 6.76-6.67
5%1_%3"'2 ;E')~b7- 33(d, J=8. 8He{ 1721 (d. (g 22, 8.2 (gD, 454 (5 2HD),
1H, 6.76-6.61 6.83 (d, Jhz2@ 18 slathz, M1), 217,
(m 2H)| 5.27 (s, 2H), A4. s 2r). LG ,
oCF, 3H), 1.87-1.82 (m, 4H), 1.68-1.64
(m, 2H). MS calculated for
Ca HyoFaN205S (M+H") 599.2,
' found 599.2.
'H-NMR (400MHz, CD,0D) § =
733 (d,J = 8.8 Hz, 2H), 7.20 (4,
_ 8.8 Hz, 2H), 7.15 (4, = 8.0 Hz,
HOZCVO\@ 2H), 6.81 (d, J =2.8 Hz, 1H),
O/\S(/N/ O N 6.74-6.65 (m, 2H), 6.50 (4, T = 8.8
L14 Hz, 28), 5.21 (5, 2H), 452 G5,
O 2H), 3.21 (t, T = 5.4 Hz, 4H), 2.15
OCFs (s, 3H), 1.95-1.90 (m, 4H). MS
calculated for C30H23F3N2058
(M+H") 585.2, found 585.2.
'H-NMR (400MHz, CD;0D) 6 =
739-7.36 (m, 4H), 6.86-6.82 (m,
HOzC\/O\©\ §__’_ SH), 6.77-6.67 (m, 2H),504 (S,
0/\S(/N, O N 2H), 4.50 (s, 2H), 4.00-3.94 (m,
L15 1H), 3.01 (s, 3H), 2.16 (5, 3H),
Q 1.24 (s, 3H), 1.23 (s, 3H). MS
OCFs calcutated for CsoHaoFaN20s5
(M+H") 587.2, found 587.2. J
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3.42 (t, J = 5.4 Hz, 4H),
1.87-1.82 (m 4H), 1.68-1.64
W 2005/1GDOH30F3N205S ( MrH+) 599. 2,

2.17 (s,
(m 2H). Ms cal cul ated

ocF3 3H),
f ound 599. 2PC/BSNRF18167

(d, J =8 8Hz, 2H), 7. 15( d, J=8-0Hz;—HRE——p02H) 6 81
(cPmppund. 8 Hz, 1H), oCMmpoidt 6.65 (m 2H)|, 6. 58hysical Pata
= NMmdherL 1 S Hz, 2H), 5,21 (s, 2H), 4.52 (|stgnmoo -
3.21(1, P = 5.4 Hz, 4FfficBlre5 OCF3 (s, 3H), 1.95- 1 G004
tm—4H-—M5—calculated for C30H2gF3N205S | ( MrHjd/or MS (/z)
585.2, found 585.2. 'H NWR (400MHz, CD3QY) S =
7.39-7.36 (m 4H), 6.86-6.82 (m Ho2c~o \I- 5H),
6. 77-6.67 (m "2#:95:Q4 (s, | o"N M 2H), 4.50 (s,
2H), 4.00-3.94 (m dys\(/sql 3.01 (s, |3H), 2.16
(s, 311),| 1.24 (s, 3H° I ) . M5 MO€dredlated for CyoH, F,NO,S
cal¢ul at ed for C30H3OF3N205$ ( M+-H+) 587. Z'gf_?%ynd
587.2. 161 WD 2005/ 116000 / US2005/ 018 1¥7 )G b Suyads73.1.
Conpound |[Physi cal Data Nu Structure 1H NVR 400
MHz (DWVBQ d6) and/or M5 (m z) °°HHO2C, 0 L16|S M5
cal cul ated for C29H27F3NO6S (MtH+) 573.1| found
573—+——OC0F3—Ho2C,=-0 0--"Y- N
H02Cv0\©\
o™
. /\\S, ) O 0\/\" MS calculated for CyyH,sF3NOGS
Q (M+H") 588.2, found 588.1.
OCF,
"H-NMR (400MHz, CD;0D) 6 =
7.48 (d, J = 8.4 Hz, 2H), 7.37-7.30
Hozc\/o\@ (m, 4H), 7.20 (d, J = 8.8 Hz, 2H),
O
Y 6.84 (d, T = 2.8 Hz, 1H), 6.77-6.68
118 /\Sr/ O N :
/ (m, 2H), 5.28 (s, 2H), 4.53 (s, 2H),
Q 3.01 (s, 3H), 2.92 (5, 3H), 2.17 (s,
OCF, 3H). MS calculated for
CasHy6F3N,068 (M+H™) 587.1,
found 587.1.
'H-NMR (400MHz, CD;0D) 5 =
7.56 (d, T = 8.0 Hz, 2H), 7.45-7.34
Hozcvo\@ (m, 4H), 7.28 (d, ] = 8.8 Hz, 2H),
(0]
Y 6.93 (d, ] = 2.8 Hz, 1H), 6.86-
. /\Sr/ O . ( z, 1H), 6.86-6.77
{ (m, 2H), 5.37 (s, 2H), 4.62 (s, 2H),
Q 3.59-3.25 (m, 4H), 2.26 (s, 3H),
ber, 1.39-1.10 (m, 6H). MS calculated
for C31HyoF3N,068 (M+H") 615.2,
found 615.2.
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(MrH+) 588. 2,
7.48

L17 S ~ M5 cal cul ated for C30H29F3NO6S

found 588.1. OCF3 'H NMR (400MHz, CD30D) 5 =
W@ @005d16008. 4 Hz, 2H), 7.37-7.30 H®X2C, -,10 | (PeT/GEH0P5/018167
7.20 (d, J = 8.8 Hz, 2H), 6.84 (d, J = 2.8 Hz, 1H),
6.77-6.68 L18 OS N 0 % (M—2H+5-28—(s—2H) 4 53
(Gompaynd | 3.01 (s, 3H)Comp&ad s, 3H), 2.17 (s, PbysicData
3R calcul ated for C29H26F3N206S ( MrH) 1}§§MR]400
found 87, 1. | H NVR (486Wefrecp3oD) 6 = 7 JYH= (DMSO-dy
F8—0—Hz2H) 7. 45-7. 34 H®C, --0 o (n-4 4H), 7 28=H(dé?rM§(m/z)
= 8.8 Hz,| 2H), 6.93 (d, J = 2.8 Hz, 1M, [GLOMRM00VIL CO.OD 3=
L19 6,0 § (m 2H), 5.37 (s, 2H), 4.62 (s, |2H), ¢ % “DsOD) &
3. 59- 3. 25 (m 4H) 2 26 (s, 3H), OoCF3 1. 470 OHz, 2H), 7.41-7.28
6H) . M cal C C31H30F3N206S (I\/H—H()n,&b57%(d J=8.8 Hz, 2H),
found 615. 05/ 116000 PCT/ USZOO‘ gg? 5
Conpound Corrpound $imper Syt uctar e 1, 6.826.73
NVR 2400 NHz ( DVSO- d6) and/s ( W 1H(NI\RI)(54-1MB\/EE),4.58(S,2H),
CD3OD) 6(=_7.52 (d, J= 8. 0yHz, 2HJ, 7.41;3%s28
(m 411),| 7.24 (d, J = 8.8 @ 2H), HO, €0 N Gy g 80288
(d, J =3.2H, 1H,6 6.82:6.73 120 0 S NPEN2-22 6138, 1.25-1.12 (m,
5.32 (s, |2H), 4.58 (s, 2H), 6H). MS calculated for
C3iHaoF3N>048 (M+H") 615.2,
found 615.2.
'H-NMR (400MHz, CDCLy) =
HO,G-_0 8.48 (m, 1H), 7.77 (m, 1H), 7.32-
o =N (}/ 7.16 (m, 5H), 6.80-6.64 (m, 3H),
L21 s¢ 5.31 (m, 2H), 5.25 (s, 2H), 4.58 (s,
2H), 3.77 (m, 4H), 2.21 (s, 3H),
1.38(d, J = 6.1 Hz, 6H). MS
OCF,
calculated for CygHysF;N,04S
(M+H") 575.1, found 575.1.
HO.C._ 0O
@O/YN =N o>/
122 s 7\ ,\?/ MS calculated for Cy7H,sF;N;048
(M+H") 576.1, found 576.1.
OCF,
'H-NMR (400MHz, CDCl;) 6 =
HO,C._0 I 8.39 (d, J=2.1Hz, 1H), 7.83 (m,
1H), 7.51-7. X
o/\(/N _N N//\O ) 35 (m, 4H), 6.99-6.82
123 s/ N\ 7 (m, 4H), 5.41 (s, 2H), 4.7 (s, 2H),
3.98 (m, 4H), 3.79 (m, 4H), 2.40
o (s, 3H). MS calculated for
’ CaoHaF3N306S (M+H") 602.2,
found 602.2.
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3.95-3.86 (m 111),

2.89-2.88 (m
1.25-1.12 (m OCF3 6H). Ms cal cul ated for

wW@3W5B0HBN206S (MrH) 615. 2,

(400MHz, CDC13) 6

f ound 615. 2.
HOZC~0 8.48 (m 1H),

311),

2.22 (s, 3H),

" H NREX/US2005/018167
7.77 (m

Data Conpound Con'pound

OCF,

1H) 7 32-

) ., ! -6.04 [m 3

CO%H?&H(&”] 2H), 5. 25 tfbm h'hd 4 58 (S 2_|) I'ph_ySllezl]Data
;2,21 (s, 3H), 8 (d, J = 6.1 Hz| 'BAMRAR MSO-dy)

Nggib@tll ated for QSHZ@FME(%S (MrHH) 575. 1, fQueaMs (m/z)

5. 1. H@C, ,06 OIN-N 122 s N M ctalcuHatedfor
L,4[/H2blﬂdl\l3068 (MFFH) 576. 1, found 576. 1H-OEEGOOMHRACH 0=
(7 ggl\/l—lz CCDC13) 6 = HOZC 8.39 (d, J = X4k (Hzw), 144}, T =84 H,

.83 (m ~OON, NNlH) 751735(m 4H)

6.99-6.82 k&3 ( , 5 41 (s _ Zg(déH)EMHz 2H), 6.89

gél98 (m 4H), 3. 7 % 3H)s 1EM®.79 (d, =73 Hz, 1H),
cul ated for S/(/M'I'H'F) 212 Ifl

602 2. 163 WO 20057 116 o1 Uso008) 0147 Lt TE hy's 24fls 3¢

261), 4.64 (s, .5 2 (m, 4H),
378 (1m, 4H), 2.29 (s, 3H). MS
calculated for CpgHaeFaN4OgS
(M) 603.1, found 603.3.

