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1, 1, 1- TRI FLUORGO 2- HYDROXY- 3- PHENYLPROPANE DERI VATI VES

wab@opuesent i nvention relates to novel PCT/EP2008/062412

1,1,1-trifluoro-2-hydroxy-3-phenyl propane or 1, 1, 1
-trifluoro-2-hydroxy-4-phenyl butane derivatives, their
manuf acture, pharnaceutical conpositions containing
them and their use as nedi canents. The active
conmpounds of the present invention are acting as

nodul ators of the glucocorticoid 5 receptor,

pr ef enab] -yRAMSEOROL BB DROKY 25- PHESS WROFANE SERIVATIVES
di abetes and other disorders such as dyslipidem a,
obesity, hypertension, cardiovascul ar di seases,

adrenal inbal ance or depression. In particular, the

resent invention relates to .co upds t enera
For mr et e loekTregd ol et R pag aagnipropane
_chdl,l,O—m\ﬂﬂaom—h—hﬁdf@y@—ﬂdmykbxutdﬂ;e detigatRed thRlir mehdfaand, R e
BHH%P&%QH&QE éo\{nﬂorsﬁf@ng Qﬁrﬁaﬁ’ﬁ%%eﬁéidiﬁéifﬁ&eﬂ hdd A, The active

roup consisting of hydroden, ~7-al kyl, o
cnpos|oh Hiadyeseat inyerfldadre a¢igigagamdulators of the glucocorticoid
FE%E]%(QF; Dr&draBlyainksbnisRad RO B usFlLif 1Rh KX Yiabdied LE&Ither disorders
Cl 7- Iﬁ.l sul fonyl oxy, 15 hydr.oxy, , ,
Hi;‘graé;ys_ éidemlgﬂqbﬁlgr, %ﬂyeyt_eng%)&qulovascular diseases, adrenal imbalance

eildéprassicaxy- C1_7- al koxy, hydroxy-Cl_7- al koxy,
am no- Cl_7-al koxy, cyano, carboxyl,

carb . 7-al . .
car o W eyt faverion eyt a g nds thegencral formuls
Cl1_7-al koxycar bonyl - C1_7- al kgxy,

Rifier ei h3 teroaryl ring is
sel ected fromthe gprdup consisting of oxadiazolyl,

i soxazol yl, thiadiazolyl and tetrazolyl and is DK/
22.07.2008 WO 2009/ 040288 PCT/ EP2008/ 062412 -2

wherein
A is C-R™ or N;

R, R'™, R', R' and R" independently from each other are selected from the group
consisting of hydrogen, C,.7-alkyl, Cs.7-cycloalkyl-C,_;-alkyl,
halogen, halogen-C,_s-alkyl, halogen-C,_s-alkoxy, halogen-C,.;-alkyl-sulfonyloxy,
hydroxy, hydroxy-C,_s-alkyl, C,.7-alkoxy, C;_7-alkoxy-C,.;-alkoxy, hydroxy-C,.;-
alkoxy, amino-C,_y-alkoxy, cyano,
carboxyl, carboxyl-C,.7-alkyl, carboxyl-C,.;-alkoxy,C,.7-alkoxycarbonyl,
Cj-7-alkoxycarbonyl-C,.;-alkoxy, C;_7-alkoxycarbonylamino-C,.;-alkoxy,
Ci.7-alkylcarbonyloxy-C,_7-alkoxy, aminocarbonyl-C,.;-alkoxy,
di-C,.7-alkylamino, di-C,.7-alkenylamino, C;_7-alkylsulfonylamino,
phenylcarbonylamino, phenylsulfonyloxy,
heteroaryl-C,.;-alkoxy, wherein the heteroaryl ring is selected from the group

consisting of oxadiazolyl, isoxazolyl, thiadiazolyl and tetrazolyl and is

DK/ 22.07.2008



10

15

20

25

30

35

unsubstituted or substituted by Cl_7-al kyl, phenyl oxy
and phenyl - Cl_7-al koxy, said phenyl ring being

wa@e®oberss uted or substituted by one, two or BCIF/BR2008/062412

substituents sel ected fromthe,group consisting of
hal ogen, halogen Cl_7- aIkyI Cf 7-al kyl , hydroxy,

cyan 10 Cl, 0, 5 alkoxy and hal ogen-
c1 7- ﬁﬁ“l%]mme% )éﬁﬁs s @x‘éﬁf PR d and R e t oget her

are pl@ﬂ#@ﬂy @h&@h’@nyﬂ&fy@iknxa Spidelﬂseh‘/l ringrizgingeethsituigi on
the qashQRedd , B Sihed shBﬁMu@Ht?seﬁHeﬁ%g ﬂﬁ%f)hﬁ consisting of

selected fromthe group consisting o

C3_7 %19%,‘1%5111%4& Cr-7keh oy alk‘/lza%r@%wcyep %aﬂlévlsulfon‘/l Crr-
C1 7dﬁbﬁﬂﬁypﬁﬂ@@ﬁyL7Qﬂh%q@|kyl triazolyl-Cl_7-alkyl

and phenyl, 10 sai d phenyl being unsubstituted or

substitute t hr ee

oubsh LRt A0e,, | O OF 1ee AL AR G50M%, R eny
t he omg ti@athat wrthttlmfegarb\cvreatatrtsa«z hdthttbeyf o attach€dr C5-
cycloal kyl ring; 15 R4 is a heteroaryl ring selected

tro i d
fgyr :nir?l s'@l%ctg Gldkh fhlfé agllﬁJn &d?&s&flg 96’(‘51 ge Mlqg @%J %Ilod;a}/llly(ij Ci.7 lalkyl

f ny
qui n&HP FogHL-Ci Stk ot 41 carbenﬂr%m%lwl iggal ol k71 and phenyl,

i m dgz@ Ml&n 1 blihg zabostituddd @Zab&tlited b op¥ ! twdydr three halogen
i mdazo 37 a] pyridyl, quinoxalinyl, benzothiazolyl,

benzét &zolyl i ndol yI, indazolyl, 3,4-

dlhydro IH-|squ|noI|nyI and

B’ 4- dihiyghrgen @HCpyaikglo[ 3, 2-b] [ 1, 4] oxazinyl, 20 said
heteroaryl ring being unsubstltuted or substltuted by

one, of NmarﬂrRatthgﬁﬁer DR AR ﬁ%@gmt&@{w fi8m a Cs-Cs-

group conS|st| ogen, oge Cl_7-al
cyan®/c %hk‘/bna&kw C3_7-cycl oaI kyl - C1_7-al kyl ,
Cl_7-al koxy, C1_7-al koxy-Cl_7-al koxy,

R§/ ang -a%te?oa’:ﬂylktﬁh@éselebtéd [§203 t}@]g_aulﬁt(krﬁiﬁym oflpl)}rﬁgﬁ pyrazinyl,
carl,boXx

7-
car bBX{W%aYI 2, 5@%& -}%@l}ég(ilrlgg %lgxrflb%w{)f)hnyl isoquinolinyl,
C1 761ahdadmyj/qa(rdzo}yyI1m(dhz<71y]a|tm§do,lyl pyrazolo[1,5-a]pyridyl, imidazo[1,2-

Cl_7- y

%R??\l-%kh&é (ﬁﬁ{%&%’i\}{{; g%z&%%gegzotrl%olyl 1gd&]_}rl 1ndazolyl 3,4-
| ndefibridrenthlysoseimbpac rdi gt Sgarrige b1 Ryazingh
R6 aggl B&eﬁo@g@hhg 'belwgtuﬁlsﬁmﬁtd’ﬂéd 6@@1%&1t§¥egmytd?1@yw &t three
attached to eterocyclic rlngi§elected from

pyr r JIUsHugRts 83 Sed frafnntge grcﬁ@&ﬁﬁﬂftﬂ%eo

t hi ohﬁbmohalﬁgen G- @llkglny)l'anosej dalplieay}- qbﬁbaﬂi@l C1 7 alkyl

unsupstitut e or, sub r
subs? J%n R 1€ﬁM““?H%¥gro 53@%5 ,gﬁ» $7a&DX%

haIo@dngﬂhﬁiﬂ@énmﬁﬁm%oaﬂkyﬂxmytil%a&vkymbOH&dhox&hnw,Clr
cyan rb | ~an

pzr 4 Qk?ﬁ@%%?é Cl 7 % ZX}?S' ec%ﬂcgl 7 QI'R%I] C?GQIkrg%)GCerlﬁJnl§pé¥7 alkoxy,
Consiat Nn@arecfm/ Lol oy rieheaeia Iiouasér& arerig depeaiently selected from

hydrogen or C, 7-alkyl or R® and R’ together with the nitrogen atom they are
attached to form a heterocyclic ring selected from pyrrolidine, piperidine,
morpholine or thiomorpholine,

phenyl, said phenyl being unsubstituted or substituted by one, two or three
substituents selected from the group consisting of halogen, halogen-C,_;-alkyl,
Ci-7-alkyl, hydroxy, cyano, carboxyl, C,.;-alkoxycarbonyl and C,.;-alkoxy;
pyridyl,

heterocyclyl selected from the group consisting of pyrrolidine and piperidine, said

heterocyclyl ring being unsubstituted or substituted by carboxyl or C;_;-alkoxy-
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substituted by carboxyl or Cl_7-al koxy WO 2009/ 040288

WERPBR2E8O8/ 062412 - 3- carbonyl, phenyl - C1_7-BCREP2008/062412

phenyl oxy and phenyl -Cl_7-al koxy; R5 is hydrogen or
methyl; nis O or 1; 5 and pharnmaceutically acceptable
salts thereof. The conpounds of fornula | are
qucocoHPECO|d receptor (GR) antagoni sts.

G ucploowt-Ceoiabisl, ahenylegpod phibhd-Gioralkeyer al
physi ol ogi cal functions including answer to stress,
RMuRevarieh Bf kRt ory responses as well as
stinul ati on of hepatic gl uconeogenesis and gl ucose
utlllﬁatlon at the periphery. @ ucocorticoids act via
Bn 165Y%%tl acel I ul ar gl ucocorticoid receptor (GR

bel onging to the famly of the nucl ear steroida

st plptroraseutithley awoeptade sal@attlededR i s | ocated in the
cellular cytoplasmand is associated wth severa
chaperone proteins. Wen a |igand activates the

r ece’@ﬁ@éomﬁaﬁld‘g QFRJ Y14 1Sare %f&@é&ﬁ%& Oclef f?)rt(@ﬁ) Ql?tla% onists.
nucl eus and Interacts wt ucocor |00|d response
el emg t mhICB is |located . in several ene, pronoter

The B epTgFoidpicdesnensipls femsveral Rhysiglagealiugstians iaduding
heyRE R Fes) imaiunb h & irfthiniRitorMRE R & as SRU ek aﬂlmulatlon of hepatlc

ssoci at ed. co- tivators.or epressors C
PRCaraB St EReO ¥ OB BT HiRerAREE: PRiGeSarods Ritfhan
possilbile gloontiticaid receptdre &Ry b’ebngmgeo die f@Rily of the nuclear steroidal

?e%%ﬁjs@ﬁéﬂ%—oﬁﬂ/qteﬁ ]?Fsﬁéc etmé gdlﬂ%%%kﬁh&gﬂncﬁh is associated

ogl es g s syn rone
vith geysra sBansroneavretebse W he ggdkgaad aiivateg the re¢epinydireapaplex is

%r@nﬁ&\éﬁiﬂQn RYPRIIGRIC LS S d Ser Ehivar it lﬁ&oc@ktico@fespohse element
nol .. 2005, Vol. 153, PP 837- goun [[ess

2’85 18 611te 171 s(exsra gpe Qggngt@rés) Q}fgcmhw agt 119 the ce | nucleus as
atdl‘IbIlnbdinliéitdr an hbasodieen M)dsl@uﬁﬂ séverdd assetlatw@aldcyvaamtslov €o-

%6%5(3&%/%% dé[% grll:ter%rég‘gltlggg) complex l‘f&o q%r%g hop §e aF %551%11 09y
(c@hbunetlonsslta,ds Jo se@blrahGREndﬁUmanohs arlvbsteaetial p_IIB@ble pligsiological
pp 3568-3573). These clinical evidences 25

iITustrate the potenti al cIinicaI val ue of a potent
and selectjve GR anta qu in many indications |ike
ushipgs

di ab%%tggl,og’ﬁf/ bkg ‘é)l'rﬂafé?ﬁ, ?}ﬂ‘/‘lmfﬁ? Béflﬂg?ﬁgiogrhave been assoc1ated
Geth GhNeage W @ferdihgpas@3is6lism (BHb&ERSEQN HVINEkRIHRSIN2086, Vol.

B 4P 55 B Beet B3 tadaolo0 bt o B O Sia et
Adrdmestsitio rhngbaokprofentth de stiniedly ative inhieprdssian AF1230 61 al,
MQIIAT’O % ogPanf’c?&Zl’oéﬁﬂ)O? Vi 31, Q’Qg 36%%) @ lglk%usﬁ slyH@lroﬁYee( Chu et

0 sens ivity %
R]@f lincErdpcrigydpMepd o200 1\é9l. 8@'pp 3@98 g[‘)?z)ggl')zc)se ghl(l}cal evidences

mﬁl@&ﬁ@ fthd%ﬁﬂ@r[tﬁa@%lhrﬁcaﬂ’ Qhlae 6€4 boteh DRl dBYRRENvAER @htagdnist in many

2094- 2
g(zyshplgemla, 0 esny,quper?gnsmn?(?38rzilovascular diseases or

1nd1cat10ns 1ke cflabetes,
depression (Von Geldern et al, J. Med. Chem. 2004, Vol 47 (17), pp 4213-4230; Hu et al,
Drug Develop. Res. 2006, Vol. 67, pp 871-883; Andrews, Handbook of the stress and the
brain 2005, Vol. 15, pp 437-450). This approach might also improve peripheral insulin
sensitivity (Zinker et al, Meta. Clin. Exp. 2007, Vol. 57, pp 380-387) and protect

pancreatic beta cells (Delauney et al, J. Clin. Invest. 1997, Vol. (100, pp 2094-2098).

Diabetic patients have an increased level of fasting blood glucose which has been

correlated in clinic with an impaired control of gluconeogenesis (DeFronzo, Med. Clin.



Di abetic patients have an increased | evel of fasting
bl ood gl ucose which has been correlated in clinic
wWoRak/040288 npai red control of gluconeogenesis (BEFEP0A%(62412
Med. Cin. WO 2009/ 040288 PCT/ IZ:IPZOOS/ 062412 -4 N. Am
2004, Vol. 88 pp 787-835). The ‘hepatic gl uconeogenesis
gﬁceﬁéﬁ)zﬂ %789%%%&7%258355;%%%@1%{)&& ng olfllgog(r:eogstlsl(#%%céjsg is under the
entted oh glsitocof RABE Cllnwalfa@lpnnstr@ﬁw) Oﬂ el speeific €1y antaganist
@Wi%%ﬁlfa;rls{&% {85 zwu?é}';'ﬁ’) egéléégé%&eof sttﬂlg rpq‘i%}na glucose 1n normal

vol unteers (Garrel
i@gsteel%ﬁarrslcﬁtebi ClﬁbEB"]’@f’ESZSVe%’d“%?SCNPBﬁP £8) 93?%3§5> and
deohRa%Et oca‘ddakea%mtcgmnﬂb@lmmm 13T §am&g @kan et al, J. Clin.

e Ve A ECE AT R VENR S 2D Qoa?qyar’slwéwa%ven to leptin

Hefpidann anideds Immmhzcﬂrfasmmg$>lasmarghidoze($b7<&sﬂm<mgGﬁit)a$ml Int. ]. Obes.

%9%%9564 é‘%? g%g%%t}@ agﬁvvl\gﬁf ggfsgg?%oée%%ﬁéfn%es (dl?/ db mice,
ljn@dmm@glé i ]élob ﬂ%?’??’e1599(7 d¥eldB7 50 pp 3 EF et h)- étveabpec\r,ﬁc
ﬁﬁ&ﬂkou%?d@ha&eq@e%n YQ(Iluceg 42d (R3) afMaB Py 3148ddrate hypo%lycemla

ver-sp ut mc ave been produce
Y %%gleﬁﬁr#a?tgcf E¥§EF %3%&e¢rr é’l}ﬁ?’ﬁﬁf‘gh@@é]ﬁff%ma\ﬂﬁéherk etal,
Mb@)En@lb@zrfoﬁSD@QWo@ﬂS‘(Sh peXichedBs®). the ri sk of severe
hypogl ycem a (Opherk et al, Mdl. Endocri noI 2004

Vol t

o S BRI e Yioﬁ% S O

Gzl glaHrRNHRA axispiathehetieaiond nifed- lm‘c anq‘Cherdsmadkch leads to an

RAAG SRS l:(ﬁﬁgéstér&d@Q1rcu’.|1§t1ﬂh§‘|9rtﬁ@§l§ ? (GENARO&NOWSo. Narl
r | 00

corticoste s circul
épad Briol 98kiaY ol. 81, RpA879-8892)- I}_/Q@erst%q: aIS(Bg[lduﬁfﬁ some adrenal

ﬁﬁaﬁrfcfﬁﬁazaymﬂvblfr@aftérab@@@rﬁltﬁe@tmaﬁteap% $?£@ t?ﬂf@gw( see: Sitruk-
Su I C rmitreatnen u
P ey B e et e PR Gar e et al s 2008,

Contr acept ion, Vol. 68, pp 409-420). For &R rmdul ators
t o onrL@% shadulitodite At Ligmsn Suditntass s chbetdedetes, dyslipidemia,
&1l 10n agxl(a cggﬁéx}atsé{ﬂatmﬂ%%ets &1s h@c@ss@‘ﬁﬂtf) limit thehrlsk to

car SCu seases It IS necessar
aqtéfﬁtet% inhjibit ThFaHBA@WSi Serenl stragegies Hmbamegl to gélvé‘feathls goal like to

Biveal cﬁrglg eﬁthcaafﬁo@&aﬂést@ ﬁlg‘h%vaﬁm&ﬁ@lt}l (ISF 5] ggpa{iﬂrdilffﬁcH Would not
have a t er. se ectivi

B?ne{ratedgﬁm L](‘.{FWI%YIB’W Gﬁ)& b%’dg'ﬁg yeingliyer éa[rg'etmgy vectors in
theuroleagt echy Mmttmgaaav&iarrmhifalsnﬂﬁnimyl dflig ds@hcginlthy/Bsdy. On

faraeti v n r b mitin e
bRl Rt Bt R R8P odF PRLTat et ke B
m’nbdl®cehescap1pﬂes>r deprkssror@Wﬂbbmmmmms/ to obén advg Wuth a moderate

H%HH‘I’E@e&HﬁJ{' as adrenal / HPA i nbal ance, insomia

epr essli on vvi Il be necessary to obtai n a dr ug
V\/ltharmd rate i gh brain selectivity
t her Bfibthsreierean JOQW ?)'(thg? RESSPH daveRtion FR/%"r‘PE’}dS rPOfeélt and highly

M&‘tﬂ/@ﬁloﬁﬁh&ﬁt ofithd ghicgbdricoid @bRpior V(ERMAe RO GR @htabiists, with

t d
St S SR e " Bh s pioghie B BB B rppycaly acive
SustanGR, podullatipirsthatreatoset whd/as ptefiertapenftdiscadel yhich are
2554YE€d with modulation of the glucocorticoid receptors.