M2

Hozcvo@
N
N =
Q = / />—O

S

\ AR

'H-NMR (400MHz, CD;0D) 6 =
3.52 (s, 2H), 7.23-7.16 (m, 4H),
6.84 (d, T = 2.8 Hz, 1H), 6.78-6.68
(m, 2H), 5.27 (s, 2H), 4.54 (s, 2H),
3.90 (s, 3H), 2.52(t, I=7.6 H,
2H), 2.16 (s, 3H), 1.60-1.54 (m,
2H), 0.86 (1, J = 7.4 Hz, 3H). MS
calculated for Cy7HosN3OsS
(M+H") 506.2, found 506.2.

M3

'H-NMR (400MHz, CD;0D) d =
8.69 (bs, 1H), 8.51 (bs, 1H), 8.22
(d, T = 8.0 Hz, 1H), 7.62 (bs, 1H),
7.23-7.16 (m, 4H), 6.83 (4, I = 2.8
Hz, 1H), 6.76-6.67 (m, 2H), 5.28
(s, 2H), 4.53 (s, 2H), 2.54 (1, T =
7.6 Hz, 2H), 2.16 (s, 3H), 1.62-
1.52 (m, 2H), 0.87 (t, T=7.4 Hz,
3H). MS calculated for
CorHlpN,0,S (MHH) 475.2,

found 475.2.
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"H NMR 400 MHz (DVMSO-d6) Nunber Str
ucture and/ or MS
W(gioz) 1H NMR (400MHz, CDCI3) S = 8.48 (s, 2H), 7.40
Qansfuond 4 Hz, O N 2K, 7.23 (d) J = 8 APCRUSBRYIssT
S N6 71 (CCILI}INQ(S 1M, 6.79 (d, J = 7.3 Hz, 1H)
_..UJ-IZ——ﬂ‘f'b. 532 (S, L24 ’ ’
copolly 5.2 (1 Smens 318 (0 a1 2 BT
lated for C2sH26F3N406S MIg ¢ MHz DMSO-d;)
Ng%m 603.3. ' H NVFSUHOBRAZ, CDBCD) 5 * 8. 520bSMS i)
211), 7.23-7.16 (m 4H), Ho2C._., 0 6.84 (d_J-=2-§
Eul,l TH)[ 6. 78-6.68 6 p---Y- o\ (m 2H) | &(A(OQI\/IHZ,'"CD3OD)5—
. )’MAZ" 24 (s, 2H), 3.90 (s, 3H), 2.52 {6 -5.84H2H),7.13-7.04
o H, 2.16 (s, 3H), 1.60-1.54 (m
(I\/H-Hi = 7.4 Hz, 3H, M5 calculated for @%ﬁ&gﬁgg%z'gflz’m)’
é 5o %b§06.1l2_ﬂ|)02¢\g@5 06. 2. J1H NMR (400%4666!&81(1}}) B21Ls, 2H),
. b, y . Q
(150’37' 62 (bs, 1H), HGW 7((1j'es §5T(s,8zp§4'ﬁ44446(mlﬂ)
=[2.8 o N 1M)
Qi . .76-6.67 tIE)7.6 2.16 (s,
ZM NM (s, 2H). 4'53 (s, {28, 2.54 (t, Eg;?fsf)fsﬁ(}iag) 121(@d,7
H, 2.16 (s, 3H, 1.62- 1.5% (m 2H), 0 ’
1.7451 ;Iz sz). MS cal cul ated for C27H27N2p4 §*&m<385<” 7.4 Hz,
S ound 475.2. 164 3H). MS calculated for
Ca1H3NOsS (M) 532.2, found
532.2.
'H-NMR (400MHz, CD;0D) & =
7.32 (d, J = 8.8 Hz, 2H), 7.13-7.05
(m, 4H), 6.91 (d, T = 8.4 Hz, 2H),
HOLC. -0 6.81 (d, T = 2.8 Hz, 1H), 6.74-6.66
o) N/:\/O (m, 2F), 5.21 (5, 2H), 4.52 (5, 28D
S b . 2 E . 2 2
M5 3.75 (t, T = 4.6 Hz, 4H), 3.14 (bs,
Q AH), 2.49 (t, J = 7.6 Hz, 2H), 2.16
(s, 3H), 1.57-1.50 (m, 2H), 0.85 (%,
J = 7.4 Hz, 3H). MS calculated for
CsgH3sN,058 (MHH") 559.2,
found 559.2.
IH-NMR (400MHz, CD;0D) § =
7.27 (d, T = 8.4 Hz, 2H), 7.15-7.06
HO.C._O l (m, 4H), 6.83 (d, I =2.4 Hz, 1H),
PN O o 6.76-6.67 (m, 4H), 5.23 (s, 2H),
54 b 4.73-4.69 (m, 1H), 4.53 (s, 2H),
M6 Q 2.50 (¢, T =7.6 Hz, 2H), 2.17 (s,
3H), 1.88-1.51 (m, 10H), 0.86 (t, J
= 7.4 Hz, 3H). MS calculated for
CasHaeNOsS (MAH') 558.2, found
558.2.

165



WO 2005/ 116000 PCT/ US2005/ 018167 Physi
ysi cal Data
Conpound Conpound 'H NVMR 400 WMHz (DVBSO d6) Nunber
W(;ﬁmmﬁ/amome and/or M5 (mz) 'H NW (400M1z, CDBCDUSH05/018167
.26 (d, J =8.8 Hz, 2H), 7.13-7.04 (m 4H), 6.81 (d,

J =2 Hz 1H) LA A A TFA o oo
—aF T2 00 740.00 (1] Z-I , 5.
copttpng 1 0%, Sdkmoudt), 4 514, 46 llysichi Data
: t, J =7.6H, 2H, 2.16 (s, M :3H)1NMR50PMHHRMSO‘%)

Nuogaper) ,|1. 21(d, J eS@guetare gH) . 0.85 (t
, J =
3H). Mg cal cul at ed for C31H34N0O5S (MH(—H :Qo_%%;iiﬁﬁnﬁlz)

5322 TFF NVR (400Mrz, CD30D) S = 7. 32 | BohMi (0ugHg CD;0D) 6 =
Hz, 2H)| 7.13-7.05 (m 4H), 6.91 (d, J |fas
Ho2C, _.[ 0 6.81 (d, J = 2.8 Hz, 1H),( 5, 4T SR, 126 )
(m 2H)| 5.21 (s, 3H), 4.52 (s, 2H), e 2 %2Hg71620%(n1,4ﬂ)
EIZ’].GL“_%’S 33:10420 2& 5 4H), 2.49 (t, J 3653 I8 BHfED, 6.77-667
Hz, 3H). MBS cal cuI at 8d 52 85&_ ﬁ/ﬁ%—l—i’zséﬁqﬂﬁ(s’z}n
g%nEIZSSg 2. ' H NMR (400 @% = 3¢1@sz2t1b33@.(b§=2ﬂ)251
11 [ 2H), 7.15-7.06 (' 3 @Jva—HZzﬂ) biz7 (s, 3H),
H, HXZC _,06.76-6.67 (T _ 21 ’
ﬁ|-z73-24 59 (m 1H), 4.53 (s, (211), M 2. 5@3(114 <n318‘§> g?%(“’J 74
' Hy 2.17 (s, Hz, 3H). MS calculated for
Ca4Ha7N,05S (MHH') 585.2,
found 585.2.

fm

'H-NMR (400MHz, CD;0D) é =
7.34-7.20 (m, TH), 7.13-7.04 (m,
HOzCVOﬁj\ AH1), 6.85-6.81 (m, 3H), 6.75-6.66
o O 0@ (m, 2H), 5.21 (5, 2H), 4.97(s, 21),
M8 ° 4.5 (s, 2H), 2.49 (t, 1=7.6 H,
O 2H), 2.16 (s, 3H), 1.57-1.52 (m,
2H), 0.85 (t, 1 =74 Hz, 3H). MS

calculated for C3sH3NOsS
(M+H") 580.2, found 580.2.

'H-NMR (400MHz, CD;0D) 6 =

HOG_O o 7.14-7.06 (m, 4H), 6.84-6.62 (m,
N ,2 6H), 5.21 (s, 2H), 4.51 (s, 2H),
54 4.14-4.11 (m, 4H), 2.51 (£, T =7.6
v O
\Hz, 2H), 2.16 (s, 3H), 1.58-1.53

(m, 2H), 0.86 (¢, T = 7.4 Hz, 3H).
MS calculated for C3pHzoeNOgS
(M+H") 532.1, found 532.1.
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3H),

cal cul ated for

1.88-1.51 (m

|oH), 0.86 (t, J 7

C33H36NOBS (M+H) 558. 2,

.4 Hz, 3H). M5
found 558. 2.

wae®sMEB0aO05/ 116000 PCT/ US2005/ 018167 ConmpounpCT/US2005/018167

Nunber Structure
ot (G5 7 B i
('\élsﬁn(lng)d H02QV0 L 6. %omﬂi)unll = 2.8 Hz, 1H), 6. PhydcaPata 7
0l N 2H), 5.25 (g, 2H). 4.53 (s, 2H), 1H1$M§'4§%1ﬁ}{z(DMSO-do)
(bsfﬁéé%, 3.30 (bs, 2HYM8'¢ W (t, J = 7'6_%%q@rmﬁomn
2-47(s—3H),—1.63-1 43 (m_ 8H), 0.86 (t,[J = ™
Hy 3L0f MS cal cul ated for C34H37N205S ([&gﬁm$%§%wﬁ%hCDxﬁnﬁ=
found 585 2. 1H NVR (400NKZ, COSCD) 6 = ' 3 T e, 727 45
7H), 7.13-7.04 (m HO2C ,,04H), 6.85-6.81 ’
6. 75- 6. 66 , (P25 21 (s, 2H), 4.97(g8.2HY, 2H),4.182.00 (m, 4m),
(s, 2H), 12.49 (t, J .6 He A @ 2. 3;5%3((3,{6%@& 1H), 6.77-6.67
1.57-1.52 (m 2H), 0.8% (f, bz, SH) 2H). 4.53 (s 28
calpu ated' f or C35H34N0O5S 580. 2, f ¢onHDEBB.(R 2H), 4.53 (s, 2H),
"H NVR (400MHz, CD3QD) 5 = 4-7.06 (”E3%thag%4 ), 2.52(4,7=7.6
6.84-6.62 (m HOZG _, O O 6Mx 5.21 (s, i?zzzﬂ),'z.w(s,m), 1.84-1.52
2H)., (m, 10H), 0.86 (t, J = 7.2 Hz, 3H),
MS calculated for C3sH3:N,048
(M+H") 557.2, found 557.2.
'"H-NMR (400MHz, CD,0D) 6 =
8.94 (s, 1H), 8.75 (s, 2H), 7.23-
HOZCVO@ 7.17 (m, 4H), 6.83 (d, T = 2.8 Hz,
N —N
o/\S(/ A h1> 1H), 6.77-6.67 (m, 2H), 5.28 (s,
M1 2H), 4.53 (s, 2H), 2.53 (t, T =7.6
Hz, 2H), 2.17 (s, 3H), 1.63-1.55
(m, 2H), 0.86 (t, J = 7.2 Hz, 3H),
MS calculated for CasHoeN30,S
(M+H") 476.1, found 476.1.
"H-NMR (400MHz, CDCly) 6 =
7.52-6.62 (m, 11H), 5.85 (s, 2H),
Hozovoé\
4.62 (s, 2H), 3.91 (t, = 6.5 Hz,
0/\Sr/N/ &) 0\,_\ 2H), 2,58 (m, 2H), 2.27 (s, 3H),
MI2 178 (m, 2H), 1.63 (m, 2H), 1.01
Q (t,7="7.4Hz, 3H), 0.93 (t, 1= 7.3
Hz, 3H). MS calculated for
C31H34NO5S (M+H+) 5322, found
532.2.
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S 4.14-4.11 (m 4H),