In the present description the term “alkyl”, alone or in combination with other

groups, refers to a branched or straight-chain monovalent saturated aliphatic
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prevention of diseases which are associated with

worewah#ason of the glucocorticoid receptors. |PCT/ER2008/062412

present description the term"alkyl", alone or in
conmbi nation with other groups refers to a branched

r,StLr htrcC i ur a ph
B8t B alR! sTBo8y Bl SboR UM hRT B0 BHE N g carbon
atonsneotropreigesily oraiodom cabomstonpy ef erably one to
si xteen carbon atons, nore preferably one to ten
car bgRe ﬁ:hﬂnz'l;owe-“&ﬁ( 1&8mC | 7—(%1Yl€/[” Qllo!fly br 1erom1913ra.t¥onak1%M11ﬁes a straight-
lone or in ¢ rlgtlon ﬁ |esastra|ght- C
o, P%\h@ﬁé‘&?dc‘%‘é%a YHeppumy el b tow carbpngpms, pxgfgahly 2 straight or
Bita@ lbed - fHag ﬁkﬁ@r&u;ﬁwﬁ%ﬂab ghtirboh a5c()j1’ﬁ£ ﬁ[&ﬁb&dcuﬂﬁlﬂy preédrieyla straight
car bon an |cu
df QB hatn P i P00 1 9 TReHBA SR FAEPRGE oYrsigpt-chain and
bianbhetl € o alkyt grovps aztroetbyl, Ekghptopsl, csbpstpwhlbgtyll -igtbaiyh, tert.-

I
Qg'tg lf[)er e érj%gfﬁ; t@é %égl:nelgg R&@Estaﬂﬁ%hgﬁ&lﬁyw Bﬁ}t@( preferably
iiIP%etbélrﬂnﬁlfQOStPFﬁerir%WémY hexyl s and the isomeric
heptyl s, preferably nethyl and ethyl and nost

pr ef ghé¢ @dmn‘\ﬁivl}l%t'alkeﬂlﬁ” bhect ealfenyovetifiad keaydht-cBhin or branched

f t h b
el Fy gt Barossh Coapivad el sl Ebeyancd @ RrERdRg o o
pardicdlatly preferpadelf terdadalrlyonlatb s G xanppdestaf alkdeayllgyogrsekecthed], 1-
élﬂ%)gn)@ b2 %E(R)%H¥laf8§ﬁ;%l‘pel%§,alnpht%§¥]lo% b eﬁglgglbu%n?/r@r’?d B88utenyl. A
Rﬂefﬁyteéwﬁmpk-lb&ﬂ)@mny 3- but enyI and i sobutenyl . A
pr eferred exanple is 2-propenyl. 15 The term

" cy crRatekil “cy@balkyBor Gy, CldyeRhikyl deASROL @ﬁu&teﬂ%a%&?ﬁii group
car boc cont ai ni

I C_group m3t

SAYBIIE éjmm 338 7&9@0864%%”8113%%@183%1() @@%ﬁewﬂﬂpenwl
oyctdhekg xy kyadshepyit| i3heqaliyl prefespéd @ﬂeaﬁytlyb@uyleafmi dyeldparitel.
cycl obut yl and cycl opentyl. The term "I ower
cycl »cyeloal "

[ of e?@ét@é | oM e!r cy&{;ﬂk)ﬁékgl %¥Sbas }&Y(#alk%?‘-gl 25 l{}r}‘ re V\’ﬁ:rs to. lower
alk‘/ll gsasps a@ﬁleﬁmﬁd abowe wildnemg@rheaat oreofdlhe pyrsogammsoms thhe lower
ﬁk&ﬂ)@ro@ﬁ 8‘%@plh&d"b§%&8ﬁﬁyl by p?éf&lr&?éxléﬁlple @cﬁq(%rgf){lﬁgthyl

exanpl e |s cycl opropyl net hy The erm | ower al koxy
refers,

or "

"5 Moo Mﬁyr Uiy e e o g 40 thy 3oyl phathercin ki
rmev hlbwisdnd the wem Sowger aﬂkyd:’ahiusehe eaivpble giveh sighidserice. Examples of
foé/vgﬁ al&og&%ro Hs :%a)rreteogﬁoxyr %%/IB)EP{” ox}g{roiﬁb)@fé 158p1‘b03)?))6(32/&1—%1ht8xy, isobutoxy,
sesr-butobyamkiert. bn@ﬁmmbﬂe;abh;emhthwy amdletboiyoand mpst prefsired ethoxy.
pr eferred ethoxy. 25 The term "l ower al koxyal koxy" or

" Cl_Th&lek@Yowdr hkoxRlIKSNY or FE 7e£l§o{'y° d, QRO l‘éféﬁf to lower alkoxy
gr oups s defi ned abqve "‘wher el ng% ast one of

BPdPoietriReo ARG Wheran polgest ogf R Yeiogem Ajogs ﬁhleée&far alkoxy
@t}bu@nﬂﬁebﬁtecalb)kmbyh@raﬂwy gAIUPOALSB Glhdllﬁ’(ﬁdlba&lé OQpQWliérem the second

erein the eco oup 1S stijute
Ahpprap b resRy BrRe S BTG PERY Bl SRR o RETerrl 1Bver
alkoxyalkoxy groups are 1-methoxymethoxy, 2- methoxyethoxy, 3-methoxypropyloxy
and 2-(2-methoxyethoxy)-ethoxy.

The term “lower hydroxyalkyl” or “hydroxy-C,.;-alkyl” refers to lower alkyl groups
as defined above wherein at least one of the hydrogen atoms of the lower alkyl group is
replaced by a hydroxy group. Among the preferred lower hydroxyalkyl groups are
hydroxymethyl or hydroxyethyl.
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al koxyal koxy groups are 1-methoxynet hoxy,
2- met hoxyet hoxy, 3-net hoxypropyl oxy 30 and

wQ2@o20meshoxyet hoxy) - et hoxy. The term "l ower PCT/EP2008/062412

hydroxyal kyl " or "hydroxy-Cl_7-al kyl" refers to | ower
al kyl groups as defi ned above "wherein at |east one of

the ’E‘Méj %rr%e IPoweﬁ alf«l;])g/a Io(r)m%%tg(a) l k%fhégfk%)é}? nlleans a ower alkoxy

| d
;;glp 3;:( ?leﬂlrlcyllhegm@ bpfgreawleerelh;ﬂd teastyaretolf he lmdrog%L ra(teoms of the lower
{;ﬂé?m g?ﬁﬁé\ﬁ@&#;%?gﬁ%g%gé%guf grﬁl%?@l@@%@%@ﬁ?oxyalﬁo%oup is

é?"éﬁ(ﬁ} ¥ 7- al koxy"neans a | ower al koxy group as
defined herein before wherein at |east one of the

hydr ’Dﬂeﬁrr&t“dlmier@fmhdﬂﬁkdx@%f “ardinoR ;- Qk@)tjlpn’ieﬁnsf ﬁbbvaﬁﬁﬂoxy group

a{%&%ﬁh? geregxy l?@ %ée(uﬁ g{Jﬁ rgrrlﬁe_gf tlhfz g?f% 0 Iﬂé\@x sof kh 2 Bwer alkoxy

amiupoatekbxgd' byoan dramiorgrouiCA Frefeiriedtgwermansoadkdxyvgeoup is 2-
?rlnhﬁféﬂq oup as defined herein before wherein at
ast one of the hydrogen atons of the | ower al koxy
group is replaced by an am no roup A preferred | ower
ani n'gléq: ‘;@gg@y @l'oggb retersto fhior brppaing apgrjodine, with fluorine,

ch1ating@i broafife Beih®pfefdteddi ne chl orl ne, brom ne and
iodine, with fluorine, 10 chlorine and brom ne bei ng

Phal She R 1o errglnmeny @ Ehr RSESTEr ik, Fisgs i pyer gy srous
aeddfined alaboewerenhie pelicast ate beths thydngen htontseof hlydloogealkyl group is
ﬁf‘% d B\; hAe éIPX{’S ?{{elxgbl? FIEUH) &r5chld Iln%&%eilgyabﬂf fluoro. Among

gen at o pre uoro or chloro
preareleepd halpgaugicd | geqyes pregfippenangihyl o@ﬂﬁaltoé‘éﬁth)’l

triRkodh )’i 2-Qlﬁfﬁ}bq§etﬁffleﬂlﬁ6ﬂoﬁieﬂgﬂl @RettYtomethyl, with trifluoromethyl or
?l&hﬁoro m 15tr flu rothyl 2, 2-di f1uoroethyl,

2 %%9% SBFﬂde . with trifluoromethyl or
2,2-di fluoroethyl being especi ally preferred. The term
" | owEhe teahdtenalhimgyiialloxy” bel logegendl, falkdkydxyfersiet@res alkoxy

% g? X\ée({efﬁl # 9[?(%, V%regé“”? St 1B%st gﬁg h?ﬁl%\ér? mﬁ{se({f l?heal%wer alkoxy

one en atons
groonps lreﬁlap@bb)a@b@low QiomaP@&’éﬁbl‘ﬁﬂbmo Qreblaspabpst pfr¢ eobly fluoro.

SR RSO Uy ol R
Slﬂuum%«?t Pret ﬂaswneta@fn @émeéms&w%fw&b HeeRyRsthaRtbeing
espeanlpnmefeey, W th trifluoronethoxy bei ng especial ly
pr eferred. The term I ower al koxycar bonyl " or

"Cl koxycarbonyl " ref
wher -glli nJ[ g rO\E/i\(/er A %ﬂy dIC?ﬁe“i é(? Ob(f)n r%%rﬂf tPﬁ group
HEe-ORewherewni R usloyey alwkelrandzse wirgnildwa abhg€. haprtled memedsly given
L1?1‘M%Earﬁle k}%ﬁéﬁ%& R a1 PURSo R SrolTBE RNGRELMbnfATor

Xycar pon
ethoxycgrbony Y

The term “lower alkoxycarbonylalkyl” or “C,_s-alkoxycarbonyl-C,_;-alkyl” means
lower alkyl groups as defined above wherein one of the hydrogen atoms of the lower
alkyl group is replaced by C,_7-alkoxycarbonyl. A preferred lower alkoxycarbonylalkyl
group is -CH,-COOCH;.

The term “lower alkoxycarbonylalkoxy” or “C,.;-alkoxycarbonyl-C,.;-alkoxy”
refers to lower alkoxy groups as defined above wherein one of the hydrogen atoms of the
lower alkoxy group is replaced by C,_;-alkoxycarbonyl. A preferred lower
alkoxycarbonylalkoxy group is t-butoxycarbonylmethoxy (-O-CH,-COO-C(CH3)3).
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The term "| ower al koxycarbonyl al kyl" or
"Cl_7-al koxycarbonyl -C1L_7-al kyl" neans | ower alkyl

WQe@up$028% defi ned above wherein one of the hyRPCTDERIN08/062412

atons of the |ower alkyl grogg_is repl aced by
Cl_7-al koxycarbonyl. A preferred | ower

al ko’fﬁcérlﬁo‘ﬂ%\rearla % ﬁ(}ﬁa%q(r%{a%}goall%oxy or ‘%Xyca%onyﬁnmlo Cir-

ower al Koxycar
al@w‘?-raﬂer@dm]f@va«fr@dkw gwpz aaf&oed aboveflegreintome lop erhydrogen

QJOE‘IQW tlgglgwglsalwgbﬁgqe]ae \fl% ‘@%ra@k e6o laI‘l;lﬁll% A é)referred

ydro en atons oxyq%b ﬁ:|s reP
lsyvecalkpxigpiborylagrinehka xygpptmléf@r@éa e -COO-C(CH .
al koxycar bonyl al koxy group is t-butoxycarbonyl met hoxy

(- O Th2teBROKH6KE) HeandiBe 200H/-020088 PCT/ EP2008/ 062412
-7 The term "Il owner alkoxycarbonylaninoalkoxy or

C1 koxycar bony CL 1t XY S
| OV\E-IEB%I er R yowerr 6:ar S gle oS ;%\'/tg \%ké/r reFers to lowFr alkyl
gioeph Mﬁﬁ@e@l abemeoﬁsfr@n at lqest IOOWQf tha lhiydsogeny a@up qf ghe lower alkyl

%1%\%@ acR1Pya 183519,% Mg}%%g;.@%g}(’l% A ﬁ}gferl‘%d @Jv@cfr%ﬁtrb%%l alkyl groups

r a koxycar rou
IS ceHp - Py 3 aor ety MOt Ho 0 ity
Eﬁsogﬂﬁﬁmyk&%‘éslpé@ﬁlytﬁéf@}redl ower carboxyl al kyl " or

car boxyl kyl™ refers to | ower aIkyI groups as

defined abQ e wherei ~easd 0
at omb bl AT B ARSI P G ol P S Rerpr AR B8 o ovwer alkoxy
g@mbsxs_,/dleﬁge«b aipoveArhengn bhleagpoeé ef the dhylmgen awmsmfxlyd lower alkoxy

AR R e T

peperyliasthe &Y%rﬂ T@P@Hﬁed The term "l ovver
car boxyl al koxy" or "car boxyl - Cl_7-al koxy" refers to
I O\ABTh@{eklﬂX‘XCl -ANGUR RS daédns etk @80y CCONRI WhéteialR 1s@@sér alkyl as
g&e g t he hydrogen atonms of the | ower alkoxy group

Med 3PQ¥ed by a carboxyl group. Preferred | ower
carboxylalkoxy group is carboxyl net hoxy
(- O Tri2tc000M), s-allGl Ty konpi FeGls © thk Rydupar®EHIHR; wireirsR is lower

EE@‘QHQ edﬁg%&ﬁmﬁggreln Ris lower alkyl as defined

ete 7 alkylcarbonyloxy refers to the
grou wher ei n is lower _alkyl as defined

R’ » <«
her e%ﬁe tsenotever phyl Cﬁﬂmy oAk XYa Pk y ¢ catlbusb ey ark oxyalkoxy”
Rifers fellowenhlk¥kcabhpyusl déﬁMecCého?ze alhleRXy one SCQhé Bf@bSert fLoms of the

ower .. al kox ups ef i bove wher ej e of
Lo B getie S B St o R B PO o) Turstpe e
alepkabedylbyyalBbxy galulpyis da@dn¢HeQ-COACHT:ef erred | ower
alkylcarbonyloxyalkoxy group is -0 CHZ- CHZ- O CO CHS.

Th o <« >
aan ﬁr;%{: arlgon nr?c%?ﬂg)%g?QL Bcg%y Pglﬁl%catr‘%oqyl—cl 7—alko|xt2 re}f/ers to lower
gkexipgrones @é%flﬂ@b@déw@emp@ﬁ of thaby&pgernatomy @f dgdpwer alkoxy

2loRpss RblataELY MBI cAbEANYA preferred aminocarbonylalkoxy group is the
group -O-CH,-CO-NH,.

The term “di-C;.s-alkylamino” signifies the group -NR’R”, wherein R” and R” are

lower alkyl as defined above.

The term “di-C,_7-alkenylamino” signifies the group -NR’R”, wherein R’ and R”
are lower alkenyl groups as defined above. A preferred dialkenylamino group is

diallylamino.

The term “C;_7-alkylsulfonyl” means the group -S(O),-R, wherein R is lower alkyl
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25 group is replaced by am nocarbonyl. A preferred
am nocar bonyl al koxy group is the group -O CHZ- CO NH2.

wWab@onerss " di - C1_7-al kyl am no" signifies the grCUPP2008/062412

-NR R', wherein R and R' are .l ower alkyl as defined
above. The term "di-Cl_7-al kenyl ami no" signifies the

', wherein R and R' 30 are |ower al kenyl
gs&%%ed %ngefl ned above. A preferred dial kenyl am no
grou diallylam no. The term"Cl_7-al kyl sul fonyl"
rrean'gh‘t wemg CoaplkySeydningh eefeisrio thd gohpweliH-&( QiR wherein R is
g%%@g}pgaﬁﬁggé@egoos/ 062412 -8- as defined above.
The term"Cl_7-al kyIsquonyI am no" refers to the group

vvher r al k as defi ,
abov 2Fﬁ‘é‘ ihé]r"ﬁ?“" E@L“&fﬁ’n’f Loxy k2 FSWIPo@gP%JﬁsWherem
Rhé lgwenlpale g@nﬁkﬁ)e@ -dE?ﬁmedM’b@K/e iPtefefredRhalbgerathwBulfonyloxy is
Eﬂuog(ng 1¥su s ef| ned above. Preferred
ogena ysu ’§>’ony|s

tri fI uor onmet hanesul fonyl oxy. The term"” phenyl oxy"
r ef efke tepmt’ mbergrl@ryp refers o drpdrourHe-phenyh " | ower
phenyl al kyl " or "phenyl-Cl _7-alkyl" refers to | ower

al kyTh&feePsos phegflairad o@bﬁhfe% nher- §l'k91” %Efefs&@%w&@ﬁ(ypgroups as

L5 U RaE aLorm ol Lhe L Suer, ol Sroup L M roup s
fetptetcbteby s pbatyl guﬁJ@dThé?p}ea‘ner gredp niaywerfuphanybaltitel. Preferred
wer @F aI}YE “fkykf %POZ .aP Q’etfﬁg"' cth The term "I ower

X(oxy" refers to | ower
aI koxge groups as defl ned above wherein at |east one

of t Ree teymir dayeat pheodekety onephanxkCr-alalkoxy” refaroiodoiver alkoxy
kb@&@(ﬂ?ﬁlﬁ;‘d S RIREMEkeif L PRt OE@ 8f ﬂ’l@ %‘%ﬁloggﬁ %Blsr[ﬁxhcbl%wer alkoxy

urt her tituted, 15 Preferre ower nyl al k
giosap® reglsas@f] Byl amqaps Bhaw eaﬁle%rwlagrars@ﬁ? A gbsttuted.
Bﬁ&ﬂﬁedtlb@eg;rm lal'kak Gobp-iphenyloxy. The term
phenylsulfony oxy" refers to the group

;(e)f g?lgc); % 1 ﬁ)ﬂgnylc Tllgoen i 1@0” Q]%tar?srt g é) r ek %%eﬁyl

conpri ses at |east one QJtrogen atom and can in
addi Thermoppendaliondovy” relges tozbe grooms G 8(@ktrbgnylr om
ni trogen, oxygen and/or sul phur, such as pyridyl,

pyr a’?h@bérm “M{erdﬂrﬁ" [Wz{feneﬁﬁ' FdfEla % A ﬁr’omatlc 5- or 6-membered ring
, oxadi azol | soxazoly

dro I,
Y"h} E&PE%‘ISVI at Yetaéttcf"éi%‘ir%enﬁﬁr&ﬂ} g %J{d&}ﬂbq(wprgﬁ gne or two
htohazeleyted frHShEmtregm hgeﬁraaaroy Isti lpth st as ;ryelﬂelr pyraginyl,

Exlé?wa réy(f H;a/ri;aazm)él 2- oxo gaj’ d1 r%%irg E))?accllm%ogfy lifisoxpzo oyl
thriadsarolyl.rtemayslyd amrac«dmh; amdamhd,anﬂmblamlylt Eh«e‘erlat“bn@roaryl” further
RELEH ﬁgyclic aromatic or partly unsaturated groups comprising two 5- or 6-

membered rings, in which one or both rings can contain one, two or three atoms selected
from nitrogen, oxygen or sulphur, such as quinolinyl, isoquinolinyl, cinnolinyl,
pyrazolyl, imidazolyl, thiazolyl, pyrazolo[1,5-a]pyridyl, imidazo[1,2-a]pyridyl,
quinoxalinyl, benzothiazolyl, benzotriazolyl, indolyl, indazolyl, 3,4-dihydro-1H-
isoquinolinyl and 3,4-dihydro-2H-pyrido[3,2-b][1,4]oxazinyl. Preferred heteroaryl
groups are pyridyl and pyrazinyl.