3H),
WQ@R{)05/11408) cal cul at ed for C30H3ONOCGS

2.16 (s,

2.51 (t, J = 7.6

1.58-1.53 (m 2H),

%

0.86 (t,

M Hz, 2H),
J 7.4 Hz,
H+) 53RCT/PS2005/018167

found 532.1. 166 WO 2005/ 116000 PCT/ US2005/018167

NitndAr
NUTTIOTH

Structure 1H
St-—HG

?ﬁ&%&%ﬁ”‘?&b&% 06) Godpamd® (M2) HWR (RopudPan |
6 = 7.50 (d, J =88 Hz, 2H), 7.27 (gm 400 MH (DMSO-d)
Ho2 60- - y, 8.8 Bfruc 7.16-7.09 (nn, 4 ndpEMS (m/z)
D 6783kd 3 = 2 4 by 1H), 6.77-6.67 MO (nfREp
5.25 (s, 2H), 4.53 (s, 2;07, (2. 4%-H)3. 32 &n ]MMR 09WIHz, CDCly) b =
! ol e L o
C33H37N204S  ( MrH+ .2, found 557.2. 1 NMRS77-666(m,4H) 5.22
(400MHz, D 6 T 2850 e A573.60 s, 3m),
HO%%36 7 m 24&(58=16Hz 2H), 2.16 (s,
e 325555 0
(m 2H), “H-ANFABH). MS calculated for
%SS'ZNEIZ'\B E:D CaobidolD;S B85 504.2, found
(s, 2H), 504.2.
'H-NMR (400MHz, CDCLy) 6 =
7.56 (d, 7 = 8.2 Hz, 2H), 7.45 (d, J
o— = 8.2 Hz, 2H), 7.40 (d, = 8.8 Hz,
Q 2H), 7.25 (d, 7= 10.0 Hz, 2H),
N2 . 7.01(d, ] =8.7 Hz, 2H), 6.86 (d, J
\/@O\/ls\ O CFy = 8.8 Hz, 2H), 5.40 (s, 2H), 3.82
HOZC (s, 3H), 3.62 (s, 2H). MS
calculated for CosHy F3NO,S
(M+H") 500.1, found 500.3.
'H-NMR (400MHz, CDCl) 6 =
7.57(d, ] = 8.2 Hz, 2H), 7.43 (4, J
o ~8.2 Hz, 2H), 7.37 (d, ] = 8.8 Hz,
O 2H), 7.18 (d, J = 8.6 Hz, 2H), 6.97
(d, 7=8.6 Hz, 2H), 6.87 (4, ] =
N3 O\/ﬁs\ Cor 8.8 Hz, 2H), 5.4 (s, 2H), 3.83 (5,
o0 ,\/©/ 3H), 2.93 (t, T =7.6 Hz, 2H), 2.68
(t, J=7.6 Hz, 2H). MS calculated
for CyHpFNO,S (M+H') 514.1,
found 514.3,
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ON 4.62 (s, 2H), 3.91 (t, J = 6.5
) ) . , = 0. Hz, 2H), 2.58
wé%’i 2.27 (s, 3H), M2 1.78 (m 2H), 1_63Hzm 2H) (m
I\/ZB A1gov) J = 7.4 Hz, 3H), 0.93 (t, J = 7.3 PeI/USH)S018167
53£2| cm:lﬁz;lt?d for C31H34NO5S (M+H+) 532.2, found
= 5167
C"%Hﬁﬂ\d Physi cal Né,‘ﬁiuﬂ‘oer Structure '"H N Qmﬁka
BO-dB) and/or N5 (niz) ' H NMWR (zLo‘@!\Wl}ZR‘i@B@i%f?MSO-da)
Nomiber HQ2C, , 0 7.28-7508¢UK§ 6H), 6.82 (d, J =andioBMBizmz)
1!_[)’ 6-77'6 66 (m 4H). 5.22 Q (s, ?I—I) _4.52 (s
(4|-|),3$.b9 (s, 3H), M3 2.49 (t, J = 7. EHF]gMRﬁg})MHEchh)a:
,Vsé’ H} 1.58-1.52 (m 2H), 0.85 (t, J |%sa(ad o H3H)), 744(d,J
cal cul ated for C29H30NOGS ( MtH+) 504.
Elg4_ 2. H NVR (400MHz ccDC13Y 6 =  7.56 52}1%%!15133 (d,7=8.8Hz,
g E|zH) 27 45 (d, J o g. 2 2H) , 72I4D6Q&1,d13=9.—1Hz,2H),689
. ,12H), 7.25 (d, 670 Hz, 2H), dN%QNh Qld j=
(cs J =8.7 Hz, 211). A O
%, g;il) u|5 t40 (s, “CFRpy) 386212(?%{) 52'5,5,)@,2}1)462(5
C a
£00. 3. 4OOM—E°2£CB(313) "%1':3'\'045 (M-H)  5Bf) 3.83 fs0EN.AMS caleulated
for CrgHlF3NO,S (MHH) 515.1,
found 515.3.
'H-NMR (400MHz, CDCls) 6 =
774 (d, I = 15.9 Hz, 1H), 7.57 (4,
o— J=8.8 Hz, 2H), 7.55 (4,7 =8.8
[ Hz, 2H), 7.47-7.40 (m, 4H), 7.07
N5 N (d, 1=18.8 Hz, 2H), 6.86 (d, =
/\/©/0\/ks O CFs 8.8 Hz, 2H), 6.35 (d, = 15.9 Hz,
HO2C” 1H), 5.45 (s, 2H), 3.83 (s, 3H).
MS calculated for Cp7H» FaNO4S
(M+H") 512.1, found 512.3.
'H-NMR (400MHz, CDCl;) 8 =
7,56 (d, 7= 8.2 Hz, 2H), 7.44 (4,
o— ~ 8.2 Hz, 2H), 7.38 (d,T = 8.6 Hz,
O 2H), 7.00 (d, T = 8.1 Hz, 1H),
N6 e H4 6.87-6.81 (m, 4H), 5.46 (s, 2H),
o As O CFs 3.91 (s, 3H), 3.83 (s, 3H), 3.62 (s,
HOC 2H). MS calculated for
Cy7HyFsNOsS (M+H") 530.1,
found 530.3.
lL——

169




1=757 HNMR (d, J= 8.2 Hz, 2H), 7.43 (d,J O
8.2Hz, 2H), 7. 37(d, J=8. 8Hz, , 2H), 7.1§3’(d, J = 8.6 Hz
W%!/‘)O?/éﬁﬁow N3 N (d, J =8.6 Hz, 2H), 6.87 (d,PCT/852085/018167
v 'S cF3 88 H, 2H), 5.44 (s, 2H), 3.83 (s, HRC
v~ 3H), 2. 93 (4 3J—=—+-6Hz2H 2768 (T, JPhyS&aﬁData
Comﬁagb' M5 cal cul atgghpdugd C27H23F3NAS ( MrH)
314.3. 168 WO 2005/ 116000 PCT/ uszoo’@/m%i‘wﬂﬂz(bmo-d«)
Nobskcdl Data Conpoulituctdlpound 1H NVR 400 MHzd/or MS (wiz)
(DVMBO-d6) Nunber Structure and/or M5 (i z)—TH-NVR
400NV CDOT 3) 5 = 7.56 (d, J= 8.2 Hz,|HAR @p0MHzCpCh) o=
J o- 8.2 Hz, 211), 7.39 (d, J= 8.8 Hz, 1552(&0.], @1928261;) 744 (4,7
(d, J §9.1 Hz, 2H), 6.89 No~ (d, J = 9. H
6 85 (d,623(: NA I \\ o~s \ jCKk3 8.8 Hz, 2 Zt%%é O(dJ 8.8 Hz,
; s, H02C O 2H), }3-/83 (s, 3|‘|)-2IHJ|56@Zaﬂselﬁl)ét8édLJ 8.8
3\& 6H21F3NCES (MrH+) 508, f ound 51%% LHa MRy 3581 6,
(400MHz| CDC13) 8 = 724,“\&’(355_9HZZ '%g
0- J= 8 Hz, 2&/@50 (d, I =8.8 \1 i), 12:{,.95 6H). MScalculated
7547 7_40 (mHOA'Cf-') S 7.07 N _ (d, J = 8.8 kzc,affNoG @6H) 5441,
(d, J =| N5 v "ScF3 8.8 Hz, 2H), 6.35 (d, J = 15.9
Hzi IHo‘zole), 5.45 (s, 2H), 3.83 (s, 3 ound '
cal c 1l f nr C27LI1 10 [ D A ddr) ) )
e g ated for C7/H24F3H S (IVIFFF) 912, H_MQ&)MHZ’CDCIS)(; =
o 7.30 (d, J = 8.4 Hz, 2H), 7.14 (d, ]
Hofk/oﬁ = 8.0 Hz, 2H), 7.05 (m, 4H), 6.58
S/\S(/N v o (d, T=8.8 Hz, 2H), 641 (d, T =
Ni3 8.4 Hz, 1H), 441 (s, 2H), 4.16 (s,
F 2H), 3.56 (s, 3H), 2.01 (s, 3H).
F MS calculated for CyHasFsNOsS:
(M+H") 546.1, found 546.3.
TH-NMR (400 MHz, CDCl) 6 =
7.56 (d, 1= 8.4 Hz, 2H), 746 (4,
_ 8.0 Hz, 2H), 7.40 (d, ] = 8.8 Hz,
2H), 7.36 (d, T = 2.0 Hz, 1H), 7.16
(dd, J=2.0,8.4 Hz, 1H),7.03 (4, ]
Ni4 _ 8.4 He, 1H), 6.86 (4, = 8.8 Hz,
2H), 5.46 (s, 2H), 3.82 (s, 3H),
3.59 (s, 2H). MS calculated for
C,eHpCIFsNO,S (MHH) 534.1,
B found 534.3.
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' H- NVR (400MHz, CDC13) 6 = 7.56 (d, J =
. L J =82 H
7.44 (d, J0- =82 Hz, 2H), 7.38 (d, J = 8.6 H’z,2H2’

W%F{)Ai)gll(?ﬁst’)ﬁlﬂzi(_si, \Iil I\|68.(1\|G;|zb~1l—l)i /6. 87- 6. 81 ( m PAHpS2005/018167
383 e a : S oFs 3.91 (s, 3H),

- s—Ho2c2Hj VB cal tul at
F3NCBS ( MtHY) dfbolind found 530. 3 169@\6/?1%&%”)atﬁl

Cogphis R
16000 PCT/ US2005/ 018167 Physi i
ysi cal | DHMNM MSO-do)
Nﬁﬁf(;jaﬁurd 1H NVR 400 SFECHEIOVEO- d6) Nunbeér St raaehbie (m/z)
and/or M5 (mz) :17.5 -NVR (400MHz, 13} 5 = 5 (4

s s EEzﬁdzH), 744 (d, J 0 8. 2z 2H|ETgR§0p MiEt, CDCL) 8 =
, 6.084 (d, J = 8.8 N7 0S cF3 Hz, 2H)7.4654,34 80z, 2H), 7.29 (m,

2H), 3.|81 (s, Hd. a.52

0, P2 BgAa (o 90, 1 hgiet o
%H-IA\fII\/R (400 MHz, CDC13 118, G76H, J =Bz, 2H), 4.44
N4 (dp J o Ho~"oY \ ’ ’

6. %58 \ - _ @5251’;1(){97&‘1&43:%%) 3,52, 280
Hz, 1H)| 4.41 I(:8, OH), 4.16 Y5, F 2H), [Ssgoyad forp)

(d, J 8.8 Hz, 2

2.01 (s| 3H). F M5 cal cuFated fo
! = r C2 +
(MrH') b46.1, found 546.3. 1H NMR (400 @WQW)(MEH)SSO'O’
= 7.56](d 8.4 foundSS&?.C
d

N gy

O |l

8 QHz 2H) 7

1
—0 O
y v—0. OT L

(
H—— {

Hz, 2H), 7.46 (d, J
: IH-NMR (400MHz, CDCl;) § =

7.56 (d, T = 8.4 Hz, 2H), 7.43 (4, ]
— 8.0 Hz, 2H), 7.37 (d, T = 8.4 Hz,
2H), 6.89 (d, 7 = 3.0 Hz, 1H), 6.86
(d, J = 8.8 Hz, 2H), 6.79 (dd, J =
N o O 3.0, 9.0 Hz, 1H), 671 (4, J = 9.0

N20 /_Q — | Hz, 1H) 5.37 (s, 2H), 4.63 (s, 2H),
O 3.82 (s, 3H), 2.63 (t, T = 7.6 Hz,

2H), 1.63 (m, 2H), 0.95 (t, J=74
Hz, 3H); “F-NMR (376.5MHz,
CDCl,) 8 =-62.7. MS calculated|
for CpoHaFsNOsS (M+H') 5582,
found 558.2.

'H.NMR (400MHz, CDCl;) & =
7.70 (d, T = 15.6 Hz, 1H), 7.55 (4,
T = 8.4 Hz, 2H), 7.46 (d, ] = 8.0
Hz, 250), 7.40 (d, J = 8.4 Hz, 2H),

Hozc\/\CEocHa

N oMe 7.10 (m, 3H), 6.85 (d, 7 = 8.8 Hz,

-0 3

N21 O 2H), 6.32 (4, J = 16.0 Hz, 1H),
5.50 (s, 2H), 3.95 (s, 3H), 3.82 (s,

CFy

3H); “F-NMR  (376.5MHz,
CDCly) 6 = -62.7. MS calculated
for CgHasFsNOsS (MHH) 542.1,
found 542.1. J
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HO C4 1H),

7.16

172

~2H), 7.36 (d, J =2.0 Hz, o N ' 0"
(dd, J = 2.0, 8.4 Hz, 1H), 7.03 (d, J N4/ \ = 8.4
wo200549000 6. 86 (d, J 8.8 Hz, FF 2H), 5.46 (s, PQFHpYS2005/018167
3.82 (s, 3H), F 3.59 (s, 2H). Ms calculated for
26 found 534.13. 17PpyealData |
2005/ 116000 PCT/ US2088% &ﬁﬁﬂG? Physi cal Data Co
Corgpiduhd ' H NVR 400 (DVBO-d6)  Nunble H%WBW%@&%O"”
N@iBéor | M5 (nf z)  IHSKVRIWE00 MHz, CDC13) S =andfard (otk)
J =80 Hz, 2H), 7.29 (m HO/("JGI—I\ 7 NE (o 5 -
680 FE 0T 0S/ C1H, 6.76 (dTyME goguiz cOCL)
OH), 4144 N15 (s, 2H), 3.73 (s, 3H), 3[782(q &= 82Hp. 2H)§7:32(4]
F M5 cal cul ated for F C26H20CLF3NO3S2 (Wé;ﬁ%ze 0797(d j=8.4Hz,
found $50.3. 'H NVR (400MHz, CDC13) 5 = 6
8.4 Hz,| 2H), 7. 43 (d J =8.0 H, 2H) 2ﬂ)33784¢4;|1 §°HZ’1H)
8.4 Hz,| 2H), 4868 ong— 3.0 Hz, & _‘,8588(1{17,, 2d), 5.67 (d, T =
8.8 Hz,| 211), 6. = CF3 |-|OZC__\ o\ (%J 20,80
9.0 Hz,| 1H), 6.71 ( J o \ 2%1#(1?):6?
4.63 (s, 211), \I 311) 22, 630, 531 Js, ZH), 3.78 G,
NG Hz,| W 211), 1. 63 (?‘n 2H), o 95 (t Ll Foo(Aarm, 279 (=78
Hz, 2H), 2.54 (t, T = 7.8 Hz, 2H);
1FNMR (376.5MHz, CDCl;) & =
-62.65. MS calculated for
C28H23F3N055 (M+H+) 544.1,
found 544.1.
TH.NMR (400MHz, CDCL) 0 =
755 (d, J = 8.4 Hz, 2H), 72 (m,
HO.C_ 0 SH), 7.20 (m, 1H), 6.90 (m, 3H),
N O OMe
\(];@\o/\g/ ) 5.50 (s, 2H), 4.72 (s, 2H), 3.80 (s,
N23 ° O ), 2.65 (s, 3H) PF-NMR|
(376.5MHz, CDCL) & = -62.8.
CF3
MS calculated for CagHaFsNOGS
(M+H") 558.1, found 558.0.
HO,C._O 1S NMR (376.5MHz, CDCl3) 6 =
:©\ N O OMe ¢
8r oY / -62.7. MS calculated for
S
N24 O CoeH 1sBrFsNOsS (MAH) 594.1,
oF found 594.0.




Hz, 311); 19F-NWR (376.5MHz, CDC13) S = -62.7. M
cal culated for C29H27F3NOBS ( MtH+) 558.2, found
WG 3@521600H NVR (40) MHz, CDC13) 6 = 7.70 (d, JPCT/II52065/018167
Hz, 1H), 7.55 (d, J= 8.4 Hz, 2H), 7.46 (d, J =
Hr—2t D740 (d; 3 =8.4 Hz; 211, CO
Conbdufn| 311), 6.85 (ChmpbumdS. 8 Hz, 3 V6 W ?i'%s'%amam
6.32 (d,] J = 16.0 Hz, _1H), N21 5.50 (s, 2’1111‘)MR30095HZ(DMSO-d5)
Paumbeyq) 3,82 (s, CRABUSHE® 19F- NVR (376. swandggqg@,,z)
& = -62.17. NS calculated f or C2gH23E3ANCHS (MrHH+
542.1, |found 542.1. 171 WO 2005/ 116000 "H-NMR (400MHZ CDCL) & =
PCT/ US2005/ 018167 Physi cal Data Conpound; ﬁqmmmzlh’ﬂ)J% (d,]J
NVR 400 |MHz (DMSO-d6) Number Structure and/
(mz) 1H NWVR (400MHz, CDC13) 6 _ 7.42 (d8°§zﬂ%7d°(“ 84 Hz,
ﬁ, ZEDH) 763§H6?.a/ = 4 Hz, 2H), 7.27 {1, 6.85 (& &8 He, 2H), 6.84
, , 6.84 8 O HZ 6.72
J=88|H, 2H), 6.6 FgoC’HHz 1%1}5%@’@%’6 32,88 Hz,
J 2.0,/ 8.0 CF3 Hz, 1H) 1 (s, 2H), |BD783¢ &, 2MR2.63 (s, 2H),
N 3H), 369 (s, 3H), 2.79 (€,)J = 7.8 His 3 2H) a2 54 (s 3 “F-
(t, J =[7.8 Hz, 2H); OMe 19K NNR (376. 5NHZ @cm?m} (5 3H)
= -62.65. M5 calculated for ° NMR (376.5MHz, CDCls) & =
62.7. MS calculated for
CpHFaNOsS  (M+HD)  530.1,
found 530.1.
'H-NMR (400MHz, CD;CN) § =
7.64 (d, = 8.0 Hz, 2H), 7.51 (4, J
= 8.0 Hz, 2H), 7.38 (d, ] = 8.8 Hz,
2H), 7.10 (d, J = 8.4 Hz, 1H), 6.89
HOZC\/D\ (d, J = 2.8 Hz, 1H), 6.83 (4, J =
/N 0 HS . . = 4. .
Hee o/\g/ O c 8.8 Hz, 2H), 6.83 (dd, J = 2.8, 8.4
N26 Hz, 1H), 5.36 (s, 2H), 3.78 (s,
O 3H), 2.83 (t, J = 7.2 Hz, 2H), 2.52
CFs (t, T = 7.2 Hz, 2H), 2.29 (s, 3H);
PE.NMR (376.5MHz, CDCl;) 6 =
-63.16. MS calculated for
CpH,sFsNO,S  (M+HY)  528.1,
found 528.2.
[00295] By repeating the procedures described in the above examples, using

appropriate starting materials, the following compounds of Formula I, as identified in Table