The term “pharmaceutically acceptable salts” refers to those salts which retain the
biological effectiveness and properties of the free bases or free acids, which are not
biologically or otherwise undesirable. The salts are formed with inorganic acids such as

hydrochloric acid, hydrobromic acid, sulfuric acid, nitric acid, phosphoric acid and the
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25 from nitrogen, oxygen or sul phur, such as
qgui nol i nyl, isoquinolinyl, cinnolinyl, pyrazolyl,

WO pdodazaBs/| , thiazolyl, pyrazolo [ 1,5-a] pyriBgi/EP2008/062412

i mdazo [ 1,2-a] pyridyl, qU|@oxaI|nyI
benzot hi azol ylI , benzotrlazolyl |ndonI i ndazol yl ,

gl{ 4p qﬁf%ry‘glﬁg“/%ﬂ‘?hf(’% gglld{] %lldzo%ﬁmf ailds iuch as acet1§ Iacld propionic acid,
giygﬂe‘rap@ldpﬁgpera@dr 9thc gadulpg ea:ra@cbmaﬂqu aaghgalicylic acid, succinic
Qc}f& %hﬂyll: acid Garte 1 &4, BitriP AR BSYL 6 &1Mnﬁﬁﬁ%&ﬁaMaﬁdellc acid,

salts" refers to those salts which retain the
BieBiapgiutanicarde gihpyesHdeRic a6, w@bmv@l@wa ifaligyhigacid, N-

hagessein {idede aké.ds adc\ﬁﬁbﬁ thed¢ a1} Ahay HRiRERGECRbMYadATtion of an
ot herwi,se undesi r abl e. ﬁ ﬁalts
ot ?

t h.
I}ﬁ)&%aéléﬂql?aée QLY _rEanis ﬁagst eKTeTeR g? ?% eé]ajgg grom an inorganic base
mybrdeyanren@dinditedsto) thasddiuag pdtassiirhy lithivae, atgmonium, calcium,

BAR7ES 5 OB TMEN. SR LB EChp MR bassninclude fyeare no

hmiitgd tease tsonf @almaclfy,aiecmsla@u@ tgstiogy @mnr@sa@b@tltuwd@mIM| igcluding

Astuhlly 09&1)’1‘9191[; 'st(fbs@iﬁltgd el Ny alcasﬁlllﬁzles MMdste i&€ b hange resins, such
nalelc cid, nmal o | C aci cid, succinic

SOPRRIO P RITIeC TR Y e g’Fde/ g, gy PEng ¢iigfopylamine,
&ﬁﬁ]ﬂ(ﬂhﬁm&?lyﬁhne GIr§IRAR) N -alyl fipefidinelglip&idatd, Polymine resins and the

[ AR SRot R 25ty LR 1E%eat e fpran of mwittrions
Baticylady steférnedarivirmhesukicdly. actaptadidsal ts ohcdrhpsends af fgmula [ are

R, A& fromaddition of an inorganic base or
ggggnFEE%§§g to the free acid. Salts derlved from

an i norgani c base include, but are not limte
the Sharumpoysse 8§ rama I sankilserhe salvasdi %nh‘/ééat%d d hf solvation can
H@g’f&&ldliﬁklfﬁea&dlﬁsem Ghd ﬁh@mhﬂa&@rm§§fdc§ssdﬁ Ichiy Bfte pl@8%.g. as a

SN ebes SN Raestrmiarypedit of & inGally aahforgs cmpodid Stformula
euns(hydrunm @ihé rees ‘pheinudatcallp acapuablelshlys adotine ibg

éHRElﬁé&mﬁqa%ﬁbggsohgygl|c am nes and basic ion

such “as isopropyl am ne,
trinmethyl amne, diethylamne, triethylanm ne,
triprioppria itfsecompeuRdhbrEhdvsadentigalimelecuargprmplee but that differ in

ﬂi‘e%ah)’r'e Bk BRY s'e@thé’ﬂl@e oplb(f}ﬁﬁﬂlgjd)ﬂﬁelr belanrBrriﬁ tl{eeﬁlrd?fgeﬁ@ﬂ dfrﬂ@eu
be present

like.. conpou can
REMSHR 51?36F &f?r}?erfﬁmt@éfrﬁré%&w arﬁgs‘frrl@mogﬁveyr PP Up pRage are termed
wnawiamuts? Sadrboisanas ﬂtaa bleens @hit®r dhageo sponnd®tiedr are termed

(%aSqUI'COI me E 15 s{ef COISI Ceésn &121: éSJI{C)I dgl silg%zrlm ggﬁe miéI'OI' images are

meﬁéf@dnuwmem uhwanwcnweapUa%eoekﬁected in the course
of the manufacturing process or can take place e.g. as

a C@H@%%e‘aQl@er%eu@fﬂ[ﬁﬁ@t@s}ecanﬂf&)@’e&t2{ &)?nl%urﬂr}neans an amount of

|n|t|akb£ ¥ﬁ%9us compound of for a

EHYPBR G BAY 1S efferdive &t %ewfjﬁaqﬂﬁﬁlé&ﬂr lpgﬂt%%&ﬁ?% pgdisease or

§ﬁi|l(§1fg thaks@ivianéf thel @tﬂ))&@ bpiRy $ﬂe@ﬂe@gD&ﬁﬂnhﬁ/1ﬁt@&ﬁ@ffH @Bfa@eutllcally

sol vat es 0 ounds .t hat have i.dentica

iRt FRpuntas RRhs S K Pt HE ety eubrndl PR affunt or

ddmgseﬁwmn}mwfd docordinggo olfiis irtventioratanmeirowithm wikle limits and may
{i?{&gﬁ t&h ﬁlahll?&'l{nowﬂtﬂ [ﬁ‘?e A Sﬁa@ﬁgsagc!: %ﬁpﬁer §dﬁﬁ£§f to the

e arrangenent
igep! requlrements in each partlcular case including the spec1f1c compound(s) being

admlnlstered, the route of administration, the condition being treated, as well as the

patient being treated. In general, in the case of oral or parenteral administration to adult
humans weighing approximately 70 kg, a daily dosage of 0.1 mg to 5 g, preferably from
about 0.1 mg to 1 g, more preferably from 0.5 mg to 500 mg, and most preferably from
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"stereoi soners". Stereoi soners that are not mrror
i mges of one another are terned 25

WO 20904288 0i soners", and stereoi soners that arRCT/EP2008/062412

non- superinmposabl e mrror inagﬁ§ are terned

"enantioners”, or sonetimes optica |soners The term
aoutlrfer AR z&rgg)llﬁalsh%{ul%fbf ﬁfééro ala ermlywn U§h(%]flff %pcqer '[‘Hlotj Il:rllay be exceeded

]Uhelv ewlucat@l ey daityeloszgeane be odmirastergdps ammglofdosk euiaskvided

95ses RIr 94:008e 0] MIYIESYI%J[IOIQ]CI'[ Itnlaﬁ b§ REESS B GudihfRIRd-

tern1n ion of a therapeutically 30 effective anount

thin the skill the art. The therapeutic
of 248}9? W@naﬁ%ﬂmacwtm@b%@@ e Carr%#ﬁaﬁﬁuf dde Wﬁiiﬁg’lﬂtf gnd all
frfate?ﬂal mtﬁlﬁﬁtibwlwﬁlapha/r&{axeuﬁdamdim\fﬁsﬁatlbm MAchslidngblvenys, didfersion

rm ned
GiFR inEey a8 S Rra Fia R iel sl isP ohis AR ERPR Setaying
egeols, pat otheumarericlased compudndsgonipatiblvevilf plarmaceutical

) oMt S f;

Q(%HH%’JI%?&)I; . l?)%gbtqg%of’ﬁ ?515/%ﬁﬁ%rlla:l] H?ed?ae(gt 2 dr?[ is 1ncomlp'r1t1ble with
e achee @mpraridense tb@’ﬁ%fgntth%@r%@psﬂmm géHerinyention afggontemplated.
S@SRerRént@yalctiRf cdFFRMUE A al @A REShHoAidPRLd he@BHIpositions.
humans m5|gh|ng approximately 70 kg, a daily dosage of
0.1 nmgto5 , preferably from about 0.1 ng to 1 g,

nor e .pref er and

or e SESEieGT Pintes Bile e A0mug upter R aaB B e
about 1 ng to 300 ng, shoul d be approprlate aIthough
the upper limt may be exce edR3when i ndi cated. The

dai | y dosage can beRadni ni st e as a single dose or
in divided doses, f O(CIHRF er al RAdni ni strati on,

it may be given | nuous i nPSion. The t é&rm
"pharmaceuti cal .yllaccgpt abl e c Qél § S intended to
i ncl ude any arf al iteria onﬁ%ﬁlble with

phar maceuti cal adm gistrati on includi ng sol vents,
di spersion nedia, coatings, antibacterial and
antifungal agents, isotonic and absorption del ayi ng
agenrts, and other materials and conpounds conpati bl e
wi t h pharmaceutical adm nistration. Except insofar as
gn con ﬁﬁtl nal nedia or agent is inconpatible with

= mpound, use thereof in the conpositions
of the |nvent|on are contenplated. 10 Suppl ementary
BEt RVeREatibond B indupeadanlyfem mz:hrcpbafraaﬁreesﬂactetdcfrdm ¢he group

O ALA 168 by DU 1A

e
( Cl—lze)lngqnstbalpa@ CBCal@dsshalmermﬁer elkaxy, haIOgen Cy7-alkyl-sulfonyloxy,

hydroxy, hydroxy-C,_s-alkyl, C,.7-alkoxy, C;_7-alkoxy-C,.;-alkoxy, hydroxy-C,.;-
alkoxy, amino-C,_y-alkoxy, cyano,

carboxyl, carboxyl-C,.7-alkyl, carboxyl-C,.;-alkoxy,C,.7-alkoxycarbonyl,
Cj-7-alkoxycarbonyl-C,.;-alkoxy, C;_7-alkoxycarbonylamino-C,.;-alkoxy,
Ci.7-alkylcarbonyloxy-C,_7-alkoxy, aminocarbonyl-C,_;-alkoxy,
di-C,.7-alkylamino, di-C,.7-alkenylamino, C;_7-alkylsulfonylamino,
phenylcarbonylamino, phenylsulfonyloxy,

heteroaryl-C,.;-alkoxy, wherein the heteroaryl ring is selected from the group
consisting of oxadiazolyl, isoxazolyl, thiadiazolyl and tetrazolyl and is
unsubstituted or substituted by C,_-alkyl,

phenyloxy and phenyl-C,.;-alkoxy, said phenyl ring being unsubstituted or

substituted by one, two or three substituents selected from the group consisting of
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Ais GRbor N 15 RaRbR", Rdand Re
i ndependently from each other are selected fromthe

w@e@op40280nsi sting of hydrogen, G _7-al kyl, PCT/EP2008/062412

C3_7-cycl oal kyl -G _7-al kyl, ha pgen,
hal ogen Cl_7-al kyl, hal ogen- _7-al koxy, hal ogen-

Cl_7 I ¢ sul fan X hydr oxy- CL )
o1 71’1% éﬁ h 13 6 y'rﬂ;lz( lyC1 zﬁﬁ(%;f %P, rox Cy?lydr al-ké_LLsquoXyl Ciz
al koadyoxyaandrfmlc(gtnﬁlardlm, cyano, 20 car boxyl

car boxyl - Cl1_7-al kyl ,

car bgxyl aﬁi-.R?d'(ﬁJIKééﬂd R 1dg e%éf‘%‘é/—c@ﬁb@f-']ytH CH- to form a phenyl
Cl 7-al koxggéar b 1 7- a

CL. 71188 [SREar %ate&lsvfo 0 Bhighiey are auacheds
Cl_7-al kyl car bonyl oxy- C1_7- al koxy,

afn nmareheﬁﬂOﬂ%e%fMﬁ<mLstlﬂg em]_ﬂalhjrlk@i Atjictialkyl-C, ;-alkyl,

nyla | kyl sul yl ani
pheny?rc Oﬁ yﬂﬂﬂ{l 07" alﬁ 0xvCa r% Jil% St /T (_l)g)g/rf trlﬂg)l}rfl C;.7-alkyl and phenyl,

het esad pbtnwt eifig ahktd)sytutm%@rselbﬁlttmé bh@mext@f@rquthlrec hglogen

sel e Rﬁ@ fromthe group consisting of oxadiazolyl,

i SOX zonI t hi adi azolyl and tetrazolyl and is

unsubp tituted or substituted by C1_7-al kyl, phenyl oxy

Bnd ﬁ%@ﬁ?ﬁmﬁﬁr GraflBky, said phenyl ring being

unsubstituted or substituted by one, two or three

subsbi Ruenrt® sgdteatweich fhieaarbohet@nokyy coasichtd rgfoat MO-Cs-

2009(4 Of Oaﬁﬁrﬁ PCT/ EP2008/ 062412 -11 hal ogen,

halod%n 7t %Ik |, Cl1_7-al kyl, hydroxy, cyano,

% 7- aIkyIsquonyI Cl 7- alkoxy and halogen7 '
7isalhetxgaryloingRelected dromy thero® eonsistinRPEPristyb phieszinyl,

are pikimfdihy/ChyEbhzihQ, 18L& 3- cﬂ’ih?(!{%byn&hﬁgqﬁlﬁg g}‘ﬁqgoc}%ﬂ(hmyl

t he car bon atorrsi ich they re at% 5,

sel ethBAPh I ¥AY g@g@ﬁol&o Hgﬁ@l Tyrerolet, 57a Byl imidazo(1,2-

C3_7alp ﬁﬂﬂﬁdldiﬁbxaﬁﬂl l7b@125§Hlazoly¢ afebmtﬁbz&%ﬂ,_lﬁdaﬂykyﬂdazolyl 3,4-

e PR SRRE E}H?(éin Lo oS bl S A6y,

substaid b¢tedbatyy riop &eing wosdrstituitedcer subbtaged bygmeLips; orRBree
' S hé’lﬂ)‘é@&l@ﬂts ggleg’éd—i%oﬂll tﬁx %ml.ﬂaocoﬁglstﬁé1 gnd R3 toget her

t he car bon ed to forma

C3 dsaloweh@lagwﬁ r’rlllligl RAo;j G1-malids er-oardeallpl4gs-alkyl,

sel egf. ?Qlkt)fqﬂm 9&&0&91@49 ml hél@:qualmlrgmkoxy C1.7-alkoxy,

> ox alagezl 91 Wpﬁ ﬁ \aée ?l.lfy carpedisi gt Ry Crr-

ci nnakomhrbopylr @Z&)hlﬂkbxycaﬂioﬁglzﬁl yhikylt Qi &alkloxﬂrc,arbonyl Cy.7-alkoxy,
g ﬁ |r ﬁ%ﬁg&[ Cargon benZc oaﬂ% |X¥z L)l??:r%%%g([ea %1%10 r%?edgllgﬁ% 91%% d o]IeCtIed from
i ndalzx\;lrygen @, G-7-adk pd Roalhd-Bl Exgqﬂhuenwith folye nlarngen atom they are
3, 4- R & f%HhQM{e'téii%)%hgrlQé se[lec%edzlﬂorﬂﬁﬁjoﬁéﬁlne, piperidine,
morpholine or thiomorpholine,
phenyl, said phenyl being unsubstituted or substituted by one, two or three
substituents selected from the group consisting of halogen, halogen-C,_;-alkyl,
Ci-7-alkyl, hydroxy, cyano, carboxyl, C,.;-alkoxycarbonyl and C,.;-alkoxy;
pyridyl,
heterocyclyl selected from the group consisting of pyrrolidine and piperidine, said
heterocyclyl ring being unsubstituted or substituted by carboxyl or C;_;-alkoxy-
carbonyl,

phenyl-C,_7-alkyl, phenyloxy and phenyl-C,.;-alkoxy;

R®  is hydrogen or methyl;



said heteroaryl ring being unsubstituted or
substituted by one, two or three substituents

W@ 200004288 f rom t he group consi sting of hal ogenPCT/EP2008/062412
hal ogen-Cl1_7-al kyl, cyano, Cl ? al kyl ,
C3_7-cycl oal kyl -CL 7-al kyl, 20'CL_7-al koxy,
Cl 7r%lkg y- Cl_7-al koxy, cyano Cl_7-al koxy,
ydroxy 1_7-al koxy, hal ogen- Cl_7-al koxy, carboxyl,
car boxyl -C1_7-al kyl, carboxyl-Cl_7-al koxy, Cl_7-
andphayeaettinglly acgiptablepalisthersefbony | - CL_7- al kyl
Cl_7-al koxycar bonyl - C1_7- al koxy,
R6R7N—carbony| Cl_7-al koxy, wherein R6 and R7 are

I ndepﬁﬁﬁ‘ﬁﬂtdo)vhp%@h@&&ﬁ’dnﬁﬁkamof ibedhogRIdn Qe Bbse] whleksrh n@y 0,
an

t oget her th.t atomthey are 25
Bendonals yerormoar i RtsPe frE P RS Select od’f rom
pyrrolidine, piperidine, porpholine or
t hi onor phol i ne, phenyl, sBnd ghenyl being
unsubstituted or subgbietuted/by one, two or three
substituents selecte e grouR consi sting of
hal ogen, hal ogen- Ch-~ I, -aIkyI hﬁdroxy,
cyano, carboxyl, C L?-alkoxy ar ¥% and CtP7-al koxy;
30 pyridyl, hetegf ﬁ &t edOR om t he gr oup
consi sting of pyrrolildine™and piperidine, said
het erocycl yl ring beiRg unsubstituted or substltuted
by carboxyl or Cl1_7-al koxy- carbonyl,

phenyl - CL_7-al kyl . phenyl pxy and phenyI-Cl 7- al koxy;
e Aot nytln ek oR et Ryind Rigroaodsfinad begin before.

PCT/ EP2008/ 062412 -12- nis 0 or 1; and

phar ’HH@pMEérﬂ: alveyti®e @l@@t@’ﬁbﬁses ad)ﬂhpoﬁﬂi'd%rcﬁ 6brmPs gfveer@a n is 1,
on are those,

TRAPEHRSe P b v ile b e o s havi ng
t he fornula I-B R2 R3 Rla 84 I-B le F3C OR5 Rlc R

e

wherein A, R™ R', R' R'®, R?, R?, R* and R’ are as defined herein before.

b

Preferred are furthermore compounds of formula I of the invention, wherein A is

C-R'®, meaning these are compounds having the formula I-D

R (CHZ)X%
R1 1e F C OR

wherein n, R' R'®, R', R4 R'®, R, R®, R* and R’ are as defined herein before.

b
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wherein A Ra R~ RL R'!, R2, R3, R4 and RS are as
defined herein before. The present invention al so

W@ 09pi#ees conmpounds of forrmula |, wherein n i BCI/EP2008/062412

meani ng these are conpounds hayjng the formula I-C R2

3 RaRR4ACH I-C Rlc RReg F3C OR5 1d 10 wherein

A R Rl R'I R3. R4 an r defin :
ner ot e BerafRh g Frss st BT EMERE BrBul B apeaning
tonpeyrals haphg theformvldtE on, wherein Ais G Rlb,

nmeani ng these are conpounds having the fornula I-D R2

3 RlLaRR1b (CH)n R4 | I%%IzlleFBCCRSR R1ld
wherein n, Rlra Rbp®"™ Ria , R3, R4 and RS are

as defined herein efor? 250 009/ Of_l{@288

PCT/ EP2008/ 062413~ 3\ Theni nveqerdn al so enty aces
conpounds of forffula |, wherein is N neaning

conpounds havrh ®ul a F;& RO Rla R (CH2)n R4
I-E N Rlc | Re F3G Rld wherein n, Rra R~ R a
R'!, R, R3, R4 anR RS are as defined herein before. 5
Further preferred are conpounds of formula | according

PReisBendEnry R r b Badh brwarC apecisrioet Bt st ne
group consi sting of hydrogen, Cl_7-al kyl,

C3_7-cycl oal kyl -C1_7-al kyl, hal ogen, hal ogen-Cl_
7- al Kyitherpa¢fegehare Compoahdoofyformah dgemw:di@y 1/ thalikyention,

ng“a%ﬂy’whwfﬁﬁ’ 1<y ks bin K ¥th lected from th
%‘ig‘f-a Koxy, Cl 7-a %oxyd-%@) Pgﬁﬁo?, ¢ crare selected oM the
Epgp sRysitng of Ay fogyn, Camali@yl,@gx‘/dm%xly,cl-ralk‘/h halogen, halogen-C;.
7-alkyl, halogen-C;_7-alkoxy, halogen-C,_;-alkyl-sulfonyloxy, hydroxy, hydroxy-C.;-

alkyl, C;_7-alkoxy, C,.7-alkoxy-C,_s-alkoxy, hydroxy-C,.;-alkoxy, amino-C,.;-alkoxy,
cyano, carboxyl, carboxyl-C,.7-alkyl, carboxyl-C,.;-alkoxy, C;.7-alkoxycarbonyl, C;_7-
alkoxy-carbonyl-C,.7-alkoxy, C;_7-alkoxycarbonylamino-C,.;-alkoxy, C;.7-
alkylcarbonyloxy-C.7-alkoxy, aminocarbonyl-C;_;-alkoxy, di-C;_s-alkylamino, di-C,.7-
alkenylamino, C,.;-alkylsulfonylamino, phenylcarbonylamino, phenylsulfonyloxy,
heteroaryl-C,.;-alkoxy, wherein the heteroaryl ring is selected from the group consisting
of oxadiazolyl, isoxazolyl, thiadiazolyl and tetrazolyl and is unsubstituted or substituted
by C,.7-alkyl,

phenyloxy and phenyl-C,.7-alkoxy, said phenyl ring being unsubstituted or substituted by
one, two or three substituents selected from the group consisting of halogen, halogen-C;.
7-alkyl, C;.7-alkyl, hydroxy, cyano, Ci.;-alkylsulfonyl, C,.;-alkoxy and halogen-C;_;-
alkoxy;

and wherein not more than three of R', R'®, R', R' and R'* are hydrogen.

Another preferred group of compounds of formula I according to the present
invention are those, wherein R'%, R™®, R™, R' and R'® are selected from the group
consisting of hydrogen, C,.7-alkyl, Cs.7-cycloalkyl-C,.;-alkyl, halogen, halogen-C,.7-alkyl,
halogen-C,_s-alkoxy, hydroxy, C,.7-alkoxy, carboxyl, carboxyl-C,.7-alkyl, carboxyl-C,.7-
alkoxy, phenyloxy and phenyl-C,_;-alkoxy, said phenyl ring being unsubstituted or
substituted by one, two or three substituents selected from the group consisting of
halogen, halogen-C,.7-alkyl, C,.7-alkyl, C;_;-alkoxy and halogen-C,.;-alkoxy and not
more than three of R, R™, R', R and R" are hydrogen.
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10 cyano, carboxyl, carboxyl-Cl_7-al kyl,
carboxyl -C1_7- alkoxy ClL 7- alkoxycarbonyl ClL 7-

W@ bdonyo28&r bonyl - C1_7- al koxy, PCT/EP2008/062412

Cl_7- al koxycar bonyl ami no- C1 7- ﬁikoxy, ClL 7-
alkylcarbonyloxy ClL 7- alkoxy,
ant carhon 1 al kox 7- aIk I
Cg %1pou1il sof(} glrzrtitlﬁlcl)are $ reﬁ' f(reflrsu}fefrony Ak hR R' and R™ are
it ted foem mmgabamnmlstlpg@ﬁgy@ggq?m hylogsy halogen-C, 7-alkyl, hydroxy, C;.
Si6L PRI Mo; Ghbd '(’6 XNMcoWRELEM, dilE, Dak&RRALYD, Ting is
Eele%feg (iontt ?ou X onS|$$in' 15 of oxédiazolyl
hetgseandiGplr;a Uty acisiaiths %tﬁr@awéfmameiﬁpte%@m the group Consisting
blf@ééﬂﬁﬁzd)ltyl,l 1586701yl 3hRAgTks1Yt £ tef®yz0Gd add Bldsitibstipitedyt Qibytituted
E g @V{l-Cl 7-al koxy, said phenyl ring being
hsub8tYtut ed or substituted by one, two or three

phibstdxy ued phesdi@etaihxfraid pheaylgigupicpunsiubititngd @k substituted by

g@%gigg Bl&ﬂ‘n%e! Qﬁ%gﬁug&lisfselzct@ ﬁ%& t]}(géllﬂeég%ohéﬂtalgjm% f¥%¥n, halogen-C,.
halkyly ens-atkyl hz@foay,i@o&l}o Camstlkiiﬁeifemﬂ @ofralho?ryealtdti@irpgen Cir-
likpge of Rlra R1 R° Rid and Rle are hydrogen. Another
preferred group of conpounds of formula I according to

the sent ention are those, rein R a a
gw qpaef sﬁr %f@iceeﬁ)ean?wﬁ?tfﬂ%iagﬁgﬁﬁ INERHeN S fﬁgﬂ&? R
Rﬁdeldgﬁﬂ R'Gle ?elaitédfﬂromGBe group Qbﬁ):ﬁitklglof ‘E&drﬁgai kyilogen, halogen- C1

hal ogen- Cl 7- aI Ikoxy,
A AT e el
carboxyl -Cl_7- al koxy, phenyloxy and
phenYhe @yemtical fiaotayr cq@pr@epmmuqu of fdsaiulgl, wherein R' and R

Haethlsti kYtad RmtogectHQSJré Lahed Y- HRAGH- 10¥8rAla ﬁtﬁﬁﬁermg together
su stituents sel ec K% romthe group consisting

WHh $lerrDomtagisio vhich thekipe atteehed. mpyng thege are éi’li%BWnds of the

forchulial-pgenG CL_7- al koxy and not nore than three of

RaR R  IdRand Re are hydrogen. WO 2009/ 040288

PCT/ EP2008/ 062442 - 314 Conpounds of formula | Cles al so
i\WRlaRb R RdandRhe are R

roup éon5|sting of dr ogen,

hydr oxy

cyano carooxyl, Cl1_7 IkoxycarbonylA di -
7-a a0 no, hele Pl - Cl_7-al kdky, Aherein
fﬁng i's sele?ted fronRﬁne g F?ng

onS|s
adi azol yl, isoxazolyl, thiadiazqg :

Cl_, -alkyl, phenyloxy and phenyl-Cl_7-al koxy, said
phenyl ring Héing unsubstituted or substituted-Gy

one, two or three substituents selected fromthe group
consisting of hal ogen, hal ogen-Cl 7-al kyl ,

gi ; 1¥1ﬂh§/p1’§%€3{eﬁ>§¥e CO%n&%%S? gﬁﬁ)rmﬁtl kﬁ’ic%tj f 0 Ithe invention,

vheﬁerRedﬂaWexodeoundcnod ‘o8 ehlbep. | of the invention,
wherein RRra R b

In addition, compounds of formula I are especially preferred, wherein R' is
halogen and R' is selected from the group consisting of halogen, C, 7-alkoxy and phenyl-
C;.7-alkoxy.

Especially preferred are also compounds of formula I according to the present

invention, wherein R” is C; 7-alkyl. More preferably, R is methyl.
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Rlc RId and Rie are selected fromthe group consisting
of hydrogen, hal ogen, hal ogen-Cl_ 7-al kyl, hydroxy,

wW@oFpa2kOXy, carboxyl, phenyl oxy and PCT/EP2008/062412

phenyl - C1_7- al koxy. The I nvent on further conprises
compounds of fornula I, mhereln Rlc and R d 15

t Ogeﬂ?e 1 Venthn egso repattes 10 (e)ltlrli] 5 cﬁ ?? E‘nulg:h: Cﬁ_l-rgr.;? IS setected from

forma phen car

hiei geoun mrylsangofé@i a@hh@lk}’h@avnaﬁfgl chbsryl i e-dloypounds
Qkom%b&iﬁfw ﬁkifl E‘lagélg Ci —B%zl%na Fgﬁen@l@iicﬁ;ﬁenylbbei(i% A,
E@,ﬁs@éﬁlt&rqdwrﬁ%%wﬁééy 8pe tweﬁaﬁéluﬁaéa 8ECY HPHRY a |

according to the invention, 20 wherein R a is hal ogen.

I\/?sg Cprgbeandsst fRnaulh $ aé‘dﬁﬂrflh@ to the 1@&@'3515 \%a al @OprplR Rll:ﬂéd,_swherein R’
of - f or nul speci al |y rre erein Rlais
ﬁé%dd@ﬁ 3@&19&7%F§'§§P%%#%éhﬂz§ﬂ$the gr oup conS|st|ng

of hal ogen, Cl1_7- alkoxy and phenyl - Cl1_7-al kox

Espebioat plschyaldff,el% riegtleated fedns onatloyipasli disropy!, baty ula |

%“ffo%’ AL, B ALESEOky I OSBRI ARSI Snd 2.4-

e erably,
99 PMGQ@S PCT/ EP2008/062412 - 15 The invention
also relates to conpounds of fornmula I, wherein R2 is

S el eEﬁ@l@erﬁfo@éﬂcom Bugcﬂs(hfﬁoﬁﬂlﬁls ] S&down@fo the present invention are

CL 4. &% al kyl, carboxyl-Cl_7-al kyl, Cl1_7-
RS d?"%‘flkw triazolyl -Cl_7-al kyl and_
phenyl , sald phenyl being unsubstituted or

substltuted by one, two or three hal ogen groups.
Conpbueitisr goup of prsfesrad costoudingf foontad acenrdingito ﬁnearléentlon are

#0380 vﬂfe?éclﬁ RF e héf@@ﬁﬁl Hné:‘?elec{e%l from the grou cons1st1n of pyridyl,
C3_7-cycloal kyl -C1_7-al Kyl or tr i’ E@

R}Hﬁ@nﬂr %YY€P‘§]HT>§:~ pypglazinylg Pé%tle?d H%ﬁpﬁ%ilﬁ rquigpkgl,
Qb@lﬁmbhn)ﬂ) Ltiémiohnyk;p a@cﬂ?loﬁﬂﬂgﬁﬁﬂﬁyﬂhlazolyl pyrazolo[1,5-a pyr1dyl
nmet,ho ar,pon 0

R e R SRR Fﬁs?zggfl%aﬁ%dﬁ%%q fiazotyl,
B érdrhljl'c’amIPhu:soqmaiphgyltaodBHedlbymeHﬁ pyndeldti-bH 1 At exazinyl, said

Rgt%;ogwl ?1 n_g u?ﬁs A Bﬁ*té(foﬂ'%% e bg'gfoﬁr fjt%r orglflﬁelé Fgulg)gtltuents

prererre oun ornu a ngqy
paeeeastfram ﬂafr group ﬁ@@%stlnmhépﬁemhmgeracme@ bayegﬂo, Ei-malkyl, Cir-

SIRbBE LRl C OMIkES, BUrBEH/1-LQNSilI&xd N0, Cflk&WCABBhyl, phenyl, pyridyl,
pyrrolidinyl and phenyl-C,_;-alkoxy.

Especially preferred are compounds of formula I according to the invention,,
wherein R* is a heteroaryl ring selected from the group consisting of pyridyl, pyrazinyl,
pyrimidinyl, pyridazinyl and 2-oxo-1,2-dihydropyridinyl, said heteroaryl ring being
unsubstituted or substituted by one, two or three substituents selected from the group
consisting of
halogen, halogen-C,.;-alkyl, cyano, C,.7-alkyl, Cs_7-cycloalkyl-C,;_s-alkyl,

Ci-7-alkoxy, Cj.7-alkoxy-C,.7-alkoxy, cyano-C;_s-alkoxy, hydroxy-C,_;-alkoxy, halogen-
C;-7-alkoxy, carboxyl, carboxyl-C,.;-alkyl, carboxyl-C,.;-alkoxy, C,_7-alkoxycarbonyl,
Ci.7-alkoxycarbonyl-C,.;-alkyl, C,_7-alkoxycarbonyl-C,.;-alkoxy,

R°R’N-carbonyl-C, 7-alkoxy, wherein R® and R” are independently selected from
hydrogen or C, 7-alkyl or R® and R’ together with the nitrogen atom they are attached to
form a heterocyclic ring selected from pyrrolidine, piperidine, morpholine or

thiomorpholine,
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pyrazinyl, pyrimdinyl, pyridazinyl,
2- 0x0- 1, 2-di hydropyridi nyl, quinolinyl, 15

w0 swgusnes i nyl , cinnolinyl, pyrazolyl, im dazoPgi/EP2008/062412

thiazolyl, pyrazolo[1,5-alpyridyl, imdazo [ 1,2-a]

pyridyl quinoxalinyl benzot hi'azol yl , benzotriazolyl

gﬁ‘%‘% )é?]ld Ie]ng elné unsu sgtﬁg%?y Tulij%ltlhl]ﬁ dI q].u' tho orn[){reg sugstltuents
ceqdcfarry Ithfr gnagp bemsmymgmﬁ bilogérn, bal@geroﬂl s@li(srt iChwrtalley], tydroxy,
fo, &Y‘tﬁb@f i Dra8% ééli’l%dg! &ﬁ%ﬁtﬁ alkGkgcted from the

roup con |st|ng gen, hal ogeh-Cl_7-al kyl ,
EWHH’, Cl 7-alkyl, C1_7 20 al koxy, cyano-Cl_7- alkoxy,

B&Eﬁb@‘)‘dlﬁ's@équ ﬁrbﬁrpﬂ(ﬁé gr(ﬁ%&%n@k&mﬁﬂwe an@ '@Qféﬁldme, said
enyl -
st

rﬁllé’g%'/‘}h'va%%ﬁr o 151} gg 86% Iy Cll 7-alkoxy-carbonyl,

ploant-di rglkyb phhlwlmxy\mdtphenyl Ciwdieogin R4 is a
heteroaryl ring selected fromthe group consisting of

py ri fé%lre pfe}{eré?e%l' Ay Lom]?&%{ds Q;F ﬁ{eg%esgnﬁ%%ﬂ%' @%Lreﬁpﬁ‘* is a heteroaryl

dro et er oar
@ég ﬁf@ecz@l fmmab%gﬁovntceamﬁmgélﬁ pEtidylurysEing, mﬁlémd ngk pyridazinyl,

Sdu E&eﬁ)‘dpﬁ tin %%@iﬂtg%n&%sﬁﬁh&ﬂoﬂc Judsh bR lﬁfrd}iéptwcﬁ&rtﬁire%tshﬁﬁltuents
al

k cyano
ﬁ%m;e%éo Pl RgpD n&rstlalm? 0&;?@%&%%7 atefh, & Al ¢
6&:102111@[ K@l CZ-ﬁalllkﬁ);tyhal(ﬁ?geﬁrtC)l Gllkoheyatdeboyl, carboxyl-Cy.7-alkyl,
hg}ég )qlgé-]f(%.ﬁ}; Ky ko;%%ellr%%gl(rl p}%%r'y‘]; pgél{y?,ﬁyro?iafn?fe)l(ayllenyloxy and

card
pilenWl éfh kehpsar bonyl 30
Cl_7-al koxycar bonyl -C1_7-al kyl

Cl_7r@lko Q@Jrgtpﬁﬁélco%oan@é &QZSMnula I accordln to the 1nvent1on, wherein
R7N- rbo I koxy é

er
Bna@pf@ et lwr@éff@eg Eﬁng PBﬂ%bSHSP‘é‘iddg‘éHb%Fu@ by an ktwo g three
R@sﬁﬁﬁnﬁ@el&@@@frbﬁf thedgkdupt da)@s@mﬂgr éfdRlvgah, Q{ﬁ]ldgaﬁs(:@lfﬂkyl cyano,

g Lo (o apalu gy sel b sl o,
tlkogrbygdriosy-Che;al Rigy, m&@e@mz&&k@m ¢aER2QD8ADORA X2 7-alkyl 6
RIS R R PR L0k =
éi@ﬂﬁa@@ﬁﬁk@tzﬁboﬁ¢ hal ogen, halogen Cl_7-al kyl,
RIR7Kr-&drkofhyl- d])éfﬂll@s&ﬁ; wh&¥anG.and &’ kzl@f?(i)/lﬁependently selected from

h@eﬁ%ﬁ vr%gwé?t A i g)r]%?@%éwaﬁ%pn@)é %te{rhf&%?re attached to

fornT ohdtehongliamichg Relpaed ftomepyrsdidthe, piptediasyadipholindgr
@ﬁ 9r¥k§ubst|tuted or substituted by carboxyl or
d'K oxy carbonyl, phenyl-Cl _7-al kyl, phenyl oxy
pinchyp h@d)plhen}l bEmgIUkl@u@stltqu er qmbetﬁtetqdéxy cmeetvammbqusbstltuents

&ﬁec&elalefr %’B}JF Q&%g‘tmg 1Df héﬁ‘agene 'thogtE | s, %lkl}?t eroaryl

ring se ecte om t he“gr oup”consi ng pyridyl,
ﬁyr Ay prdrogy cranad F#P P drer Pk aaRPAYYL, andf@ TSHY;
@tro0aryl ring being unsubstituted or substituted by
t ubstituents | ect.ed fr
E?tswrjw@@ irutd FERe REH A o QIguRoKginy aaf Ryendine, sad
Kdterbcpdl W ying bEB1igAinsubstituted or substituted by carboxyl or C.7-alkoxy-carbonyl,
phenyl-C,_s-alkyl, phenyloxy and phenyl-C,.;-alkoxy..

More preferred are compounds of formula I according to the invention, wherein R*
is pyridyl, said pyridyl ring being unsubstituted or substituted by one, two or three
substituents selected from the group consisting of halogen, halogen-C,.;-alkyl, C,_;-alkyl,
Cs.7-cycloalkyl-C,_s-alkyl, C,.7-alkoxy, cyano, halogen-C,.;-alkoxy, carboxyl, carboxyl-C;.
7-alkyl, carboxyl-C,_s-alkoxy, C,.7-alkoxycarbonyl, phenyl, pyridyl, pyrrolidinyl,
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cycl oal kyl -C1_7-al kyl, Cl1_7-al koxy,
hal ogen- C1_7-al koxy, carboxyl, carboxyl-Cl_7-alkyl,

W@ 2000030288 C1_7- al koxy, Cl_7-al koxycarbonyl, pheCl/EP2008/062412

pyridyl, pyrrolidinyl, phenyloxy and
phenyl Cl 7-al koxy 15 Further ‘preferred are conpounds
t nve
;Shengf)oxpf ity ? phergf(f? ’IWIthIEEQ}I o mbnﬁfsg lﬁ)g\f\c'?rn’t e%f]chlrclﬁ most
refrstadt wherdingy lsmerldyd webstifutedhbeene, swib ot threpsubstituents selected

BEREGE §Fbf &%Et‘ﬂfﬁ FAOSLAKHNG RS, N3lMASG and carboxyl-C, ;-

halogeg f; y ﬁo 1% §n§?k ﬁﬂ% Ane catboRyIT7
O¥-cycl oal kyl -C1_7- aIkyI Cl 7- alkoxy,

Cl_7-al koxy- Cl_7-al koxy, cyano-Cl_7- al koxy,

hydr oxy- C1_7-al koxy, hal ogen- Cl_7-al koxy, carboxyl,

car bbxiyher Gleférred &yrhpofds oafdaonyd F £ctordid toaky invention are those,

%er.yln koé%;ﬁle{'(gao %&ﬂg sql etza @Jok OE;% g%tfbﬂc()po\ﬁlsmt(;r}g—gf c?ullri%ilrfyl

Re®TiNolba xdmydlingll p pYraatblk bix3ral pmévlelrmdm[aﬁoh Rridyt, guinoxalinyl,

b&ﬁ%ﬁﬁ% He}ﬂz&tﬁhﬁﬁ%\ﬂeﬁ%dgw M daDy! ?I 9Qe(ﬂh?({roq]fi_Zsoﬁhh%lhnﬁrand 3,4-

oge he nitrogen atomthey are

Q’W‘é‘@h@é Ry f3-ki [ Hexagigbycl i c ring sel ected from
Syd hétlel*dil'ym @mg Being rdn@thﬂ?sﬁtuté@éﬁﬁﬁbkﬂﬂﬂﬁédﬂfy od2, two or three substituents

O i O St R o Re By b Ei Uiy emgeCr-allor

Substdldallem.;-adlel, «it;edkdxyo@-1-hl&oxy-Cup alkorg icgirion; - o ilkoxy,

ikpaet, Salepslighls 2Ly, ShofaBtle R0 B8N o -
pi P61 (-7 -2 Boxrarzanyb Yoyl kosuiaskorsd Gy obyl Ka- 7gallgu<mcarb0n‘/1 Cir-
gﬁgﬁ}stlng of pyrrolidine and piperidine, sald

t-eroc g bei ng unsgubst it ut eg or su tut?
Bﬁ{ Nacas X ){QW xy,_\g]pqggl%ﬁ gy kBOIar in ependentyse ected from

p&tﬁegérr &Jc_177 a’:lk)KY)hr R® Qﬂ@RX/hﬂg&&leﬁWdh @MﬂYﬂog@ﬂ-aterﬂﬂhK@Xr}é attached to
JEVb reI'eCI T1 gcécgp "ITO I'l(% agC§F (?r
N ‘i}‘érﬁ’f’( h, RREF et ?e‘ZPP‘/"s lﬁiﬂer P& By Py

thmgot;énohge unsubstituted or substit uted by one, two or
[ t
% 13 sgiﬁ y%?ﬁ)hﬁigglgéﬁosﬁﬁjt? o&gﬂlb%i@@d lﬂeor% thoori[hreie sulFstltuents
W!Péléﬁ LPHD @qnsrshalgwmloml halgBwo iy aH<y no,
tz@k QSN hy&;laxg c?iﬂ@é%bo%@r@lo%ﬂkoxy@ﬁbgﬂméhd @]r_;—allgx?' kyl

car xy - al koxy, al koxycar bonyl, pheny

Bty pyrrolidinyl, WO 2009/ 040288

R@#&Rﬂﬂ@&é&@&ﬁﬂ:ﬁh the gﬂ(ﬂlpﬂiﬁbﬁﬁl}fﬂl@@f p@fﬁd)hdlne and piperidine, said
Eger%y(ﬂq P‘lg be%né?u)%ub &nut V\?} ar Seu%ﬁtlﬁﬂg gyucr%l oxg ?r {.ﬂéﬂ(gxyl—carbonyl,

Elmfms/t Ch-urabkotl, tpbelmh@(y an\dmhonylt@me@k@u'bst ituents sel ected
fromthe group consisting of hal ogen, Cl_7-al kyl,
cyano, Cl_7-al koxy and carboxyl-Cl_7- al koxy. 5

Fur t RRjre pfeee‘r%ra%@ttﬁ)@éraﬁﬁwﬁld@fof fRRRA BwheRGHER! glar}ﬁtetr@aryl ring

the invention are [SenR4|saqete(anpﬁ

PG IR dheg o P Gﬂ’ilst“ﬁ‘é‘gg’f BUBOLBHsETAY |oFlguTisdt HgRzo 12
a|pyridyl, quinoxalinyl, benzothiazolyl, 3,4-dihydro-1H-isoquinolinyl and 3,4-dihydro-

2H-pyrido[3,2-b][1,4]oxazinyl, said heteroaryl ring being unsubstituted or substituted by

one, two or three substituents selected from the group consisting of halogen, halogen-C;.