1, are obtained.
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C28H23F3NCGS (M+H) 544.1, found 544.1. 1H NMWR
(400MHz, CDC13) 5 = 7.55 (d, J= 8.4 Hz, 2H), 7.2 (m
WobRsO1®H) , 7. 20 (xn 1H), 6.90 (m 3H), O N PBUS206H018167
(s, 2H), 4.72 (s, 3.80 (s, N23 0 s 3H), 2.65 (s,

3H); 19F-NWVR (376.5 62.8. CF3 M5
cal cul ated for CZSFQ%M%E@S‘%SS 1, found
0. HOzC, - Rl 98 MR5Y Bre bl to SR e dhifiy B cb
0 t & ds of
[ @5@1\/9 623. M5 ca uCI a%@tsj © S N??4 C26Hle9Br1Fi‘§, 3 mpoun °e

the(Fng_Wr'E;ﬂ)iloﬁ etmbdulafectha &aﬁ@:ﬂpﬁondbﬁ&lﬂmf\l@ PBOBs1 Bsigly, exPresswn

s
) = v

th alzlé Il_)ﬁnd’fb;é\%n% g(@w ogg%%h@{&? PE%R%L %1(%? 4 & a:re%nﬁ‘oduced via

traﬁsg)@lt Zﬂgh%fi@tzchgin(djmadmlﬁn 8ellz togﬁtﬂi):r Wﬁh 84epar‘eell\|pt:x§]¥l3d Whpre the
, J =3

luckfiefase gerg3s @gderghg corgrog of P QALﬁ_Bmdlagg g&e (9p ﬁTH%% p?}posT@-_to a PPAR

o Sy i B A B P B

udifeORMER c1sCPBEMs &t cells are exposed to a PPAR agonist, PPAR-dependent

transcriptional activity increases and luciferase levels rise.

[00297] 293T human embryonic kidney cells (8x106) are seeded in a 175cm? flask
a day prior to the start of the experiment in 10% FBS, 1%
Penicillin/Streptomycin/Fungizome, DMEM Media. The cells are harvested by washing
with PBS (30ml) and then dissociating using trypsin (0.05%; 3ml). The trypsin is
inactivated by the addition of assay media (DMEM, CA-dextran fetal bovine serum (5%).
The cells are spun down and resuspended to 170,000cells/ml. A Transfection mixture of
GALA-PPAR LBD expression plasmid (1pg), UAS-luciferase reporter plasmid (1pg),
Fugene (3:1 ratio; 6uL) and serum-free media (200pL) was prepared and incubated for 15-
40 minutes at room temperature. Transfection mixtures are added to the cells to give 0.16M
cells/mL, and cells (50ul/well) are then plated into 384 white, solid-bottom, TC-treated
plates. The cells are further incubated at 37°C, 5.0% CO; for 5-7 hours. A 12-point series of
dilutions (3 fold serial dilutions) are prepared for each test compound in DMSO with a
starting compound concentration of 10pM. Test compound (500nl) is added to each well of
cells in the assay plate and the cells are incubated at 37°C, 5.0% CO, for 18-24 hours. The
cell lysis/luciferase assay buffer, Bright-Glo™ (25%; 25ul; Promega), is added to each well.
After a further incubation for 5 minutes at room temperature, the luciferase aétivity is

measured.

[00298] Raw luminescence values are normalized by dividing them by the value of
the DMSO control present on each plate. Normalized data is analyzed and dose-response

curves are fitted using Prizm graph fitting program. EC50 is defined as the concentration at
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7.64 (d, J =8.0 Hz, 2H), 7.51 (d, J = 8.0 Hz, 2H),
7.38 (d, J = 8.8 Hz 2H), 7.10 (d, J = 8.4 Hz, 1H),
woG2@91H08C (d, J = 2 J = URRODE/N18167
6

.8 Hz, 1H), 6.83 (d, = PEU

ocH3 8.8 Hz, 2H), 6.83 (dd, J = 2.8, 8.4 N26 S Hz,
1H), 5.36 (s, 2H), 3.78 (s, 311), 2.83 (t, J = 7.2 Hz,

whigh thexogpoumtgli¢its, a sponge thatis halfay Rt@8en(the nBkdjmum and minimum

9F- (376.5 , CDC13)..6 = .-63.16. M cal cul ated
VA %@&éggyﬁ@fm% gfﬁg%c.yz}s caf%iaﬁﬂi_ Bpgomparysgn 26y response
clBited BPARIoRoliAe whHARE AL SRt HEE LBl Tof IRrA0R%TPAR

exanpl es, using appropriate starting materials, the
médilatosi ng conmpounds of Fornula |, as identified in

Table 1, are obtained. 173 WD 2005/116000

PCT/ US2005/ 018167 Transcriptional Assay [002961
[082ST eCt | QAR oFFEHILE il BeBRRG ih BRaMDIkl kY hoceptable

conpounds ¢ Invention’to no _

salt fenns exhipitivahablegitiainiadojogifal prupeRiBRsr eBinhik] % indicated by the in
,ng;es |oqﬁ vectors for chimeric proteins containing

Vi@ kes s@1bsdim &llﬂ appdication: %ggqm@gﬁthp ureitipp prafergbly have an

: T i A it her., PP PPARU o

SR P s SO R S DL A A o s

tharaIotaM. aiICongddusids bO@e ihiehtio 48 alch@AODLBIA RIRENE $or PPARS over
where the luciferase gene is under the control of a

PRadt bi ndi ng site. Upon exposure to a PPAR nodul at or,
PPAR transcriptional activity varies, and this can be
nonitored by changes in luciferase levels. If

[00308psf ect ed: g@hlisrsaoe t@tﬂ%@n@%s%ﬁ’%ﬁ a9 Sdescri i
PPAR- dependent transcriptional activi t)c/) I ncr eaessgrébegnh ren. are

for illgstrasivg perposesedrdy pnd that yoHRS Ao d2R@Tiohsiomehaagdsriy dightthereof will

be ShgSFATE prdots A linhonT EHEe AR FRBHE] MHDUPFBIG: and purview

of % e . ; Nodi h
s B S Sene0F g FR B2 T ARG Pnd oty
applitiont sisddieatin arp hesetrygintorp@aied byQeRbdice 36l pulhéses.
trypsin is inactivated by the addition of assay nedi a
(DMEM CA-dextran fetal bovine serum (5% . The cells
are spun down and resuspended to 170,000cells/m. A
Transfection m xture of GAL4-PPAR LBD expression
plasm d (1g), UAS-luciferase reporter plasmd (19),
Fugene (3:1 ratio; 6L) and serumfree nmedia (200L) was
prepared and incubated for 15-
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40 m nutes at roomtenperature. Transfection m xtures
are added to the cells to give 0.16M cells/nL, and
w@eiba14oB®l / wel | ) are then plated i nto 384 whi PET/US2005/018167
solid-bottom TC-treated plates. The cells are
further incubated at 37C, 5.0% CO2 for 5-7 hours. A
12-point series of dilutions (3 fold serial
WEIALAKMNS) are prepared for each test conpound in DVSO
with a, starti d concentration of 10M Test
comduh%c?@m‘%%f%ggaggd to each well of cells in
the assay plate and the cells are incubated at 37C,
5.0% CO2 for 18-24 hours. The cell lysiggluciferase
assay buffer, Bright-GloTM (25% Aronega), is
added to each wel|. After aL{ ur i ncubation for 5
m nutes at roomtenp the\ ucilf erase activity
is nmeasured. [O0RY Lues are
normal i zed by di vi di t bgm by the value of the DVSO
control present o Zﬁb plate. {Normalized data is
anal yzed and dose nse curves are fitted using
Prlzrr%1 h fitting program EC50 is defined as the
concéhirati on at 174 WD 2005/ 116000 PCT/ US2005/ 018167

whi chy t he fggﬁg@t@g@fsejebféutﬁm@owgponse that is half way
bet ween the nmaxi mum and m ni num val ues. Rel ati ve

ef fi éacy (srselseted diom eXﬂiK*ac%ﬁ(@b 2Balaod|-AH@)pyXO—; wherein X is

ind PR e T AT BB Car AU S v ey S ER BB can be

opﬁﬂiﬂﬁﬂl @ﬁ&ﬁtut&f@y??% 3 %T&ﬁ’éf’ﬁb@&téaf fréiR 'hﬁ]é)l & Lalkﬂflan Ea@l?oxy, halo-

formor in pharnmaceutical ly acceptabl e
su‘tmmtwtdnﬁ—@l salltyllafd halp%sabstﬂute&@maikbxspr oper t | es f or

TS B el et iy e
SuBEEL NN e R Y001 S i

and G@ghete%hyMoaﬂ@n‘p)Mdﬁ aﬁif afyﬂl,aletdwa&m; bykﬂoﬁkﬁl ald He®2&dycloalkyl of
3100 fold sel ecteve for PPARS over PPARy. [00300] It

1§ onwlgtséwt@tﬁ@WHbHetO&raﬁWé dndependenilp a¢laetad srom halo, nitro,

et G Roly b R elnt iR CrafiRy ARl ao-

subshgi&ioC, Witdxy; be suggested to persons skilled in the
art a are to be included V\/lthnthe sgrlt and

pur view ofs selerted dopi r?é@KiCéﬁ)(éR a8d 6BE(QJOR Hewheneinridésia bond or

Cr RIPE P e Peoh PR RS AR Gy K or por at ed by

ref egghce fofREl e RIE @ﬁtll\% ket W@ 2R ORMAROGHR 18, WhT:reins
PCT/ US2005/ 018167 . A conpound of Fof mu

sel¢cted\r&th 3, sBlkdlehe, I, salkenylene, C,. 5alkynylene ~C(O)NR"- and -0X—; X is a
bond or C;_4alkylene; R is selected from hydrogen and Cy.galkyl; and R'® is selected from

Cs.1ocycloalkyl, Csgheterocycloalkyl, Ce.10aryl and Cs.jzheteroaryl; or R" and RS together
with the atoms to which R' and R'® are attached form fused bicyclic or tricyclic Cs.
14heteroaryl;

wherein any aryl, heteroaryl, cycloalkyl and heterocycloalkyl of R'®, or the
combination of R" and R', is optionally substituted with 1 to 3 radicals independently

selected from halo, nitro, cyano, C;.galkyl, Ci¢alkoxy, Ci.salkylthio, hydroxy-C;salkyl,
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Rls (R13 p in which pis an integer selected fromO
to 3; L2 is selected from-XOX-, -XS(0O 0 _2X- and
WO XBEDI@IRXO-; wherein X is independently sel PCT/882005/018167
froma bond and Cl_4al kyl ene; wherein any al kyl ene of
L2 can be optionally substituted by 1 to 3 radicals
halselistiteed-; gatkyiahalo- sﬁl)stﬁlab&-ﬂ]malfdx_ﬁ &h kwmyylpalkgl, €5 sheterocycloalkyl,

ot ofeoet Sidhadls IR, N0, .-

XK@él o@kb ?@1{)@#& 6a 119lﬂ)ar ﬁ}m@ai{h@yl LXC(O)R", —

XN iR ehe l’—?ﬂOﬁkacﬁhér%ﬁyﬁiy%ﬁkhéteroaf}di, cycloalkyl or heterocycloalkyl
C3. 8heterocycl oal kyl ; wherein any ar %/& het er oarﬁ
sub@t}@p@tas kgrthes ﬁntlmlarrsbbs}w%mﬂ fof rapipalsiindepprdeyiyselgoted from

halg,el?l é’ltcté%ﬁ?e d%rﬁa%(g C1 6a th 6%132%%15 n%ﬁl?(ggﬂgntallﬁ/yl halo-substituted-

Cli&a IkAahé ﬁ?ﬂ)érsubytﬁﬁ%}(ilcéllk@ Kiherein X is a bond or Cj.4alkylene; RY is
al o- substi t ut ed- 6al ky gd hal o sub stituted-C |

selecechfrumpbydragen and Cseeubyﬂ: md R¥ omdm«ﬁr@l@mcyam kyl, Cs.

Tt BT POy BT Sriretn TR A ek, floatcy o
het\%h%@?fﬁf)ﬁkxlr&qpé fb‘j@ﬁﬁoh fﬁb@ﬁﬁlﬁé‘a wikipMdd 8acﬁéiﬂ’s miEPeddently selected

eln sel'ected from Cl. 6al kyl ene,

ﬁOfﬁZﬁ%ﬁ@hﬁemdyem? C1@ﬂkﬁlaﬂiyalkl¢>anhalo-s@b®)mm 1-salispll ardvhalo-x

suhlq;?;mt%igg S ry@?n(%é? ng eagglbuc%g a?%epgagee%itg,glyfi‘fagﬁ, solvates, isomers

Cs. 8het erocycl oal kyl, C6 | oaryl and
an@m%éf%?ﬂéé}oaryl or R15 and R16 together wth the

atoms to which RL5 and R16 are attached form fused
blcycllc or tric cI|c C5 14h teroaryl; wherein any
aryl ,2 1%&I11P<§M nd het erocycl oal kyl of
R18, orth and R16, is optionally
substh t ut e W ﬁggkip%gécgé&rf% ?é §’ i ndependent |y

sel eqt’ed f OdBIdAIdGror HIXIOK -, CIKS[0)o . B-dbdl K¥$(0)o 2Xo— wherein X is
Cl. 6al koxy, Cl 6al kylthio, hydroxy-Cl 6al kyl, 176 WD
m@p@s}lemdﬁ eﬂgctpltﬁpmgg @g}@l@alkylene wherein any alkylene of L? can be

Stit

opheH yga HBRireitbEd ey radrbagetidyromply, Gaily, Creatkoxy, halo-

@?ﬁ aﬁ%&ﬁ%@%‘aﬁyiubst;tg%gj(,ﬁ)las%\lé% CR351713h9t eroaryl,

XNRLTECO) 0i0Bl:aliyl, ONBIkR ) Riggerns x@ O NR17R17, -
R;L(Z»Cé(@(% R, ) %ﬁpd;%?nl %C@S&é@oiﬁ}h}lﬁ P(C(mg ; %Te?rgg is a bond or
SRR oo 4 i it ol
sel eckEd f madR‘hab @ndepeﬁdeﬁﬂy sslected fr6331 klyd YR wherein Y is

Cl- 6al koxy, Cl 6al kylthio, hydrox 17Cl 6a| %
selgeled fioubSt iallpi@s. Com lleeawl@w () ~OX~'X is abond or Ci.

et el 0L a g RGNy msﬁsegé%%ﬁ ¥ Cear,
ucg%loﬁﬂdykéﬂd CanHetEbaryl; sOrspéP g6d R tf)g&]i@r%ﬂﬂt&@)éﬁdnﬁwﬂokyﬁlch RY and R'®

are attached form fused bicyclic or tricyclic Cs.isheteroaryl;

wherein any aryl, heteroaryl and cycloalkyl of RY, or the combination of R"* and R'®, is
optionally substituted with 1 to 3 radicals independently selected from halo, nitro, cyano, C;.
salkyl, Cy.salkoxy, Ci.galkylthio, hydroxy-Ci.salkyl, halo-substituted-Cj.salkyl, halo-
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$het erocycl oal kyl, C6_ I oaryl and C5_I oheteroaryl;
wherein any aryl, heteroaryl, cycloal kyl or
whedsnooyel oal kyl of R19 is optionally substitRPCEUS2W05/M8167
1 to 3 radicals independently selected from halo,
nitro, cyano, Cl_6al kyl, Cl_6al koxy,

suhstitmteé&ihsh]ikbmy -, IQEchﬁ)alklyy |C3Qh£teﬂmay<ﬂoalkyl Ce. 10ary1 optlonally substituted
stituted-C -6al koxy; and the pharnmace JI cal }/7 .

wifl eAlkYe Cohpteroapylr 58 @oR o f v&bEo- KB EreNRERY, —XNRVS(O),.

R ??ﬁ%?@?&??&s N L SR R

XNRHMRl R - XRSECS onEokein Ndis- 60008 C2 ik ylembrar'@ iﬁe%cteﬁ from
mdependent Iléysel ecied froma bond and Cl_4al kyl ene;

hydrageniond Smya ?ﬂldeﬁe i pelectectpmKe- 08Pk Combieteyoaryl, Cs.

dical
b E I IRl bRl et saeghioteia
hetidchubist bf Rt%ed oﬁlorﬁiﬂlylﬁﬂb’s\ﬁtutai%lthq teb- rﬁéﬂcKM I1md endently selected
Cl_6al koxy and hal ogen; and R14 is sel ected %

franyfpdoy @;rmnanal saROL cﬁ)‘@ﬂwxy,mm mhstlwtedscasaﬂiqrh dndhalo-
suglﬁét%%i g0 and R17 is selected from hydrogen and
KYrEHERE and 'R16 are i ndependent|y sel ected from
-R18 and YR18 wherein Y is selected from
Cl. 6al kyl ene, C2. 6al kenyl ene, -C(O NRLl7- and -OX-; X
is a bohbe @rmmmd ﬁalmllecrfd?onﬂmlhlas sel ected from
hydrogen and Cl. 6al kyl; and R18 is selected from
C6_loaryl, C3 12cycl oaI kyl and C5 13heteroary| or

R15 and R16together wWth the ato ith R 5 and
R16 are attached for used b| cy r tricyclic
C5- 14het eroaryl ; V\herdg{h an he eroaryl and
cycl oal kyl of R18 e onbl naty R15 and R16,

uted|with 1 to 3 raéﬁ cal s
i ndependent |y sel get m hal o, nitro, cyano, Cl_
6al kyl , Cl. 6al kox&, Cl1. 6al kyl t hleo, hydroxy- Cl. 6al kyl ,
hal o- substituted-Cl_6al kyl, halo 177 WO 2005/ 116000
PCT/ US2005/ 018167 substituted-C _6al koxy,
12cycl oad éeyéatedCRorﬁhS((BToemﬂ)P@ k)ﬂO(C@QhA)@D)X b-, ~CH,S(0)o-2-
Eﬁ)o' onal |y substltuted with Cl-
—St8h28Ret-eT 4Dyt ¥S{1§)-0amR1PCHo= ,XS( O) o 2XR19 )

R, 13%%%%&19%&@ 3%13 cht(O)R9 :

XNR17R<‘R19 b1 KRS “FTH,€1(0)FHiahd A IR CFOTOH,
Cl- 4al kyl ene Is sel ect ed from hy rogen and
Cl- GaR‘k anh &' %me indspenslently sdedtedfio@t-R 'Dand+ YR'®; wherein Y is

AT e Eor BB e s e o
fro'ﬁi/gﬁ&@ ‘biﬂheﬁ&n ﬁ&&l%(gpﬁﬁélﬁg?lky%nzgg ?éh%xbe %?tﬂeﬁg&'bjﬁﬁranyl

tituted pende

pyséhgbpgﬂmldmyindﬂbahm fumart-2-], fﬁl}&ﬁmobelﬁb[lﬁ&hgpﬂene thiophenyl,
Cl-6 %f< hal o- substi t ut ed- Cl- 6al kyl hal o sub
phefoxgp 1@ -¢, hengogpaalyly 3-050-xhdihy anzst] 1.1 qxaping6-pk 2-0x0-2,3-

dllfyﬂfdlyérﬁobgazo{\—%@]rpl,?a-d1hydro-benzo[1,4]d10x1n—6-y1, benzoxazolyl, 3,4-dihydro-
2H-benzo[b][1,4]dioxepin-7-yl and quinolinyl; or R'> and R!® to gether with the atoms to
which R' and R'° are attached form 4,5-dihydro-naphtho[1,2-d]thiazol-2-yl, 4H-
chromeno(4,3-d]thiazol-2-yl, 5,6-dihydro-4H-3-thia~1-aza-benzo[e]azulen-2-yl,

is optionally substl

benzthiazolyl, benzoxazolyl and 1-oxa-3-aza-cyclopentafanaphthalen-2-yl;
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RI3 L2/ 1 SRI6 Rl4 la L2 is selected from
-S(0O 0-2(CH2) 1-40-, -Q(CH2)1-4S(0O 0-2-, -CH2S(O) O0-2-,
WO (N 0CH2-, -S(0O) 0-2-, -CH2O and - OCH2-; RAGI/US2005/018167
sel ected from Cl1-6al kyl, Cl-6al koxy and halo; R14 is
sel ected from-OCH2C(O OH and -CH2C(O) OH, R15 and R16
are i whesphmmmrlyly hetetcaeylpelcfoatiyl afkl BetamodyclYRER; of R, R or the
g)re nE 6ectedfromCl 6al kyl ene,
IPAOR @ % fppa ]é’rﬁélet@@-IZ)ltiL B3to: 3 ppdipalRigdependently