7-alkyl, Cy.7-alkyl, Cs_7-cycloalkyl-C;_s-alkyl, C,.7-alkoxy, halogen-C,_7-alkoxy, carboxyl,

carboxyl-C,_-alkyl, carboxyl-C;_;-alkoxy, C,.7-alkoxycarbonyl, phenyl, pyridyl,

pyrrolidinyl, phenyloxy and phenyl-C,.;-alkoxy.
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i soqui nolinyl, cinnolinyl, pyrazolo[1, 5-al pyridyl,
i m dazo[ 1, 2-a] pyridyl, quinoxalinyl, benzothiazolyl,

whee20sn2sazol yl, indolyl, indazolyl, PCT/EP2008/062412

3, 4-di hydro- 1H-i soqui nol i nyl apd 3, 4-

di hydr o- 2H—pyrido [ 3, 2-b] [1 41" oxazinyl, 10 said

het e&?l\%@% n(!’lst %?%Itefl?%lg aé’lcr(])t% % { lé':tlr? den \bn %ye]?esséeaatlﬁﬁg) efb 1¥ed
g'hgqu R oraguglphn@ w@id @@hg}g{gﬂ] ring @bmgems@lstlmtal @rygubstituted by one,

E/V@@Iovhr&]sugstﬁ{l&}ﬁ selec%-f?orﬁﬂ?é ﬁ%hé%n&%n% o@hlﬂxlgen, halogen-C,_7-

al koxy, oxy,
elkﬁlnevﬁeq Girat kvdx 37" qﬁimﬁ%rkﬁmlkyl ShkodkpxyHileggari--alkoxy,
@b&xy@'c&ﬂ?bkyl Cay- ﬁlﬁ'ﬂy&arb@ b:ﬁ’)ﬂélkog&_dl 2dlkdlycarbonyl, phenyl, pyridyl,

e lsEy T By bCarafe oM

Cl_7-al koxycarbonyl - C1_7- 15 al koxy,
R6R7Akso aspizoinlty pferiedalrk oxypountts oé farnféa badoRingtoghe invention,

{ﬁggt%ﬁl?&dl% BEIlr%tl‘ﬁﬁie %ﬁt s%%ﬁgn%mhlﬁxsr[ HQ% Beﬂ% ugs’llﬁaZtn%ltéﬁyAr sBbstituted

f oget
Y oRG e of thretf %rbﬁﬁlteelhtéﬁee@@wpmdhr Bwpﬁpﬁﬁt%@fﬁlﬁ@ﬁ?n, halogen-

QY? Eﬂklyl Gya.lih%, CPpi- @lﬁél' @E P@yclcfﬂl’lf @] 1a'[1§/l QEl 7-alkoxy, halogen-C,.7-alkoxy,

ol 1n ein
hRR %1 el E‘ﬂ‘ g‘?‘re& TP TpARdephenyl, pyridyl,
pubsliditiydgpienylosehmtplechyf-Capalikdogy.gr oup consi sting of
hal ogen, hal ogen-C1_7-al kyl, Cl1_7-al kyl, hydroxy,

Cyanpurtl%gr lP 1¥Ld ar?%eﬁqulé{éé’g‘{f‘f%&ﬂmf la%c%%jing%e—&le%rgsgéy invention,

rocycl
w nrglrslﬂr ing hefercwrlrrtng seliepted &naeh thie ;getrtimqmelsﬂ%@fcpywol‘/l imidazolyl

QI?(I @ﬁ&%l&? Is¥1|cl Hete‘?&a & éﬁ@lﬁ&%‘)&dtﬁk@%r MibstitRsd b HA&€%wo or three

ﬁrlbéﬁ%'%n%)ée ?ctaqE f{g)vﬂ sﬁ&rﬁrx%ﬁgl%&%‘féﬁ@gw helogen eyl cyano, Ci.

Malikel, o5 efcyadidsﬂldylal'ﬁe dlltw)sxel ﬁﬂk@@’“@ﬂ%akkﬁxf @r rrulkax&, ,cyano-Cj 7-
et sel ect

g?g%}fghg%rgg},' ! &H(og}' e"c??ﬁ %ﬁlﬁ;ﬁ XY, carboxy[e car oxy (Ijl 7-alkyl,
pybagbiGf4lexal pyri dyl i mi dazo[ 1, 2- a] pyri dyl,

n

g Q%)(S c!gf%lnxl'_geség(tg?}%&? r Ci 7 lkgl 17 ahkoa;}fcar%%qyl C;.7-alkoxy,
ErR b]y% yi-§;12=abfoxy, whfzr]ﬂn alzldrﬁizlare ledrmnﬁett@rsskrtyd from
ﬁjfcﬁrg SO, UNRU IS RP hiHg /A t(%@th%fi@ﬁh 'tﬁé«'ﬁl@t@g@y atofN@ey bMQttached to

r ree s%getjtugnts Felect}gﬁl rom:t §>gro%phl
g’éﬁ’sar %?tFrH@Y F ring seees frAmy 134 t‘?f PP ey OTPhOUNE OF
ﬁ&nﬁoqmbhh@ C3_7- cycloalkyl ClL 7- aIkyI Cl 7- alkoxy,

Salfi pgim%bgﬁnléglin%;l?bs tr—?(? 4 ﬁ(g)s(t)llt(lllger i e,, Cg'%o? tﬁfee substltuents

rfﬂ'ﬂft@yfrqmplwgroup domsysting phbalpox halagen-C.7-alkyl,

h I 9 412
ehemir, ,E%dr&xr‘;r%;i)y parBG 2005/ ARASBRLEIA FEE005100 ¢

rding' to the I nventi on
Hﬁ@h@spe0|ally preferred wherein R4 is quinolinyl,

E@th@c?&'ﬁ@@eétéﬂ/ frof the gﬁﬁi}i’k@nbﬁ@t&&gb&tpywéh@ﬂle Qhd plperldlne, said
ubst | ree substitu

d
QF@&YC& te %{%H]éqsbl?%lﬁlge% 85%1:1;b§{1‘§uﬁ C lécr)%fg%(?l_7—alkoxy—carbonyl,

bladryty€n,-Glkyll phah gy, andydeoyl -Gl -adkadyk y| |
C3_7-cycl oal kyl -C1_7-al kyl Cl_?-alkoxy, hal ogen-

C1—7N9)|ré(8?%¥erably, said pyrazolyl, imidazolyl and thiazolyl ring is unsubstituted or
substituted by one, two or three substituents selected from the group consisting of
halogen, halogen-C,_7-alkyl, C,.7-alkyl, Cs.7-cycloalkyl-C;_;-alkyl, C,_s-alkoxy, halogen-
C;-7-alkoxy, carboxyl, carboxyl-C,.;-alkyl, carboxyl-C,.;-alkoxy, C,_7-alkoxycarbonyl,
phenyl, pyridyl, pyrrolidinyl, phenyloxy and phenyl-C,_s-alkoxy.
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5 carboxyl, carboxyl-Cl_7-al kyl, carboxyl-Cl_7-al koxy,
Cl_7-al koxycar bonyl, phenyl, pyridyl, pyrrolidinyl,

Wpb@apkss and phenyl - Cl_7-al koxy. Al so especiBCT/5HP2008/062412

preferred are conpounds of forﬂ¥ja | according to the
i nvention, wherein R4 is benzo hiazolyl said

e Pl B R P L B e R b
gwa@anMWSthRnghwﬂﬂﬁamogen hal ogen 10 C1_7 aIkyI,

cyano, Cl1_7-al kyl, C3_7-cycloal kyl -C1_7-al kyl,

Cl_7cghl Qﬁﬂds m&%ﬁﬂ‘l a&%x&ngltd(@?é}{mvenﬁ@ﬁ BRXWdo preferred, wherein R®
carbo y 7-al kyl , carboxyl -Cl_7-al koxy,
gmeth Ikoxycarbonyl phenyl, pyridyl, pyrrolidinyl,

phenyl oxy and phenyl Cl_7- alkoxy Further preferred

are conmpounds of fornula | according to the present

i nveB¢peanlly prafeerediane fadthiesmarelretrgpooadydf formglad dheiag etk formula
fromthe group consisting of pyrazolyl, imdazolyl 15

and thiazolyl, said heterparylsring being

unsubstituted or substhtut-d y one, two or three
substituents selecte fron1 e grougﬁcon5|st|ng of

hal ogen, hal ogeR'Q1_7Aal ape; Cl 7-al kyl ,

C3_7-cycl oal kyl -C1 Kyl , Aal koxy, 1A

Cl_7-al koxy-Cl1_7-al c ang:Cloﬁﬁ al koxy,
hydroxy-Cl_?-alﬁ%xy, al ogeh- “Cl_7-al koxy, carboxyl,

car boxyl - C1_7-al kyl , p®arboxyl - C1_7-al koxy, 20

Cl_7- al koxycar bonyl , %1 7- al koxycar bonyl - C1_7-al kyl ,

Cl_7-al koxycar bonyl - C1_7- al koxy,
REREN car bonyl - C1_7- al koxy, wherein R6 and R7 are

i ndependently sel ected from hydrogen or Cl_7-al kyl or

nd,R7,it0 her

P, Ao 7 Shacthesb U MR LSRR i erous
pyr r ainisgiing of IpidpegendCne alkpip Cphoijlwék}d)rcl 7-alkyl, halogen,
thio I n 2 Nyl |~ bej

uns oRP RO LRl BB B R G S o

subsf%r berehtCs--alels ééltbé’a)’lf@lﬂn# k‘h‘?@’ gr oup COI’]SI sting of

hal Oﬁl%ﬁ‘lyl(ﬁghﬁ& ?He j—_C? 7%11&)3@/,, sa@lp.h%nﬂuﬁiglbel ﬂ{sGPSé/ututed or
cyano, | kox carbon§# gq X

pyri ‘e/]'cm)r Eesy %HU‘TI}% e[q;fz bqrg group consisting of
conshﬁbgdmghﬂbg@y(:r phlkel, Qg -alkgl, i, patliodi aed hslageh-GQ;-alkoxy;

het erocycl yl ring being unsubstituted or substituted

y car n )
ghe s?%?%!} fr%hﬁ%—g?o eér%)?/-{é%tugg”‘{)ﬁg 7\[%4 S’?s 7Ciyc]f)alliyll( C)% s-alkyl and
Nbreﬂyﬂ@Y'ﬁabh Y sald pyrazol yl , |n1dazolyl and
thiazolyl ring is unsubstituted or substituted by
phe,qu@K%ajbhcggaﬁypstltuents sel ected fromthe group
consrstlng of hal ogen halogen C1_7-al kyl,

Kk ClL 7-al k

e i aSboas Pt M it S b Sl S

car bpwithidGiyl, pyaidkonyl, quoliya|pyoylysilatayblyl, thieyt) |

pyri dyl r y

oY i B RS BRE AL B spepaiy

- 193,4-dihydro-1H- 1soqu1nohnyl and 3,4-dihydro-2H-pyrido(3,2-b][1,4] oxazinyl, said
heteroaryl ring being unsubstituted or substituted by one, two or three substituents

selected from the group consisting of halogen, halogen-C,_7-alkyl, C,.7-alkyl, Cs.7-
cycloalkyl-Cy_7-alkyl, C,_7-alkoxy, halogen-C;_s-alkoxy, carboxyl, carboxyl-C,.7-
alkyl, carboxyl-C,_7-alkoxy, C,.7;-alkoxycarbonyl, phenyl, pyridyl, pyrrolidinyl,
phenyloxy and phenyl-C,.;-alkoxy;

R®  is hydrogen or methyl;
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Especially preferred are further conpounds of fornula
| according to the invention, wherein R5 is hydrogen.

w@ivpounes of formula | according to the i nvent@CDRPANE062412

al so preferred, wherein RS is,methyl. 5 Especially
preferred are furthernore conpounds of fornula I

the fo RIb R4 I-11 1le F3C
SRR R B TR & "R and me e

i ndependent |y from each other are selected fromthe
rourf consi sting of h drogen Cl_, -al kyl,
g/ tollewingare preferreg] qeypounds elfepmutpg of the present invention:

Mmgﬁrﬂﬁﬁlmem@kiﬁéhmﬂ)ah @ge@rélu%z (élrh&h p)l?élﬁl'i-QX)}{) -butan-2-ol,

OX car car

Erelle et SR REs e -g@e%ﬁérmtan

prienyilor&l-) me'@lloky}phen}&)all d, 1ptalugto- 24(gnélhylnlgfridin—él—yl)—butan—Z—ol,
Bt it ut d or, r three

S BeR R b B ginea e b Bt BB AN o Gfencan-2-ol,

BraR-ahbomo- 4h1a109919ﬁpl®11‘/1) ]al,lkyhﬂum) 2- (érlnkqﬂhyl I@lidin #lykeheyxan-2-ol,

and shalingrN1- n%mﬁr&%g 1,11,5 tﬁ?udr% SE aetB pl @M 4 98 butan-2-

group consi sting
€8 7-cycl oal kyl - C1_7- aIkyI and triazolyl-Cl_7-alkyl;

zrcﬁldaar@tﬁe@m @hé};lyn mhkeriﬂ,uoRAzl(e raethgt@rrm&r MlylY-bi@n-2-ol,

23 gz(]{ ﬁgpro p uor gf—(% ]pyna&I 4 8?6 l?ﬂﬁm 2-ol,
p,yrlatzrbllupirq 3+p1nledy‘d223py1hd1n{4hyldﬂmuyl2 020 pyrazolo [ 1,5-3]
A LR R 53?5“?%%%- B ana

3 (3,r4cﬂ1ﬁ}ldlrooplmﬁyby1rl d;ld{lﬂu@mba ppridiny-yloxgandydl, said

Beb arpaliylo- Isrléﬁgr)brer mgrlﬂﬁ%bﬁ%yﬁ&ﬁleﬂﬂ%utms(;l' tuted by
se|l ected fromthe

aR%’épJ i\gﬁﬂ@ elf-qnerﬁ elof lfﬁgtﬁé‘tgfgvﬁzn PRI ysH-esptan-Zioky | |

€12.4- cﬁﬂﬂ&ﬁa—pl@mﬂ) 1,cyatiffabloyt-plaldin=-3a 1kydxan-Glol, - al k OXY,
e e P V- R e S PO bty
plagtigpropply3- |<ur+¢cr¢9«nrrdien¢h> iyl |-trifivemy2- pyeidinrdey] -butan-2-ol,
SLe DAk s BAPEEATS, LLAE O TR 10
3-(2-chloro-phenyl)-1,1,1-trifluoro-2- pyrldln 3-yl-butan-2-ol,
3-(3,4-dichloro-phenyl)-1,1,1-trifluoro-2-pyridin-3-yl-butan-2-ol,
3-(2,3-dichloro-phenyl)-1,1,1-trifluoro-2-pyridin-3-yl-butan-2-ol,
3-(3-chloro-phenyl)-1,1,1-trifluoro-2-pyridin-3-yl-butan-2-ol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-(6-trifluoromethyl-pyridin-3-yl)-butan-2-ol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-pyridin-3-yl-4-[1,2,4 ] triazol-1-yl-butan-2-ol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-pyridin-4-yl-hexan-2-ol,
3-(2-chloro-4-fluoro-phenyl)-1,1,1-trifluoro-2-pyridin-4-yl-hexan-2-ol,
1,1,1-trifluoro-3-(2-methoxy-phenyl)-2-pyridin-4-yl-hexan-2-ol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-(2-methyl-pyridin-4-yl)-butan-2-ol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-(2-methyl-pyridin-4-yl)-hexan-2-ol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-pyrazin-2-yl-butan-2-ol,
1,1,1-trifluoro-3-(2-methoxy-phenyl)-2-(2-methyl-pyridin-4-yl)-butan-2-ol,
3-(2-chloro-5-trifluoromethyl-phenyl)-1,1,1-trifluoro-2-pyridin-4-yl-butan-2-ol,
3-(2-chloro-6-fluoro-phenyl)-1,1,1-trifluoro-2-pyridin-4-yl-butan-2-ol,
1,1,1-trifluoro-2-pyridin-4-yl-3-o-tolyl-butan-2-ol,
3-(2-chloro-4-fluoro-phenyl)-2-(2-chloro-pyridin-4-yl)-1,1,1-trifluoro-butan-2-ol,
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-20 and pharnmaceutically acceptable salts thereof. The
follow ng are preferred conpounds of fornmula | of the

W@e@gen28s nvention:  3-(2-chl or o- 4- net hoxy- phePgI/EP2008/062412

1, 1 -trifluoro-2-(5-nethyl-pysazin-2-yl) -butan-2-ol,
1, 1, 1 -trifluoro-2-(2- nethyl pyridin-4-yl) -3

5 but h ) -
i??,%?&llihlo%’(l) ﬁi?einygol 1 é%{léu(gro % ]S?iy (53.%11’1 Lc}ln?% 2x y% gpeny )
Lyt taflupra B+ (2-mdepoxyephanyb - ?APm@méle@Jémylzjolr 1, 1, 1
3t(§'4fd1&951% Eh&gr)”ﬁ Iy Ryl 21'(flm4eﬂ¥d%r pyf?ﬁm @'}1)25195111 2-0l,

| oro- I
3t(§ Afdlehl?@ Qhe(nanle% h;}rlﬁwpr%ﬁ)(%nﬁﬂwljp‘/r%k%\tzblaﬁn 2-q.
§22,3- cdtmbﬂwpmgt)nm Jnaxgaploenyd }neth)il pyﬂa.zmlz yl) butan 2- ol

gg iz‘»j) &0‘? 81cgso|rr% rl_)ﬁé;bc}guoro fy(61met$yl pyrazm 2- yl) butan 2-ol,

em 3R 302, a-dzcmcszmnmdnyn) lpyht]dﬂm‘eré 3§ mebiyl-aprazine?-y1)-astan-2-ol,

%2 CE 03% %gﬂllgc{r? i}?‘%ﬁ?z )%I)-(zp(ilhﬂ-? (T)?’ Py, 1d n -4- yB d!l. 1- tilﬂuoro

humailoklfluoro 3- phenyl - 2- pyrldln 4-yl - butan 2-ol, 3-

g%%? cgﬂfol?llooo l%n@helnyll)trlﬂué-m 21-(1 ;nethyl 1H-pyrazol-4-yl)-butan-2-ol,

%-é 4; r%ﬁr@{s@_}% l‘é}{l)4 yl¥f 24 glihloro Ipheny) 1,1,1-trifluoro-butan-2-ol,
34(pufditiib@-2Zhdvyl)i di,n- tﬁﬂyd)robmlamroﬁnqsl -yl-bukén-2-ol,

Aot By PP RXtyprofisplmating - iputan-2-ol

$22A- Cﬂcfdhﬂoeplmﬁnphe]nyll)trlﬂudro Z-(1-inethyl-1H-imidazol-4-yl)-butan-2-ol,
g iﬁ ZEE% ﬂﬁg ingﬂ ?ﬁtﬁﬁf}fﬁeﬁ#?ﬁr&n%ﬂ pr%pyl |-pyridine,

2 |4f41€]fd91@-]2 %V]r)r]d h-t5flypronEwaiazaobl,5-al gridin-2-yl-butan-2-ol,
5224 cﬁ&lﬂblloo l%nﬁ}l')eln}"l-)trlﬂué-ro 1a ;neth 1- lH -pyrazol-3-yl)-butan-2-ol,

é’léfdjr gﬁ epn%[) ](EI 4rlg¥%rﬁr%e)?r% ﬁ%—?} |pyridin-2-yl-butan-2-ol,
3 12,4 dhelﬂl’)]iof phuoryD- 21, pyﬁﬂd@n@-quinobutéayl -Rrtad-2- o’lo
?—_éé cﬁ%ﬂ?rrooplkeng!)ulo{ g "t} Ei 8uinoX%hr} EIY; 10493 61, PYT Hdin
212 ber_lz;{l(myfpymxglnroél A p§(2 drchch;glyj pfmuwﬁfﬂ-,zl ¢tiflu®o-butan-2-ol,
é%Zﬂ cﬁ&}ﬁgﬂoogl?enQ elnyll-)trlﬂui]-r'o 2(6- Jneéhoxly pyrlsc;hn 3-yl)-butan-2-ol,

uar o- di’n
2623 (Hdgﬁqoopl@f_np'ﬂe]nyﬂ-)trlﬂuq_ro 2_1_(5 -methyl-1-phenyl-1H-pyrazol-4-yl)-butan-
zkﬂlfluoro 2-pyridin-3-yl-butan-2-ol, 3-

Q%eﬁzh‘lf ‘@F‘?lfﬁ‘é, &2 S NergrRReaYy L lplifriuosodiutanyg-ol

30,3; cﬁelﬂoxzhpl&m@l-)p]hemyhﬂuerolz qiiinoalin-2-yl-butan-2-ol,

3 65 |4fcllH§51%| Eh&%[)t ! Efl Hﬁﬁchl O?y &)Eﬁglhlé{jglnth?’af}ﬁ %yl) -butan-2-ol,
3 P15 o o- Dhapy b Ul G ybross iasas oaj-butan-2 o,
?I 25@ qldléhlbﬂo ?M‘ ﬁh?&lroxy% trlﬁaoﬁ)nqjétl%mﬁf) le%tﬁih‘}dro 1H-

uqQr o- 2- pyr.i di n- 4-yl - hexan-
éownelhrlleo% éarbow lfcﬁ%i tﬁﬂéﬂw psten1, 1, 1
34(p ufdico - &@ZD bdi,m -tﬂﬂyd)rohli‘—p@ﬁm?diﬁﬂ 5ryldbutdn-2-bl,

2 éli B)H)%’Iy rl%l:—ﬁ}__/r? oﬁhégﬁ;—ﬁ?gy%E{(]:ﬁ%(l)—)phenyl)— 1,1,1-trifluoro-butan-2-ol,

3—(23 deldohploangl) phb hyttifl udro1? - 14-nrethiyl Bot- dihgd (022 gtyhidb [ 33
I q}@gf 3- (2, 4-dichloro-phenyl) - 1,
qfﬂ”éZXI?KQ %é)neth -pyridin-4-yl) -hexan-2-ol,
g (ggh]@rqﬂcﬂwqudﬁ}gmﬁ]w;bl Ir1ﬂ|_uorg_ 2-quinolin-3-yl- “butan-2- ol,
31(21&11&91'401’1181'11%)@} @Eérﬁfl)zi,)lll @iﬂtu@ﬂi 2-QRfinoxhlin2-yl butan-2-ol,

% %5 Irfglqlilig'lrllo%%rp&?%ﬁrﬁ 3?; -1 Hﬂ-} A“)qu.blpohn 6-yl-butan-2-ol,

3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-(6-pyrrolidin-1-yl-pyridin-2-yl)-butan-2-ol,
3-(2-chloro-4-fluoro-phenyl)-1,1,1-trifluoro-2-(6-methyl-pyrazin-2-yl)-butan-2-ol,
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3-(2-chloro-5-trifluoronethyl-phenyl)-1,1,1-trifl uoro-
2-pyridin-4-yl-butan-2-ol, 35

wW@2{020412BOr 0- 6- f | uor o- phenyl )-1, 1, 1-tri f| uor o- PEPEPI008/062412

-4-yl -butan-2-ol, 1, 1, 1 oy
-trifluoro-2- pyrldln 4- yI 3- o- %olyl butan 2-ol, 3-

- £hl,0r,0;7 uor chI
DR e e
B3 P00 8/ddarb2phengh - 131, I(tQﬂwordrBChUmpbnﬁhﬁfqﬂt%n 2-ol,

t s |

3 ‘?CP}]C?I‘& lfllo[?oj 3. lﬁ‘i’f'(hﬁ)rg %%%digﬁé%grl}éh Z- p}‘hﬁ[hy? p9}az1n Zlvyl)]proﬂyl
PlZ"-‘er di n-4-yl -butan-2-ol, 3- (2, 4-dichloro-phenyl) -
1,chloro-4- (33,3 -kdifuere- 22h)(cﬁrof§EUi'ﬁ’étM 1y (- Hie&ryﬁp}‘ham 4- yl) propyl]-

butoim 2 ol, 3- (2,4-dichloro- pheny ) -

’| uor o- 2 (5- met hyl - pyrazi n-2-yl) butan 2 oI 5

3¢ Dedzydioxyhl-oilorghkeayl)) t,1,1 dirifludrd-24(2onah @- ;(yﬁrd[retllryj/)l bytyn-2-ol,
[égﬁ F%%éﬂ%«{h%orrg Lﬂh% %lill;ﬂydr%)gyzﬁ’tr‘?‘@oro%ethyl propyl]-pyridin-2-yloxy}-
aqefit p¢idor o- 2- (6 met hyl - pyrazi n-2-yl) -butan-2-ol,
ﬁ%ﬁl&& '3?8'3 (r@ﬂforglﬁfi‘)l'&f)ﬁf Pj?ﬁeribdfl)z f6 1]net}ilyl p%razm 2 yl) propyl]

-triflu (6- et hyl - pyrazi n-2 but an-
??ZQHI"’& 4 fI uor o- phenyl ) -2-

622 ¢hloes-a- @- methibexythoxy )-hdiyl = ¥ 1) -trifludrol2 { 2-indibhd¥mridin-4-yl)-
gut an- gl ol, 10

4 dlchloro phenyl)-1,1, 1-trifluoro-2-(1-nmnethyl -
{,byhlama{l [3,3y3F &Lﬂblut(&ﬁ-lﬁfduﬂzgy 12methyl 2-(2-methyl-pyridin-4-yl)- propyl]—

in-4-yl) -3-
]%e Zﬂg} 1g?§8tﬁﬂghﬁﬁ/¥£§t% ,1-trifluoro-butan-2-ol, 3-
32(:]1105:1 éﬂﬁ,@r olrplive rfy[Z) ydroxy- llmeghyl 2-(2-methyl- pyr1d1n ~4-yl)-propyl]-
Mﬂo f}“&’deﬁcgaﬂu' nol i n- 3-yl - but an 2-ol, 3-
A

%? ich %P'o %Eﬁlff%ﬁvra.%qhwlrw wee&h‘ﬂzz (1-megyl-pyrazin-2-yl)- Propyll

f)lien@eqzl}ladét@mdephenyl) -1 1,1-trifluoro-2- (1-nethyl-

I but
L A N RR AR AL ﬁly st
pymopya- }’Dﬂvjamndlﬂé 3- (2,4-dichloro-phenyl) - 1, 1, 1
3 Eﬁlud"@ 29 35 @Mﬁ@?@b%gﬁr&yg{ ﬂlethyl 2- d(IS meth )gﬁzm 2- )51) propyl]-

ut an
ﬁ/ XY}IaQePF F“Flﬁl‘}?ﬁ buyl es(tqf; met hyI 1 H- pyr azoI 3-yl)
a&ut; afld 2- {glohlor3 4-(%3.4- tﬁﬂﬁ&looz By @R L hethyll2-(3-méekhyl- pylrazm 2-

rpl(rérlwxf IJ?]BﬂiaﬁlﬁéW%’I) : i\] gyrlldl n- 2- yI but an- 2-

GZ {3-thloor-¢-[ 2 3@uiritlolor a2 Srydloxyuit- Hre{}Bf-lﬂl-(S 126thyl-pyrazin-2-yl)-propyl |-
glée(r%?(?} 9&121'5‘ g{b%nﬁpggf%, kot 18ut17 es%er,[ an-2-ol . 2-
§-4215blozr g14obey2-gifluioei- nﬂmxx/)rphensl- I 21 4riffierht bf Dmshehypyyazin-2-y)-
bdtads2lolt ri fl uoro-butan-2-ol, 3- (2,4-dichloro-phenyl)

-trifluoro-2-(6-mnmethox ridin-3-y
36&#5&%9 Aol msthoweﬁﬂoavﬁﬁhw lphi ﬁg}ﬁ)loro &5 @et‘%‘/l -pyrazin-2-yl)-
bttahfl-6lpr o- 2- (5-net hyl - | -phenyl -1 H pyr azol - 4- yl)

TR ue i G o TRugizel 3 et s meBY en pre 2 eyt
pyrozio- Eb]dl)fbmah-mol 3- (2,4-dichloro-phenyl) - 1, 1, 1

%t %'fmi)lllg 140520 e olypﬁ(yiéizop3 %I%Lth?w)aﬂhe%yl?ll 1,1-trifluoro-2-(5-methyl-
P‘ff?lilfl’rﬁ]ﬂhbﬂzan(%ﬂ yridi n-4-yl -t hi azol - 4-yl)

3@9‘%@[&8—40 2-hydBoxyt&h Lﬂ'ﬁ%hﬁ'}ﬂ,l@h@ﬂiﬂﬂ&ro 2-&-mbshyl pyrazin-2-yl)-

-trifluoro-2- th| azol - but an-
butan-2 ul

3-[4-(2-amino-ethoxy)-2-chloro-phenyl]-1,1,1-trifluoro-2-(5-methyl-pyrazin-2-yl)-
butan-2-ol,
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7- [2- (2,4-dichloro-phenyl) -1-hydroxy-
-trifluoronethyl-propyll -3,4-dihydro-1 H 30

WO e@gu#n8s i ne- 2- carboxylic acid tert-butyl estRCT/EB2008/062412

(2, 4-di chl oro- phenyl)
-1,1,1-trifluoro-2- pyr|n1d|n 5 yI butan 2-ol,

| 2,4 chen
o 8 O SRt e PR o
purazin -yl ibiurane?-ol, 2- (4- nethyl 3, 4- dlhydro 2H pyri do
B?[Z %hlo@l) 4[-(]3!-1411391)§fﬁﬁ @47[hﬁéh)az$lug ?l@nc%h&%y) fp%@nyl 1-1,1,1-trifluoro-2-(5-

uoro pheny [ 'uor o- 2- qui nol
meél‘/ywlﬁama%rylé lmtan
3(Q%hmbm@ucﬂformiehﬁw mhaﬁwd&rolzr@r&leﬂfowipyﬁﬂm 2yQHunax2-ol,

I
Pt b aar B gk e h Pfmni b Gk 5l )
2-26-4hhbiraiply crzor plybRdrl ),4-dichlord- hrenll) U, bt2uoro- butan 2-ol,

dj t
AR T A e 53#'&3%%“02?1( 6-
91Clr]z§50haz‘i =234t leinramf@nﬂl) 1, Mipt2fbegp dueRed-ol,
B @/45? gfgﬁtl%/o Mr }’521 1, 1%§ﬂ{1&§ ﬁ@/razao 1,5-a]pyridin-3-yl-butan-2-ol,
g%% Cﬁcfﬁmor PI%RSWB IZY&GPHB?I‘%Z -6L-phensidr Fopypazol-4-gii byign-2-ol,
2-36- chﬁ)ré-}ﬂ?ldfﬂﬂ KO- @t@@lﬁicl}l.loro phenyl) 1,1,1-trifluoro-butan-2-ol,
ri.fl uor o- 2- gui nol i

e dsditiyre SR GA: (iRl Pam Yo &ﬂﬂmw@ FRyiidize-2
¢(Bbomitly,| - pyrazi n-2-yl) -propyll - phenol,

$: fg ?/ Phg{;«? I4 dﬁ)}[e%z{l;ryﬁxgr Ig'hfeh@f]l q; IZHMF(S) §YQ| m%&p%{}n&n (42}7157%utan 2-
(4- benzyl oxy- 2-chl or o- phenyl) -1, 1, 1

31(2 ufdieidb - ghdngt) DET, ﬁ‘%hﬂ@(\ﬁrol-ﬂ'(ﬁhfeﬂi/dﬁy py%ﬁlaﬁl 2yDblbutad-2-ol,
% C&F 4-di chl oro- dr ox
tichlareriometheyy- Pb%vm,ﬂ 1 ﬁs@‘flpﬁq my @}now 1-butageZseh ¢

achlbro-#0(3,3,3-trifluoro-2- hydroxy 1- methyl 2-pyridin-4-yl-propyl)-phenol,

? ﬁg chf"oro 4= mL:t%QXK/%mt i I p’y1 ]trl uor(}/ 9 (9 yo&nr%prgf?éw{)enzo{rlazme 5-yl)-

enzo
anhﬂ@ko 4- (2- nethoxy et hoxy) phenyl] -1,1,1

3 éﬁ i 0‘1'9 r4omgfho§(% pHFﬁ)h)yb ~Holifll 4’]y141' YD erifluSret Gitag200;

?@h@r%‘lr@r@n%krbélzl Ry e Bitlporo-detydyexyal-pethdprgnylophengd,

m(é -cYloroar @Bthloky-phdifyl e noxilioas etpyeazal] 6518 priddst 3% -butan-2-
ter, 13-chloro-4-

f’ .3, 3-trifluoro-2-hydroxy-I - net hyl - 2- (2-met hyl - pyri di
B-clitoydb ¥~ Br0opylifluoro Phleydoa}- 1 an:f&hj'lCZ—pyEriazblo R;5E3kpytitlior Dylpropyl)-
kﬁ 31 3- trlfluoro 2- hydr oxy- I - met hyl - 2- (5- net hyl - pyr azi
31¥ - phenoxy}-acet ani de, 20
322 Lmotwudmf 2D (24 hrehlhog- ét(hldiweir@mo%cyl]) -nsbreany i phanyl}-
L= tfiublei8u@n2-6p- met hyl - pyrazin-2-yl) -butan-2-ol,
3-(2-chloro-4-hydroxymethyl-phenyl)-2-(2-chloro-pyridin-4-yl)-1,1,1-trifluoro-butan-
2-ol,
{3-chloro-4-[2-(2-chloro-pyridin-4-yl)-3,3,3-trifluoro-2-hydroxy-1-methyl-propyl] -
phenyl}-acetic acid,
3-{3-chloro-4-[2-(2-chloro-pyridin-4-yl)-3,3,3-trifluoro-2-hydroxy-1-methyl-propyl] -
phenyl}-propionic acid,
3-(2-chloro-5-methoxy-phenyl)-2-(2-chloro-pyridin-4-yl)-1,1,1-trifluoro-butan-2-ol,
4-chloro-3-[2-(2-chloro-pyridin-4-yl)-3,3,3-trifluoro-2-hydroxy-1-methyl-propyl ] -
phenol,
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13-chl oro- 4-
[3,3,3-trifluoro-2-hydroxy-I-nethyl-2-(5-nmethyl -pyrazi

wo2e994028pr opyl ] - phenoxy}-acetic acid tert-bRCYEP2008/062412

ester, acetic acid
2-{3-chloro-4-[3, 3, 3-trifl uoro’ hydr oxy- I-rrethyl 2-(5

?é_g?’te?%[l g%{'l?;flz ICnP girlﬁugropl ?193/ ol(y 4p(|8€n0t}(1¥1} pyrazﬁ{ 2-yl)-pentanoic
§3d eyl estéd uor o- 2 hydr oxy- | - met hyl - 2- (5- net hyl - pyr azi

L e(rg4¥d6%ﬁ1€1roomér@) =5, 9'3‘%519531}0 4311931]0)()' qq%t}ﬁgﬂhﬂ ﬁﬁbﬂn 2-yl)-pentanoic

PCZ chl oro-4- (2, 2- d| fl uor o- et hoxy) - phenyl ]
432X 4- dl&hlf)fd-lﬁlﬁéi?ryg (-Bydm@ihy Hriluédahdih @-prbpyl |- 1H-pyridin-2-one,

BB R GhlerdRhso vt oy e il pReRyl-propyi-merli P

a@ti2 aiB nmehHybtepyr azi n- 2-yl ) - butan-2-ol, 3-

%[f HI&) d?chf(frog;he&&l? IA@d?&%ﬁi %‘_}fﬂ%o)}'rggl)zé hﬁ?g&%@-}b?&%ﬂ[ﬁ)}]ﬁdin—1—
butetis-a@idonethgl esfep, chI or o- 4-
{@fﬂ?j Jﬂﬂllch'lcﬁrewmrfrl% ?hvd@gmﬂuorgﬁ%ﬂﬁl %Jropyﬂ]»Z %Xo éH pyrldln 1-

| uor o- 2- pyrazi n- 2-yl ) -but an- 2- ol
af‘ilccq’ﬂdoro 4- (2-hydroxy-ethoxy) -phenyl]
2-X4-12 42 e diE Rl oy-phetry() St-Aediayy-1 pyifladiometh Wi propyl | -pyridin-2-yloxy}-
bugan 2-ol, 3- [4- (2-am no-ethoxy) -2-chloro-phenyl]
acelamide, 174 i £ uor 0- 2- (5- et hyl - pyrazi n-2-yl) -
ME&F\dﬂﬂoﬂo -pDyR 00 B 040288 - PCT( ERZOIOSy 0Bl2ek2- pyrid®i-8yl] -butan-2-
&2 chl oro 4 (1 methyl 1 Htetrazol - 5 yI methoxy)
-trifluoro-2-(5-ne

Horao gy ot ey ST AU S ————_
{me@mgﬁrﬂg t hi adi azol - 5-yl net hoxy) -phenyl] - 1, 1, 1

5' sz aHper eﬁﬁrhﬂ??lﬁﬂ@%#ﬁ 63 ilyd%l’& -fth o anYreﬁd%l ﬁ?-butan-z-

()]2 msthoxy pyridin-4-yl) -butan-2-ol, 1, 1, 1

]2 {4 Eégqrcﬁdﬁor ;E))heély %hgcﬁl) Aq! trlﬂuoyon)letliﬁ )H alg))lf'fgpyru%n 2-yloxy}-1-

ut'an of o- pyrazi
(I@rldthlnehlybctbamnyl) -1,1,1-trifluoro-butan-2-ol, 3-

&%2‘%2 di §018¢ P 194?12 yél ], 4 trlﬁuoﬂj -3- %ﬁdroxy—?) (6- methyl pyrazin-2-yl)-butyl]-

-trifluoro-2-1soquinolin-5-y tan’ 2-
berwpigrisid gib YlveB (2, 4-di chI or o- phenyl )

432%24- dlEhlf)fdelﬁ@ryDUl A0-tAf] Qbro- ?J-Qy@roxy—?) (6-methyl-pyrazin- 2 yl) -butyl]-
| oro-phenyl) - 1, 1, 1 -trifluoro-2-pyrazolo

%epf(@ aéi]cppyrl di n-3-yl -butan-2-ol, 3-
{-2hlbrai3el3] 303 -odfhlernyd-hydrody- 1 ]3;1et]1yl -2-(6-fledott-@y2zin-2-yl)-propyl |-
2-

%éﬂ%ﬁla%%gﬁ%ﬂwﬂeé{apyr azol - 4 yl) -butan-2-ol .