82l.8 | | ohex apht h

L B S ST

hypyoxiyamethyly meﬂ@rmﬁnmfl,fmemxg-eﬂioxy péh@e[ﬂﬁbroetho tnﬂuoromethyl
enzo[ b] t hi ophene, thiophenyl, phenoxathiin- X

tri gwga;@g%yyqnﬂuoromethyl sulfonyl, morphohno phenoxy, benzoxy, ethyl-sulfonyl,

dng @gmﬁn% Hid ldgu?foﬁ%gﬁﬁ%oétﬁyl-slu?f)én};l propyy viny% propylgxg sec-butoxy,

enzo Xazo

mﬂu&odieﬁm-&olfh@lnzdﬁnbﬂﬁ'] dmm@ oy, dlaﬁﬂzﬁﬁﬁégaﬂ;o’nyl methyl-
3, 4- di hydr o- ZFLbenzo[b] 1, 4] di oxepi n-7-yl and

cagenilorming) metyyl-rargomylgc @etlb’é‘etmewmpmﬂ-md;thylammmcarb)onyl

cyﬁf&é?o%yﬁgrgm% cgar yhg%%l Ej?]\? mom?mg,_g}pen%pyl indolyl, pyrrolidinyl,
I p@e[rﬂo 1dj b 1370 - - -
pyﬁ’@G di hydr orgzll—l-S t hi a- F-g%%?ﬂ%%gzyofepeggh lcagonyl motpholine
cathonyk mewymetlb’éﬁmzmpydpyhn@thyl -amino-carbonyl, diethyl-amino, and
3- napht hal en-2-yl; 178 WO
hﬁ@% Ei@%@u% é@&‘@"}@i}é? wherein any aryl,
heteroaryl, cycl oal kyl and heterocycl oal kyl of R15,
R16 or the conbination of R15 and R16, is optionally
subst4.t utlthe caimpoudd bHelBint 2df Easula idependent | y
sel ected from hal o, cyano, nitro, nethyl, isopropyl,
i sopropyl -sul fanyl, isopropyl oxy, hydroxy- nethyl
nmet hyl - sul fanyl, methoxy, ethoxy, penta
trifluoronmethyl, trifluoronethoxy,
trifluoronethyl-sulfgnyl, norpholino,
benzoxo_ et hyl - sul f [, dinmethylam
nmet hyl - syl yl - -sul f
propyl oxy, ses-b triN uor neth I-sulfanyl
di met hyly am nd2carko di ethyl 2 I,

nmet hyl - car bonyl -amno, nethyl - car@onyl 21
cycl opentyl -oxy, isopropyl -Ibet hyl am no-cdrbon
cycl opr opyl am no- car bonyl, cycl ohexyl, I i no,

plperldln i ndol ylI , pyrrolidinyl,
pyrrad é? I-carbonyl 2, 3-di hydr o- benzof ur an- 5-yl

pi pe rﬂl d ' Qﬂ%@ Qfetiﬁﬂ?érﬁendémf'y%@ﬁueﬁ Pronf 6 PO i
i sopropyl

i sopr\bpyﬁsmmﬁlﬁ@mmct@ﬂbonyl di et hyl - am no, and
phenzz%3 opti onal Iéﬁ substituted with nethoxy. 4. The

conpaundisorelested fram Cosallys Fubadkaxy.angdelo; R13 pl  HO N

R*? s selected from trifluoromethyl and trifluoromethoxy; and

R*! s selected from isopropyloxy and methoxy.

5. The compound of claim 4 selected from {4-[4-(4-isopropoxy-phenyl)-5-(4-
triﬂuoromethoxy—phenyl)-thiazol—Z—ylmethoxy]-2-methy1—phenoxy} -acetic acid; {4-[4-(4-
isopropoxy—phenyl)-S—(4—triﬂuoromethyl—phenyl)-thiaz01—2-ylmethoxy]-2-methy1—phenoxy}-
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S R Ib P2 in which: p 1 and p2 are independently
selected fromO, 1 and 2; Y is selected fromN and
W@RH0sRID00 s sel ected from C1_6al kyl, Cl_6al koxRCHIS2005/018167
hal o; R20 is selected fromtrifluoronethyl and
trifluoronmethoxy; and R21 is selected from
aceltis @pidomd ﬂw-@qﬂleﬂﬁkmﬂdin& -yllte(denifluoroitethdx sepladnyl)4hiazol-2-
selected from{4-[4-(4-isopropoxy-phenyl)-5-(4-
yimathaxyl8rvetyhpliepopheAsats a6 azol - 2- yl met hoxy] - 2- net hyl
- phenoxy}-acetic acid; {4-[4-(4-
i sopropoxy-phenyl)-5-(4-trifluoronethyl-phenyl)-thiazo
| - 2- g, metgitod Foreédinks arlieagxortdisokd§ iM\eh 30151 14 688 modulation
PCT/ US2005/ 018167 acetic acid; and
of PRARS a¢tivityesanaxgvep inkibit ogameljorate the pathelpgy padfet Hoaorgology of

AL b o R DG T B R crte
ambint@T adBhBlind Hf @hieh, modul ation of PPARS activity

can prevent, inhibit or aneliorate the pathol ogy
and/ or synptonol ogy of the disease, which nethod

conprj ses adm ni steri to. ni mal _a .
©her ool aafg oERE b bR B AR on diserdgnisagleged fom the
; _ ¢ - e h P _
T —
athprogpiwsisakisertrgywietriperdarhenrt failpeer tniypcatdial mfarction, vascular diseases,

hyper chol esterem a, atherosclerosi s, . atherqgenesi.s,
caripyasauiar g1sgases fa@ﬁa’t%ns%glg?sﬂefa%c ‘F’%?»_“?r@%@ﬁﬂg%laﬂ bs, cancet,
and ia,r aﬁltoir&?%né{'% uiol?ﬁmﬁ', g‘f%%ﬁﬁ r's drh &l %ﬁ%&%&&h, respiratory
I'Seases, hyperteénsion, obesity, cachexlia,
diskaxkh, aphtkialoie disiddis, iitritshle bawelatiscasanolcepatiag celitty €xolm's disease,
nervosa, bulima, Al zheinmer's disease, skin disorders,
typeekgibeiesoixpe-Hiligheierand merame % ¢ di sorders, irritable
bowel diseases, ulcerative colitis, Crohn's disease,
type-1 di abetes, type-2 diabetes and Syndrone X. 8.
The nethpdnehod batEI® 6iif wiiihahe tR3€asdiop 8RERIePTs sdiesREdRIm HIV
is selected fromH YV wasting syndrone, |ong term
wasting $ymdtonnd, lergsterm detead dldness, wgerehsed massleanais gndien swsde strength,
strengt h, .decreased |ean hody .mass, nmai htenance of
eSHERsER P8 odR G ST UIEE O AL PR a4 ] F{pomE o B lderty,
di ﬁinfgh]@ﬂ aede &&hecg%e%@s@feefuﬁmnmﬁpﬁmww Mbrlyand
railty in the elderly. 9. The use of a”conmpound
according to any of clainms 1 to 5 in the manufacture
of a nedicanent for treating a dis%aéF in an,aﬁgnm
i n W chhPBaRE2SeRPOTRY 2CRHIRS ANy ST CEIMR A t0 p R Hisi gy facture of
a éa?l{enﬂl ! egﬁR%Q g%ea%fe i Q§ aﬁﬂrﬁﬂa A5Ehick PPARS activity contributes to the
pharaceuti cal Ttomposition conprising a
pathb®egRad/or sahpipneidgadfithediasment

=

10. A pharmaceutical composition comprising a therapeutically effective amount
of a compound of any of claim 1 to 5 in combination with one or more pharmaceutically

acceptable excipients.
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of a conpound of any of claim1 to 5 in conbination
Wi th one or nore pharmaceutically acceptable
wez@spien s. 180 WO 2005/ 116000 PCT/ US2005/ 018R6GTUSHD5/018167
A pharnmaceuti cal conbination, especially a
phar maceuti cal conposition, conprising: 1) a conpound
of anyl.0A phariatButical Corhbigbtich, BEREIAAG @ phbddcedESE BSRPdStion,
salt. thereof; and 2) at | east one active ingredien
cogITstie dl) rreompornd aheny: off daimsildo dyguntphasnasdsutical acceptable salt
' ] ' [ rivatiy. and, mhetics; insulin
tnf33b apl2) 1B o T PR, DR e e, o
G i pi 2) atei-digbathuigeaie sactasANBM, insuliN84HVaBQLY £ himetics; insulin
sul fonyl urea receptor |igands such as neglitinides,
segIctpeosHssEeh phihd sulderylunees a@iGlirdeide,i giguiride ané Asndrylz er

PSS SRR R R Rl b o
refsdghiasd; Ssulil BrRitizeF Such s Brodsin %5«73&%1% gééspha"‘t@ge- Fhli ggggé B) inhibitors

SB-216763, NN-57-05441 and NN\- 457 RXR
sughyehP BB-1&%v G3H3 (glydogen@ynthostddnssesy) dithibitate perickasr8B-517955, SB-

I - i nhi,bi tars such_as. T- 1095;
S sB: RS IR b Shat' i g S Ly Bissadpuph as GW-0791 and
AGREBU b b $OhoR; 135 1095

gl ucosi d’a%gﬁﬁﬂrl1‘ré}ié%eint%glg;tts‘g l‘gcu%gﬁ‘é%gﬁg g?tgro%iel%sps-ufh as T-1095; glyCOge:n
ph(ogbh%ﬂgsmA Iililhébigpge stdhds-RAY RBléJaé ;]bigmﬁ%nglsucls ammgasnnin; alpha-

Exendi n- 4. an -1 minetics; dipepti pepti dase |V
gliGpRIdERS IBPQP“QMC%S pisEOsg; GERi1 (g PEGR ﬁ)l(lfﬁ pepkded} GLP-1 analogs
XEBk dridbd-0 an PP P i / - ; . azol i don
Suglgr [ va%dlas/ﬂe@ a?gl It aﬁ?ﬁe@&%ﬁﬁeg‘g‘%g?%ﬁ“}a?%?z ﬁ%’,ﬂ%tors S0t s DPP728,
vildeglimgin, MiZ-®d81, saxagliptin, GSK23A ; an AGE breaker; a thiazolidone derivative

R -1-{4-[5-nethyl -2-(4-trifluoronethyl -

(elirernm) suchvas marsliazpnaeopiglitaronse py Gids d—f%nﬁl}}d-z,-(@-tdiﬂuymmethyl-

Q- ' |l e- 2. xylLic aci non- gl it ne type .. .
R A Bt PR n i BB Bl ol SRt aci, o
noduftifazdfe BdPBARYag3ni¥eE BYGT 9628 7E Y| coenzyme A (HMG

CoA) reductase inhibitors, e.g., l|lovastatin,

pi t aveidiaplipidemiongsstssticnas phadrasy-dtmethykglutavisioahiyme A (HMG-
(kg%vaétgtin .g%lostat%p, fluvastati.n, .dalvastatin, . _ .