- 3 (2, 4-di chl oro- phen 1)
312 jphl:g)rpﬂrmptlp@mpbm%hZ 221§hlorg -pyfigin-4-yl)-1,1,1-trifluoro-butan-2-ol,
62ntbrdiscpl or Qll&%eﬂ% din- 4Jy'lﬁygr3offﬁﬂ'uolro 2-hydroxy-1-methyl- propyl]
-tr|ﬁluororrethyl propyl |” -pyridine-2- carbonitrile
pheno
2-{3-chloro-4-[2-(2-chloro-pyridin-4-yl)-3,3,3-trifluoro-2-hydroxy-1-methyl-propyl ] -
phenoxy}-2-methyl-propionamide,
3-chloro-4-[2-(2-chloro-pyridin-4-yl)-3,3,3-trifluoro-2-hydroxy-1-methyl-propyl ] -
benzoic acid methyl ester,
4-[2-(2-chloro-4-methoxycarbonyl-phenyl)-1-hydroxy-1-trifluoromethyl-propyl] -
pyridine-2-carboxylic acid methyl ester,
3-chloro-4-[2-(2-chloro-pyridin-4-yl)-3,3,3-trifluoro-2-hydroxy-1-methyl-propyl ] -

benzoic acid,
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15 3- (2-chl oro-4-phenet hyl oxy-phenyl) - 1, 1, 1
-trifluoro-2- (2-nethyl-pyridin-4-yl) -butan-2- ol, 3-

w@ 200904i28h! or o- phenyl ) - 1, 1, 1 -trifl uoro-2-PCI/EP2008/062412

(2- met hoxy- pyri m di n-5-yl) -butan-2-o01,

3-(2-chl or o- 4- met hoxy- phenyl ) -1, 1, 1-tri fl uoro-2-pyri di
utan

?éééx éa’t%“"}’ ! u%lﬁ%mzpkf?“&lﬁoxy‘/#o% g optPRomlyprrsting-2-

pybyxylipheidol , 20

§ (é%hfb% qfﬁ&eélo ﬁ) By Pl mqnef ﬂ}loilo 3.3 15&5 Fal/ﬁ'&ihozr A b3S Lol

3H-benzo but an-
4&%1(6@1%0% -@h@tﬁgﬂy “hydroxy-1- trlﬂuoromethyl propyl]-pyridin-2-
12%@hibi@hd1@e$yyéstel 1,1-trifluoro-butan-2-ol,

%‘éiﬂ 5 Ghfaro - prethes pheny)-hydrepy - Hiliossethy spoRy gpidin-2-

gpyplenzoiphedol , 3- (2-chl oro-4- et hoxy-phenyl) - 1, 1,

% é4 dg (5 HP(L? 42m8% %%hgn)[l) L h?d?(lxyply{r fﬂJ.IOpOI%etylk’l F}éﬂ)ﬁn p%rldm 2-
113 benmi¢ adid megndegethy dr oxy- 1- net hyl - 2- pyrazol o |
%{@—}?J(ZQﬁfdrglélnm%fh)blxy%h@IM J-1- hir Rﬁﬁﬂojmﬂuoromethyl propyl]-pyridin-2-

pyri di | oro-

T5bepagiy a¢iét r azol - 5- yl ) pr opoxy] - phenyl } -
3.—,(1—,cﬂll'dr64'4f-ﬂllb,tﬁb@ld@ﬂ§'la-l’l 12t-eifluc30-2-(2-iodo-p r1d1n 4-yl)-butan-2-ol,

e R R 4 N

bamzottlagrdanp&ly] adien- 4- yl )

5 ?{4 ﬂZ ?(Etc{aqyer%) Iulgﬁlg%rlg O{h‘bég{fq gyh};'dl'ro S ohﬁt{iﬂ%gﬂ%l&lyl—bropyl] -pyridin-2-yl}-

Eﬂu@ eropifttiledi n- 4- yl )

3343[2321&16‘1'5140!11%@ PReVION Yhykh S8 L h—Yﬁﬂlﬁlfr@ﬁﬁé{Hyl prcﬁ)";}/l pyrldln 2-yl}-
ropionic acid, 3- (2-chloro-5-nethoxy-p yl)

‘%‘“ZO{‘ Ef]l or o- pyri di n-4-yl)

4 '1],23(21eHl 61iof 4 -tidfit \or bt thian sutfo nyl oy phdrgt)ot-BydioZy- 1 -trifluoromethyl-
p%ﬁ 33?{,9 6p[¥ a%gydr%éﬁly L})Z l(blefldllfrg’ ?arboxghc iaﬁld ethed,]ester

mzz@e@ﬂ@rm%&d@@/pﬁammwﬂémz mﬂmr@nethyl propyl]-3,4,5,6-

{e%'aﬁécﬂbcﬂ][ 91,94 ?ﬁﬁdﬁl%/l _1arbg 115, aud' f1uoro-4-hydroxy-4-

yraz ent anol ¢ acid nethyl ester,
~chlopo-4: {dq—ﬁzh %glgor@h%,ﬂypgo p]geny@ 1-hydroxy-1-trifluoromethyl-propyl]-

Byridihf2L jzlplb@nz%lché@d éﬂi}’l ddter,( 6- met hyl - pyrazin-2-yl)
13203 bl GEN e vy ol e a2
2 phuopy-binzbid qeyd ethlylrestér,one,

g%ll %gqgg:lmoo%é%jﬁ oqrdyﬂ}?en?flﬁ lhl)[py%v )é/y I txléﬂu(frome hyl—praogé/% i—%yrldln—Z—yl}—
éélue?rqrbtrmuc agber, { 4 [2- (2, 4-di chI or o- phenyl )

zikhbeQ'ISO yr2 42 cHlBr'of—Ji ﬂ%ﬁﬂﬁlﬁ&\ﬂ) ph?@%ﬂ/ 1-trifluoromethyl-propyl]-
pyr1c8 % benzou: ac1d
4'-[2-(2-chloro-4-methoxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-3,4,5,6-
tetrahydro-2H-[1,2']|bipyridinyl-4-carboxylic acid ethyl ester,
4'-[2-(2-chloro-4-methoxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-3,4,5,6-
tetrahydro-2H-[1,2']bipyridinyl-4-carboxylic acid,
4'-[2-(2-chloro-4-ethoxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-3,4,5,6-
tetrahydro-2H-[1,2'|bipyridinyl-4-carboxylic acid,
1,1,1-trifluoro-3-(6-methoxy-4-methyl-pyridin-3-yl)-2-pyridin-4-yl-butan-2-ol,
1,1,1-trifluoro-2-pyridin-4-yl-3-quinolin-3-yl-butan-2-ol,
3-(3,4-dichloro-phenyl)-1,1,1-trifluoro-2-pyridin-4-yl-butan-2-ol,
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yl }-acetic acid nethyl ester, 10
{4-[2-(2, 4-di chl or o- phenyl ) - 1- hydroxy-| -trifl uor onet hy

WO 20080284 - 2- ox0- 2H pyridin-1- yl}-acetic aci dPCREP#08/062412

[2- (2, 4-dichloro-phenyl) -1-h¥ r oxy-
-trifluoronethyl-propyll -pyridin-2-yloxy} -

1 d (2 di chl s phenvl
?’?ﬁ??{ﬁ&a’f%?iégﬁﬁ SRR Pt i 4 )
LUt ailugro- 15{4€meth{>¥l¥ 2{nethylpheny) @hﬂ’}m%? éhfé#jata)n 2-ol,
33 qycﬁﬂﬁ)&(% Hengzlt) nifl Lﬂt@ﬂ%tf%fﬁlcﬁﬁ le)yllﬂutan 2-ol,

-pyrid - acetonit
&3 14trk§l|uerﬂ 373~ IB‘F%PPW paphthalen1-y})- 21Pw1fh|nu‘bwloblztan{2zol
(,2; 1hﬁfﬁlm@wsetabﬁmben Zp}’lr-l-@iyﬁdﬁi phl but@ﬁliza(ﬂ 2- ol, 20

%);é CBEO(SB)%F(?M %’rfqg‘:ogé}%“& )xgﬁ} 2Ih!oroh¥)gr CP A Xl Yl) tlr | me uor(r)TFButan 2-

aipr phol i n- 4-yl - et hanone, 4- [2-(2,4-dichl oro-phenyl)

bL34¢hﬁT1Io”1 lgk Kg %Rl;(:)?’% %ylg&lgx%z; g% -gi?ﬁ@%'fﬂﬂ{\}c%kﬁi —%ﬁé‘[h‘?fl—propyl] -

plrenyl; medipn¢subpoamideny| )
N4§34c}ﬂortor-4 gt ol cHl'o%oJWQHﬁWyﬁ 3(@3%1‘1&6% RYUFBEIN1 Zndthyl-propyl -

benzoi ¢ aci d
P@eré’}SbW?IflldSoro 2- hydroxy I rret hyI 2 (6- et hyl - pyr azi
BI-(2-chlo)roﬂlﬁﬂ)lﬁl)tb]phenﬁmz(@l-cﬂll@@l-ﬂ/rmm BW)-&sf1ettifludro-butan-2-ol,

%iz Grlge st 41\’h@?ﬁ%'fh%ﬁi-ff,iﬁlwaglf@%afoaaaﬂzleysid}ne-z-
@arbbvtyrhr: ocids
1_:82 @gylém:ldro pyrldln 4- yI) 3, 3 3 trlfluoro 2- hydr oxy- |

3@Ibwﬂnopzr enytd-pherRhen Oxuhiflugrot®2i At QRYi@RAmyHEb utan-2-ol,

?é(f?é Eﬁararpél%m TRy | 282 gifhoreilrquinelgy- 3y By - |
1@I(h,yﬂdﬂthll@ﬂybl}erryl)b@fﬂ]l)pt(q)yﬂel 2 2Etlhyto- Eﬁhﬁfohn%yl ethanotl
cak bon -4 -
R D PR B v
ﬂthtlmll ester, 3- chI oro 4-

E%chgfo‘fg ?ﬁgmpzl/ l’},])d_:j (1241 ch!h)org p'fl’e%rl' it %mLQ)rg'?)hﬁ’lg{h?P(Muﬁan 2-ol,

benzoli ¢ acid
@((ﬁ-ﬁ K’Z@G’Qﬁ’@é? 45l -trifbmrer3-methyl-2-(2- methyl pyrldln 4 -yl)-butan-2-ol,

B22 64d1aﬂ61b>owhc2nghﬁpnq IPhETkI- zl(shﬁelmsap(yyrazm 2- yl) butan 2-0l,
%\é &h olré)'I glrr%rg&‘l Q}/ phgny%o¥ll]l trgl}(lt)lrodb qu1nohn Pgu Sn!oC ol,

3-chloro-4-(3,3,3-trifluoro-2-hydroxy-1-methyl-2-quinolin-3-yl-propyl)-phenol,

3-[2-chloro-4-(4-methanesulfonyl-benzyloxy)-phenyl]-1,1,1-trifluoro-2-quinolin-3-yl-
butan-2-ol,

benzenesulfonic acid 3-chloro-4-(3,3,3-trifluoro-2-hydroxy- 1-methyl-2-quinolin-3-yl-
propyl)-phenyl ester,
3-(2-chloro-4-methoxy-phenyl)-1,1,1-trifluoro-2-isoquinolin-5-yl-butan-2-ol,
3-chloro-4-(3,3,3-trifluoro-2-hydroxy-2-isoquinolin-5-yl-1-methyl-propyl)-phenol,
3-[2-(2-chloro-4-methoxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-quinoline-6-
carbonitrile,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-(5-fluoro-1H-indol-3-yl)-butan-2-ol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-(1-phenyl-1H-indazol-5-yl)-butan-2-ol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-[1-(3-methoxy-phenyl)-1H-indazol-5-yl]-
butan-2-ol,
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3-(2-chl or o- 4- met hoxy- phenyl )-1,1,1-trifluoro-2-(2-iod
o- pyridi n-4-yl)-butan-2-ol, 4-14-

WQ 2000240288 or 0- 4- et hoxy- phenyl ) - 1- hydr oxy- PCT/EP2008/062412

| -trifluoronethyl-propyl] -pyrbgln 2- 5 yl}-benzoic
acid ethyl ester, 14-

4-
B PP P I gl 11
plodng), 3-14- [2-(2- chloro 4- met hoxy- phenyl ) - 1- hydr oxy-

5-bhl cf&}HQfoOir?i?én%' 1, P QR dro- RYT ( Sinfiaifoxy Y HenPENF LER 80 Ayl |-

net yl este
U?ﬂ*TQ (2-chl or o- 4- met hoxy- phenyl ) - 1- hydroxy-1-triflu
o1 9@«!2;4%@1@%1:%%[1 ﬁ’ydl‘o lyth}lubﬁiihiéi’h ;ﬁ@pﬂ -indazol-1- yl}
- (2-chl oro-4-fl uoro-phenyl , 1, 1- trlfluoro -(2-iod
3% Fdin-4-y|)-butan 2-ol, 3 14-
p22 a2didHboer- p)hdﬁl’}ff)FMDﬂﬂmﬁhﬁ'@ﬂ -| £-14- In}qﬂhi@oyyphenyl)— 1H-indazol-5-yl]-
ba &ﬁé%ggoronethyl propyl] -pyridin-2-yl}- benzoic acid
ste
4 {51{2{(2r4(<2ddm%?]@ﬁn4d)f1 bptroxphenflhyromdilydriogyyl | -indapdlt Lupl} -
gpaﬁﬂhyl propyl] pyridin-2-yl}- 2- quoro benzonitrile,
-4- quoro phen

I
p- (@rcmra&rlaﬁ%p yph E)‘FYé)p iyl trﬁ@;worcu g;P?XY Baini3er])-butan-2-ol,

adpd2-clorof4- 121ethoxy phenyl)-1-hydroxy-1- tr1ﬂuoromethyl propyl]-1H-pyridin-2-
82 chl oro-4-trifluoronet hanesul f onyl oxy- phenyl)

®1©hydroxy- | -trifluoronmethyl- 20 propyl]

53242 5hBrodt mathpdy-ph2i) - | -hyd@xy-1-trifluoromethyl-propyl|-1-methyl-1H-

idiyl - 4-carboxylic acid ethyl ester, 4'- [ 2-
E*erﬁlzor% 4- hydr oxy- ph -1- hydr oxy- |

en
[21(Richbrortelidypxypplessy )}lyhgdmxxs16r1ﬂﬂ@qqﬁaqﬁly>drmomﬁ-1{meth‘/l-lH-
ﬁ ﬁﬁﬁ;2Qngr|d|nyl 4- car boxylic acid, 2-chloro-5-14-
chl o uor g nyl)-1-hydr - .

Tkl o ﬁ@fhuoﬁPt?pEY‘fro- -waftﬁ?lr?:gﬁ%e}h%-ér%rh6-ei‘elwér0-
pﬁﬂft}{h—%ﬁlﬁ-@[’opyﬂﬁphenoxy} 3 ﬂuoro benzomtrﬂe,

cilf‘br%% {(3 chcforolo{ ?3 § 3 P %?e/n% ‘%fl%{—%—ﬁ% Jae It%:l rl—aé::—l 0X0- 1,6-
éﬂlly[«juto p)s‘tc‘em 3-8 )- mszyl -p enoxy} benzomtrﬂe,
F%ZI cﬁMrQ r4o(.44ﬂLfl(%IJdoj 9168’]&9 h%n?sg@ﬁﬂ%%?’l hydroxy-1-trifluoromethyl-

trifluoromethyl-propyl |’ -pyr
propyhi o Brewh2 B 2yrigind-On®. chl or o- 5- 14-

B% z( 2-BlYrer40¢ 44ﬂLfldr603 ﬁydrbﬁ;nyshénokymsﬂérﬁﬂqyr -hydroxy-1-trifluoromethyl-
fﬂuorogﬁ g HF ?‘XEJ - 30 pyridin-2- yI}Xéen20|c
Bﬁﬂﬁ} ymethy. Y042 met hoxy- phenyl ) - 1- hydr oxy-
b-[2+(R #didrloreplingriyl) pr-bpdtoky-1 3rifl ndrobaett@iprapwt il onéhiyl- [H-pyridin-
2.1 bipyridinyl-4-carboxylic acid ethyl ester, 4'-
2 fz chl or o- 4- net hoxy- phenyl ) - 1- hydr oxy-
p-[2 (2 tdidrloreeplpyl) pr-bpdrioky-1 Srlﬂugro@neﬂn)étmamslbﬂ wiipit1 H-pyridin-2-
gmg 1 bipyridinyl -4-carboxylic acid, 35
[ 2-(2-ch] oro-4- et hoxy- phenyl hydro -l-trjfluoro
ﬁé@ﬂfﬂbrmp?yﬂ}l%o ghenyp- f/-baé@rpéw crr'éumme[t “pyoyl]-1-methyl-1H-
pyridini2dényy| - 4- car boxylic acid,
3-(4-bromo-2-chloro-phenyl)-1,1,1-trifluoro-2-(6-methoxy-pyridin-3-yl)-butan-2-ol,
5-[2-(4-bromo-2-chloro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-1H-pyridin-2-
one,
5-[2-(4-bromo-2-chloro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-1-ethyl-1H-
pyridin-2-one,
5-[2-(2-chloro-5-methoxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl|-1-methyl-1H-
pyridin-2-one,
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1,1,1-trifluoro-3-(6-nethoxy-4-nethyl-pyridin-3-yl)-2-
pyri di n-4-yl - but an- 2- ol ,

WA 209040288 f | uor o- 2- pyri di n- 4-yl - 3- qui nol i n- 3- yPETYEP2OS/@2412

-ol, 3- (3,4-dichloro- phenyl)
-1, 1 1-trifluoro-2- pyrldln 4- y% but an-2-ol, WO

% 39 %gﬁcg()%lﬁor%enyei P(%gfgp Pf gllgydiow ljtflﬁtloroElet}ryl p]_ inethyl
1trpyridioR @08,  (4- met hoxy 2- et hyl - phenyl )

|
5 %ZRY r.’)' cﬁ&lﬂofb ¥ hg?vgltxg q%l)g/rrlﬁd I1 nhygr yx'?y %Br?léfﬁ)lr&gﬁﬁypgﬁfﬁ? )1 -imethyl-

1HrHYFlde?6mB (2 net hoxy- napht hal en-
5[y (R =Bty 5 fﬂlhdl'o‘]!l' Mlet eyl ph Thyd5oxy 1-trifluoromethyl-propyl]-1

|fl oSnapht al en- 2-yl - 2- pyri di n- 4-yl - but an
mf%.ﬁ'ﬂ IH h?‘%fro 4-di al | yl am no- phenyl )

at pliarniatmnmalhyzrcmbtabléseyts)theredf 1, 1
-trifluoro-butan-2- ol, N 13-chl oro-4-

2- (2: chl @f 0= YL irdi e y k) < 4

g by ) G sy
fellogingh| or o- 4-[ 2- (2- chl or 0- pyri di n-4-yl) -3, 3, 3 trlfluo

5.9 Zh Ry 6r40s¥ thlox i h Bl - pnqwiﬂ]uordlbf{wh&thﬁemmqeyl) Butan-2-ol,
g%Z-an)r{)(r)l Iﬁlp%%g_rpgg?y&q % otirlﬂuo hrlngtLOI I?)X'{dlugj I4nyl) b%llta% 2-ol,

-ZZ(CBREMM’[EO}Qﬂf)Hdﬂ@D ok, piherifiligrol2- Wdfedxﬂ*pyrldm 4-yl)-pentan-2-ol,
.L> C(E &h O{g%rgrn% x;y phe%prMUl trlﬁX(I;I!Odi IE\? methﬁaprypla)gll yf) hexan-2-ol,

3~(p.2-dichloty-phanyld- I, |, idridugioehy2-methyyparridsoy4 -yl thritin-derd.om
?RBM'%&HQRW%Q Mrl di QﬁﬂaoroC?gpm%dx? @&uﬂq 4)-byan2-ol

I onNo- I'or O [ uor o-
p(pyhlogpd- ﬂlu(yp)phsaf én% @- oro érme[thow I(mldghw})ol bﬁéﬁﬂpyro
b@ﬁéﬁlzo@l[opyl ] 2 2 2 tr| fl uoro

Zgg (EF&S? gplg}rzﬁﬁyl Eyr E 4t¥1 2‘1[(&6}1, échl&ro pheny?)h ? 1-tr uorcy {)&tan 2-ol,

3{@1AFtbthlnP(Bplydny_Btll’JBmﬂhﬂuorBOZ ﬂlulnbﬁndhjfldnaarpyml,dl n-4-yl)
3 %2 él di'a}'lor(ozPlrélléng Clh é? ﬁgﬂg@%n% E)?r Q&Xﬁ] J;P%M.l’l é yl- bﬂtan|2) ol
3 32 4(d7_1ch:lom plhﬁnalr)o].,bhénﬂugro 2- qu1nohn 6- yl butan 2-ol,
izll rdicH15d- A t] ryB Bt 'l"ﬁﬁﬁﬁfd)robﬂtqﬁﬂlogalﬁ{ 6-yl-Butan-2-ol,

é eﬂ@tﬁégol&/yln%i(%él 4;11(% 9ro g#ulgr &tnﬂ@ro I’i)utan 2-ol,

Bzmhmrr]@mmwmw b Eky)- BmLt)ntﬂubrc%z Jqluﬁrsdxtahmrﬂ-bzrtan-z-ol,
razin-2- - but an- 2- .