UDSP ISR IS iR w0V AHHHH- BHEY s TaliBstimyasiatin, Senyattatie cerivastatin,
mEMER IR SR1dsBinPIERSsitin R ésfa?iﬁ?@c%ﬂ)aﬁtafﬁ EGRBLNA aflHvastatin;

LXR (liver X receptor) I gands; chol €styram ne; ’
sqadlénrcestyeasainbibfors; & XRc{farnasvid Xspeapitor) aed LAR (liver X receptor)

.anti-ohesity.agent or appetite regul ati ng agent such
hgaléésp ﬁléﬂ?%}ffﬁ?ﬁ%e,g’ %1%&5?% H%COBBIP@ﬁ@&Hﬁ@ﬁPlﬁ@;
dexa t.am : ' ramne . .
R AR PIRRE e oL AR B s phentermine, epi,

brateodriptiht UdeaainpRetariiigl AdphetardiheeRfliHaftfne, dexfenfluramine, sibutramine,
phendi net razi ne, diethyl propion, fluoxetine,
orlstasr dprfaluraraive, magindol, pheatampins: phindimettreinep tiethyiprogion,

| pr nol.am ne .or,.. ecopi pam_ephedri.ne, :
RSt B BAP R EP LT iRV RBHAOT coRbe iR ahmigpganolamine or
ecéhipantdphBIRRY, h&AbMhedFRNS Soanfatinoid kQRPtod hﬂggcsﬂi&& such
as ethacrynic acid, furosem de and torsem de;
di ur ediapli-hypettensivetagents, clg, Wep idimttiosasch as ethacrynic acid, furosemide
| ori.thiazide, hydrgchlorothiazide, _ amlorjde; o
- anf R Treb SheN e it g e oy loriasideop e sehipvogtgazide,
A . o . | . R
mr{?l:%glﬁﬁ,ga%?%oltensﬁnlgdg%?%‘rh?l}g :en@éx?ﬂﬁg(g@plmbﬁtg%usﬂglg é% !I:n?n’azeprﬂ, captopril,
enalaprilpfasinoprit lisinapdl hvekipkil, perinodopril, quinapril, ramipril and trandolapril;

=
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181 WD 2005/ 116000 PCT/ US2005/ 018167 i nhi bitors of

t he Na- K- ATPase nenbrane punp such as di goxi n;
woemwsnadoendopept i dase (NEP) inhibitors e.g. tPCDUSIANP18167

terteo-thiorphan, SQ@9072; ECE inhibitors e.g. SLV306;

ACE/ NEP i nhi bitors such as omapatrilat, sanpatril at

inRiBforfs AT koA K- A TRASGH 19%1%8?&11@ g{ﬂnp sBel Q@&Eb}ﬁhsne%‘t@tbna@epudase
candesartan, eprosartan, esartan, |osartan,

(NEBY) intbitars . gatidorphars me@rthlqrphanp&%fi’(W@L EEBjiahtbitotsang. SLV306;

ARk 1P o 9550 TRt <sb e o Sl GRigotensin

anfRLAREQuCIP h@&iﬁ@éﬁﬁ%ﬂ Cdpr&artas SRt 21aa) }osﬁ{a%n@lﬁisartan and valsartan, in
bet axol ol , bi sopr ol ol, netoprolol, nadolol,

pap;imm;lﬁrafnlshltan, renit antobiters dudhi amlhdhrem, teotakiogi, d1talgesm; R0 66-1132, RO-

662 ﬂ%’%n Tsadge} %é?egegtggﬁfé&@?ﬁnﬁfec&%ggp%t&{ag g{érela]iof %letaxo{nl bisoprolol,
m&b#)fo'lcﬁzﬁablol g&l'o[‘ %otaﬂilgﬁﬂ ﬂhﬂﬂdjelnoﬂbﬂ}i’ gg&itsnﬁlch as digoxin,
edi pi ne I pine and verapam | sterone
ddbetaﬁpnmnchnﬂagma sélsiunacithnatlddsdkersameh asyamm:;ﬁne bepridil, diltiazem,
nhibitors; e i ncre SJ ng .conpound; f)
feiﬂ“ml%fl%lpl%%mﬁg}‘i’  RBIPRE HisgipreaRd Fstapaily aldagerone

oo a0 SR B o 1)

al dosées D&, maieaéing osmpouwel) as anast razol e fadr azol e,

epl erenone; j) Inhibitors of platelet ag atlon such
as asPi # Flirol eséﬂ@babﬁ@mt@m rmctulﬁt@ra%h ag efeaﬁ rm.tg

testo tgr NG analse 6t ve estrogen receptor rmdul ator
a sel PUé aﬁ rrgglé%{ 8t nodul at or ; 1) a

chenvhmfcaﬂﬁuﬁmﬁb@&@@ﬁcms%mga&%at ase inhibitors
e.g. femara, anti- estrogens, topoi sonerase |

i nhi bi)tablosteransyohibietsisaeleas anastrazols, fadr@olmﬁplﬁmwl e

o GRS BRI S
decr egpisiged RRRERER, B KleDBREsRE én‘ﬁ‘eé%t&qﬁ@dlﬁﬁoﬁ a s@@g’uve

receptor tyrosine ki nase i1 nhibitof preferab
andnegen medspior modulator;
4 th I-N—[ -(4-nethyl -i m dazol -1-yl)-5-triflyorometh

ﬁw Fmg zp_pﬁggq fgent such as aromatase inhibitors e.g. femara, anti-

esl?fo%{éns PY% 61%1%13?%I %&)@Eﬁ)ﬁé) )cor;B Msd% i ijtofp m‘”i‘&oﬁlt%ﬁfétactwe agents,

erac Ing w or an ah agen

alky’lhtﬁ{g%gfenfsganun%bpﬁstlcﬁﬁ‘ﬂmfeﬂb@ﬂte@ rpl@tﬂﬁé‘blﬁ}ﬁowlﬁg&;‘éﬁfp@dnds decreasing
tegaserod hydrogen nal eate, cisapride, cilansetron;
the proteip kismehacyély saclpaﬁaa: Bﬁé’r@uﬁ:qpmrnyroa@@ Kneadindibiter preferably

il M AP B R PP SRS Bt RO oG 4-pvricin-
3-¢1-gyrithibith-2rylAn@ehéakdi@) andccording to claim 11, for
the treatnment or prevention of dyslipidem a,

hy per in) ph degerit apteratigeg width 200BT1 t@eR0r BOTHUBPO5Y DIBABAg with 5-

h | t th
Y BERROT RS S oo, oA Thirqieh Bielente, csappidy, cilansetron;

or, in each case a pharmaceutically acceptable salt thereof;, and optionally a

pharmaceutically acceptable carrier.

12. A pharmaceutical composition according to claim 10 or a combination

according to claim 11, for the treatment or prevention of dyslipidemia, hyperlipidemia,
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i nfarction, vascul ar di seases, cardiovascul ar
di seases, hypertension, obesity, inflammtion,
wa@edosnidons, cancer, Al zheiner's disease, skin PCT/US2005/018167
di sorders, respiratory di seases, ophthalmc
di sorders, inflanmatory bowel diseases, |BDs
hyperchblestbleid Qitirot#6AS lypertt gl Pdepideiith, 604rt Hilre, myocardial
. Crohn's disease, conditions in which inpaired gl ucose
infagtiopayaseylangiseases, perdinvaseutat diseasesi hypertensiart, ahesityaindlammation,

' [ d ch_as..type-.1 and e- 2. dj abet es, .
N BRCE R T S,
dishodes, antaninhioh) bowsRAldasE, 5 (iRFaiR H&\Qéledigéage? ulc?ﬁﬂve colitis,

Syndrone- X. 13. A conpound according to any of clains
Crohy’g diseassy cendifinms e wdihi ipwhaired giuposi toleomca drypeilyugniioand insulin

cl.al m 10. or.. a _gonbi nati on acgcor di to cJaim11l, for )
re N ot e oS pp | QLB A RS CReeRetabolism
IGW) Apaibd Chidd : ' )
O ag S NELe THlchcd (I, AP HTASEIE Gfibee QNG and Syndrome
X.according to claim11l, for the manufacture of a

nmedi canment for the treatnent or prevention of

dysli pidem a, hyperlipidem a, hyperchol esterem a,

at her 05 CA eipbind UBRARY Uy CELlARM & 515U hal@hdciliEn

myocardi al 1 nfarction, Vvascul ar di seases,
congpsitioy asouling tadtlsieas@sr a bypbintitssiceordigbRliin 11, for use as a

inflamration, arthritis, cancer, Alzheiner's disease,
H@é&@@%ﬁsorders, respiratory diseases, ophthalnc

di sorders, inflanmmtory bowel diseases, |BDs

(irritable bowel disease), ulcerative colitis, ,

Cr ohnt4s Use 8 €a8empo@itticcbdiv tonWoF 6Rird P& 5 &F aflhdfR&Rutical

tol erance, _hyperglycem a and insulin resistance are
comppsitignaceqrding, torclaisn 19 pra gomabigationrecorditigtioataim, 11, for the

megSPEEE R AT PRa et Pl el holiet g
hySuigideiies, KypkSifolesteremia, atherosclerosis, hypertriglyceridemia, heart failure,
myocardial infarction, vascular diseases, cardiovascular diseases, hypertension, obesity,
inflammation, arthritis, cancer, Alzheimer’s disease, skin disorders, respiratory diseases,
ophthalmic disorders, inflammatory bowel diseases, IBDs (irritable bowel disease),
ulcerative colitis, Crohn’s disease, conditions in which impaired glucose tolerance,
hyperglycemia and insulin resistance are implicated, such as type-1 and type-2 diabetes,
Impaired Glucose Metabolism (IGM), Impaired Glucose Tolerance (IGT), Impaired Fasting
Glucose (IFG), and Syndrome-X.
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