S TR o R RES D L S 2 iRt cpyrigingt g gpn-2-o1

amd Bharmabaittaally2acotptabl8satsltioareets -

(3 3 3-trifluoro-2-hydroxy- |

I
h Il(glrrl%rrﬁ)lﬂé ?lQé foﬂo%lrﬁecgg{&gﬁg? ofEJ fgﬂggﬁg )?rf’esp:ﬁ:)%alh/ )}3 jﬁferred
-$iifluoro-2-(5-methyl-

gith@rwlr ©rasthyl-Bogirphéivimet3oyy)-phsarlar-
ZRe l;dbﬁlmﬂ L-ofci d
Eﬁgq?é) g}}qoro Ighenyl) 1, liltltlhllilgrr()OZ 1soqk{191E)Pr)1( % -yl- butetlnh¥|012 qui no
2-cinnolin-4-yl-3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-butan-2-ol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-pyrazolo|[1,5-a] pyridin-3-yl-butan-2-ol,
2-(6-chloro-pyridin-3-yl)-3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-butan-2-ol,
3-(2-chloro-4-phenethyloxy-phenyl)-1,1,1-trifluoro-2-(2-methyl-pyridin-4-yl)-butan-2-
ol,

3-(2-chloro-4-methoxy-phenyl)-2-cinnolin-4-yl-1,1,1-trifluoro-butan-2-ol,
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30 propyl)-phenyl ester,
3-(2-chl or o- 4- net hoxy- phenyl )-1,1, 1-trifl uoro-2-isoqui

wo000/04@88/ | - but an- 2-ol, 3-chl oro- 4- PCT/EP2008/062412

(3,3,3-trifluoro-2- hydroxy 2- |§§)qw nol i n-5-yl - |
-rrethyl propyl) -phenol, 3-

F)—_%g— %g |4orrngﬂ1[0ﬁ¥/nﬁheny)%l QqetQMIquO lzl}%/ge{zof(osfl g rag%yrlc}m 3| yl-butan-2-

uor one - quil no

3: (ﬁ%hﬂ)rg'élcltfsld?&ﬁrn%ﬁﬂ}ﬂh)eny]l) 5. (% Jh'idrfo fd‘{h 4 3/()51 ﬁ'ltk?lﬁ‘aohrbutan-

-i ndol -3 tan hor phenyl )
2pl1, 1tr|fluoro 2- (1-phenyl - 1 H-|ndazol 5-yl)

3 hptcBrd-50tethody- ﬁé—?ny‘ﬂ)' Q“(QQthr@-’p}?ﬂ@iﬁyl )yl) 1,1,1- tr1ﬂuoro butan-2-ol,

i1 tslﬁc'%?ﬁh%n%e) o TS B idin 2-yiony-

RCIoPR2008/ 062412 -27 3-{5- [2- (2,4-dichloro-phenyl)

%2 Q){ﬁ)rg gym%%lto%r %héﬁ-ﬁﬂ)oﬁﬁ Qﬁ org oY n]-4 y'fnl %% %1ﬂ&or¥) l}utan 2-ol,

S ichlorp thopor2actlpr- P}(f@-llgrrég-ﬁbiﬁﬁpﬁélqu 2-hydroxy-1-methyl-propyll-

BEﬂZBQaa%Qihrln@th Hsﬁ:r butan-2-ol, 5 2-{5- [2-
C or e

5%2 g’r‘%‘ yngt FYP E}B’?l)oﬁétlh%ﬂuﬁf%ﬁ‘)ﬂlz]md? “RYAdigr4-1l) ypugan-2-ol,
MBQBIQro& ﬂ&&o‘bﬁéhﬂbﬂlm Bffhesryd2) (2-iollo-plridih-4-yl)-butan-2-ol,
]3_|_({Z ﬁgg)gg{élo%lavfl%mmobﬁhegﬁl)%—Qy clﬁﬁro{éyrlctné—]él—yl) 1,1,1-trifluoro-butan-2-
612, 4- di chl or o- phenyl )
3 %2 Qﬁgﬁg)slyﬂ%o % éihf Hﬂ? sz(%E&Mo rf%lﬁ’ﬁ’h gl) I! nqa&?luord bliééln}z-ol

or o-

3 {4 RromerbcHo(Bphan ot s u@moni/ D yridint 5 ybbutars 2-ol,
B2s- cﬁ%‘rgm-l‘%@foﬁf @BEIWP?(Y‘lﬁh@ﬁ‘Mb}o QJqu'iB/(ano%)}’/l' bﬁtan 2-0l,

S5 fleromet i Spropul Lt puoidn 2 oney b
B{thréJéll—J(@ﬂ)ﬁﬁﬁﬂl}drom owlrbty-2-Isodatineyih-5-V1H-nddhyl-propyl)-phenol,
){5 ﬁg &pﬂoroql ’ethtoxY %ﬁerg{l)zl yﬁ?q&?rr}ftgb %F&rﬁﬁ{t}lﬁgﬁ%%ﬁ —ﬂuILJEoline—6—
Wbomjtmie,z one, 4-13-chl oro-4-

h?{s %hfbr& Ir4' [fs' 39 "n‘?ﬂl?orbyzdﬁ Xx;ll '}i"r‘éth?'l' 7-2r- bkt Mo B5 Wifdro-

yr| di n-3

ﬁéxxl} PRI BBy SHP fzonpe
2114 Dromd=2- 8116 - PR &ryH- -Bydrody U FkiflLigdneetkyl 1 Ep @)Y =rheth- 1 H-
hjdG ' 1- met hyl - g?){g) 1, 6 0g)(hytdlro pyri dyiﬁ%f?}-s}?}c) A
’6%/ 16?1 € hhenoxy} - benzoni trile, 5-12-
E22{(mb@omoélz—¢Mefd—pb¢rql)3}—hp<ﬂ1b®))(—y -tpfleomydthyheoytl]-1-ethyl-1H-
Eilrcm{%r - I -trifluoronmethyl- propyl} -1-methyl-

yr|d|n 2-one,
pharmaceutlcally acceptable salts thereof.

Furthermore, the pharmaceutically acceptable salts of the compounds of formula I

constitute preferred embodiments of the present invention.

Compounds of formula I can have one or more asymmetric carbon atoms and can
exist in the form of optically pure enantiomers, mixtures of enantiomers such as, for
example, racemates, optically pure diastereoisomers, mixtures of diastereoisomers,
diastereoisomeric racemates or mixtures of diastereoisomeric racemates. The optically
active forms can be obtained for example by resolution of the racemates, by asymmetric
synthesis or asymmetric chromatography (chromatography with a chiral adsorbens or

eluant). The invention embraces all of these forms.
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5-12- [2-chl oro-4-(4-fluoro-3-hydroxy-phenoxy) - phenyl ]
-1-hydroxy- |-trifluoronethyl- 25

W@ e@pPess - net hyl -i H pyri di n-2-one, 5- [2- PCT/EP2008/062412

(2, 4-di chl oro- phenyl) -1-hydr9?¥_
-trifluoronethyl propyII -1-nme yI 1 Fprridin- 2-one,

_5 tri ﬁﬂ’ﬁg%% n%%:%&?te that'?li\ei n&ﬁi}g u[nr%]ls Py%_enHE% forrmdll 121 th1s 1nvent1on
8@y be derivatised at functlona groups to prov1de derlvatlves which are capab,le of

éOI{V%I'S{OL}l lparCE @Pﬂ% r%pe!nq EQmEP&ﬁB’ In)vivo. tﬂ’l‘l%l@l’églcllﬁ)l Jc'céﬂté’rﬁ@ eeg

rop pyri |n- 2-0Nne;
{I]g%le@pg %abélﬁ |d§131‘@.twﬁ% ml:ql()h are gapable of producmg the parent compounds of

dletdl Forad0a i Gvdrirle RS YvifhiA kil s@ol&' Mthisihaon2-ol ,  5-
FZ (4- brono- 2- chl or o- phenyl) 1- hydroxy-

trlfl r onet 35
5. [ 2 (W AR P SRSVt Rr o AL aaskis P e Puicoms of
tdypeprdspy Fdraid et dsydefined alppe, dhioh Prans,cobiprises
[ 2- (2-chl or o- 5- met hoxy- phenyl ) - 1- hydr oxy-
| LR dRnOIRdah ARt apvblmud et hyl - LR pyri di n-2- one,
WO 2009/ 04028 CT/EP2008/062412 -28 5- [2-
(2, 3-di chl oro- 4- net hoxy- pheﬂyl ; 1- hydroxy-
-trifluoronethyl-propyll -1° tRyI 1H pyri di n- 2- one,
5- [2- (2, 3-dichl or'p-4-hydroxy/phenyl) -1-hydroxy-
-trifluoronethyl - (CH,) |- R pyridiﬁ-z-one,
5
5-[2-(2-ch|or??5 - met hoxynphenyl ) - 1- hydr oxy- | -
trifluoronethyt-pr - nmethyl- 1 H pyridin-2-one,
and pharmaceuti cal Ig'daccept abl e salts thereof.
Especially preferred conpounds of fornmula I of-the
present i nvention are the follomnng 10

3- ( 2whbenr A-rd Rieto TI% R ik ermydIR are ds defined herein before, with

|quo e p -but an-2-0

oA TR AR SR P TR P B o 2 (2- e
hyﬂnpymu@nnmmnﬁbft DanuEI@I

3-(2-chl oro- 4-et hoxy-phenyl) - 1, 1, 1
-trifluoro-2-(2-nethyl-pyridin-4syl) -pentan-2-ol,
,1,1-trifluoro-2-(2-mnet
4

hyl - pyri di n-4-yl)
(2, 4-di chl oro-ph
-trifluoro-2-(2-

; Ia
-pyridin-4/W) -butan-2-0l1, 15
3-(2, 4-di chl oRde rls 1, 1-R,0 flOpr 0- 2- (2- met hoxy- p
yridin-4-yl)-butan-R-01," 3-

(2-chl or o- 4-f | uor o- %henyl) - 2- ,

(2-chl oro- 6- et hoxy-pyridin-4-yl) -1,1,1-trifluoro-
butan {H

, if desired, alkylating the compound of formula Ia with methyliodide in the

presence of a base such as NaH to obtain a compound of formula Ib

R 3
a R
R1
4
CH R
A| X (CH,); Ib
1c
R = R1e F3C OCH3
R1d

b

and, if desired, converting the compound obtained into a pharmaceutically

acceptable salt.



2- (2-chloro-6-nethyl-pyridin-4-yl) -3-
(2, 4-dichl oro-phenyl) -1,1,1-trifluoro-butan-2-ol, 3-
W@ 2904/04di28hl or o- phenyl ) - 1, 1, 1 PCT/EP2008/062412
-trifluoro-2-quinolin-3-yl- bu;§p:2-ol, 20
3-(2, 4-dichl oro-phenyl) - 1, 1

-trifduo :

oy | ’g%l £ (Egg)/(l)u ?For ul | cahg) %?uiacéureﬁ lbg rtlrcl)e_ rg)lﬁtehr(]))(}f §1V§1’1 Tbelow, by
the methads givdnfin uﬂm @campchfmqn(’@bflanalegw&rb@had& Apptoprite reaction
é(%ldq’ucq{sqgll @ AR rkactiok ’stegjs ark known to a person skilled in the art.
-trifluoro-2- qU|noxaI|n- -yl -butan-2-o0

2-b t hi | - hi -pheny] )-1,1,1-t

| uo?’gﬁ%mnl a%g 0 Fompoun S w1t gmle %ene?erll%truct%rr]g | 1)s descrfbed n scLeme 1.
3-(2-chl oro- 4- met hoxy- phenyl )-1,1,1-trifl uoro-2-qui nox
alin-2-yl-butan-2-ol, 25 Schemel

3- (4- benzyl oxy-2-chl oro-phenyl) - 1, 1, 1
-trifluoro-2-(2-nethyl-pyridin-4-yl) -butgn-2-ol, and

phar maceutical |y acceptabl e salts thereof||
Furt hey norg, the fol bgui @y conpounds of f

rmula | are

especi anf’y preferred: 3- [Rchloro- e R
(5-meth -|soxazol 3- ynet hoxy) -1 R ;g/
-trifluoro-2-( pyrazi n- ut an- 2- ol ,

3. (2, 4-dichl ¥ ollphepyl) - 1. 1. 1

-triflugro-2-isoqurnol jyn-5-yl - but an- 2-vif, VIII
2-cinnolin-4-yl-3- (2,4-dichloro-phenyl)
-1,1, 1- trlzlu ro-butan-2-ol, 3- (2, 4-dichlgro-phenyl)
1, 1,59 @il uoro- 2- pyrazolo [ 1,8egfc)
pyridin-3-yl-butan-2-ol, 2- (6-chloro-pyri'din-3-yl)
-3- (2,4-di hlobo-phenyl) -1,1,1-trifluoroybutan-2-ol,
3- (2-chl oro¢< phrnet hyl oxy-phenyl) - 1, 1| 1
-tr|fluoro 2- (2 Egthyl-pyridin-4-yl) - but an-2- 35 01,
S hoxy- phenyl)
-1,1,1-trifluoro-
’ EP2008/ 062412 -29 3
(2-chl oro- 4-mpthoxy-pheny|) -1, 1, 1
-trifluoro-2-pyrazolo [ 1,5-a] pyridin-3-yl-butan-2-
ol , 3- (2-chlpro-4-hydroxynethyl -phenyl) -

(2 chl?ro Eyrl
- met hoxy- pheanb

-2 (2 chloro- ridin-4-yl) - 1, 1 1
-trifluoro-butan-2-ol, {4- [2- (2,4- %bc&ioro-phenyl)
-1- hydr oxy- | -trlfluoronethyl propyl

-pyridin: . R’ acg tr|I e, R
(2- chhiaflo- 4{met hoxy- phen@l
(2-chlo py 1 i diin- 4- vyl 1 1 t or o-chut an- 2- ol

3-chloro-4- [2- (2- chloro pyrldln-i yl)

-3, 3, 3-triflugro-2-hydroxy-1-nethyl-prepyl] 10
benzoi c acid nethyl ester,

3-(2-chl or o- 4- met hoxy- phenyl) 1,1, 1)tT|quoro 2-(2-iod

D

tan- 2-01,

o- pyri di n-4-yl)-butan-2-ol, step (f

3-(2-ch|oro-4-f|uoro-phenyl)-l,l,l tr¥ fluoro-2-(2-iodo

-pyridin-4-yl)-butan-2-ol, 3- 2 R?
(2-chl or o- 4-di al | yl ami no- phenyl ) -2- R
(2-chloro-pyridin-4-yl) -1,1,1-tri butRin- 2-
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ol, 15
3-(2-chl oro-4-fluoro-phenyl)-2-(6-chl oro-pyridin-3-yl)

WO 1009/040285% i f | uor o- but an- 2- ol , PCT/EP2008/062412

3- (4- brono- 2- chl or o- phenyl ) - 1, §21 trifluoro-2-(2-nethy
| - pyridin-4-yl)-butan-2-ol, 32
E i iﬁ‘g}s & e?qr(r)?r%l rzgy as%ﬁn«%d l)lergln b|ef(g R! co&res(ﬂonds to R™to R™ as
éef(r@délhtem befarenBt mg phen gld:f)neﬂl htreln b¢fpfe|, Bois dyigealls mapsiyl or
yln 5-yl -butan-2-ol, 3-chloro-4-
(3 3,3-trifluoro-2- hydroxy 2-1soqui nolin-5-yl-1-nethyl
R -p enob&
3 2Aff12 tegorrgr st Xﬁleft Hak I Freishly agiviaiedr esRyretdtion ity bl -
eebbiylldiphiaydid ¢QODN@hd Racted weBragmiehilrdck®s acid ester IV, which is

-13-ch .0-4- ) )
eprioRMlefid it s snikbls s SUch s V-9 2 s pRod gt ormula v

(step-adi Fyaireactiquyis catirind 8utdt)a telppcqayir]z of -10 °C to 0 °C in a suitable

E@%ﬁ%ﬁ%&ﬁﬁ%ﬁﬁ%ﬁpmﬁzﬁé s
q:a.tlgyg@'ﬁw in amixgse ﬁﬂ) N0 v%erwd, Q]_t(zaml:’)erg;ure of 140 °C to give
[lR-UeforNan®eg behl or o- phenyl) - 1- hydroxy-1-trifl uoroneth

yl - propyl] -1-ethyl -l H pyridin-2-one, and

h t. bl [ts t
Pt BB kD £ R Ao 5 o LbBd Puisteqs (dapd (8 A
plenyt amwrunds VoF is tleoprotdratdd by3Gsudtabis bateusiehps pdasdied tert-
?«fﬂ%ﬂu en?lrkﬁlﬁalglg ﬁélo&t Qﬁ&lse?s”fHF QlY(? ﬂ?talztg@ wngoan;pe%{rg%glcg;bo%c acid

eatief \éléhto @}@ %¢0f1ill?pltnld@fff(@flﬂitﬁ1@)ix ésﬁcrr eallhg njjuleef formula IX is then

?dﬁ%ﬂffie@ R4 %eca%d&tylé'ie%ls e gfb)ﬂ{@ﬁhg QIR RrSHOX @8h cdiRentrated
i cal pure di aste €0l SOner s

Cﬁngwéic 8149 5 %ﬁ%ﬁ%‘&%@r@dl tiog %@%@Pee%ﬁc 8bRHEOs, to give the

kaeesasi fosmala Vi (stepides of di astereoi someric racemat es.

The optically 35 active forns can be obtained for

2;‘3 t leg angl %(i)s tH ?eprgionﬁgg %Ereat & a(sqﬁ rPg r% ta s&#teg)gﬁilolvent

wctlhls ®HMHRiangd| thfad?smlrtlbg ABiopris reettaémt)l an‘ﬁﬁeflatmg@gtntmch as methyl
Edvéthk a g;hatsﬁﬁsctl@utt:@ k%nf M\Qo%gggl/l@ 2§18a flnal steP (f), the

PCT/EP 08/ 0624 gﬁre0|ate he

kdnpotifasmyk hiscepyarteddp m&palppun% of for@ujahge mihiersin anh‘/ rogen,

g@lcdﬂf by atdteRdt with tniMedrb ARyl taihRUpSsihAe MDY hidRble ﬂuorlde, such as

{) i ves whi haec ableof 0 rsmn({a% 1
abpakatoey PR of B o @apgyns Of formula
arhexept Ribik encatngd, carré)te a)bmhmeda‘bfry cbmpbliedsdeifonnatla V€ dy O-methylation
)?ﬁh?ll?e l@é’lf f QBQS%'SSCHOJS i iad QH& éhllaﬁld@% g%lta% ?\}éﬂfjschcﬂ as

n vivo ar e SCOo
dlfmetﬂhﬂ%)rmﬁvedﬁlon A further aspect of the present
invention is the process for the manufacture of

CO”DRH&%U&ZJI , S Qdmw ﬁlbktn%%ed%ﬁdrfé e AR Eof ﬁM}hGB IPEALESSade
rises tlrteatln a co the f

r I
ava able using alternative routes. cpdltlonal approac 1rsnéased on addition of a
metallated intermediate M-R* to a suitably substituted aldehyde as a key step. This route

is outlined in scheme 2.



R2 3 RlaR (CH2)n R4 1l A Rlc Rte 0 Rld 10 wherein

A n, Rato RO, R2, R3 and R4 are as defined herein
WheG000€288i th trifluoromethyltrinmethylsilane BCHER2008/062412

suitable fluoride, to obtain a;conpound of the fornula

la R23 RlaR4 A (CH)" Rla>1c | R Rle F3C OH 1d

and, if desired, alkylatin h onpound of fornmula | a
with methyliodide in the %h&ﬁ%éence of a base such

as NaH to obtain a conpound of fornula IDb RZ(')% a R

ARAIb C(&R)n Rlc Rle F3C OCH3 1d and, if red,
converting t Qe conpo Rld, obt ai ned into a

phar mageiRyCaldy + acteprabl e salt. WO 200 8
PCT/ BPZ 062412 -3PThe conpounds ofR! a | can
be manufNe&t urXed by the nethods given belo t e

nmet hods given in the exanpl es or by anal ogous net hods.
Appropriate reaction conditions for the individua
reacti on $eR(@ are known to a person skilstepl(K)n|the
art. The synthests of conmpounds with the genera

structure | is dezscri bed in schene 1. 5 Schene 1
R 0 oL,
o R
N 3
R1 ~ 2R
R® R
X1 XV
step (h) J step (1) J
R® 0] H
1 H Rs
R O R1 R2
XI1 XVI
step (i) J M-R* step (i) l M-R*
R2 R2 RS
R’ R’
1 1
R R
OH OH
R3=H XIII XVII
\\step () step(i’)/
R2 RS
4 Scheme 1
R step (f)
R1 —_— Ia'
O 1

Aldehydes of formula XII and XVI are key intermediates in that approach.
Monosubstituted aldehydes of formula XII are conveniently made from aryl ketones of

5 formula X, e.g. by treatment with a suitable Wittig reagent such as methoxymethyl-



N HOYR4 OCAR, +\ + R.IiOUR 111l ORRLO IIl 1V
VIl VIIl step (a) step (¢c) OO0, R \ Rg Rg RLRL O
wWOod0vos0zss8 step (b) step (d) 2 3 R step (e) R PR/RR2008062412

/ OVI Il step (f) R2 R3 \Rq34R1HOCF3 la" WD
2009/ 040288 PCT/ EP2008/ 062412 "-32 R4 is a heteroaryl

PR Qsdf et et sieBar drEL LB BREPRAREHES e e o e
deflicthed iMemsidmtdsaff dom uliRXI whidhyqe caveyiendy hydrobyzed under acidic
%Imﬂmns'%‘ dtlgﬁgl?)égﬂ‘gyiqr ?ﬁflbﬁ)@d4 ot o‘a‘?é{qi],dL {OSﬁr%Vﬁllé I} Alsbstituted

eaction wth
eléefn@lﬁyp%fprrﬁu a&lél e (CDI), and reacted with a
phenyl -acetic acid ester 1V, which is deprotonated in

5 Sit UARYratEW, haklloe ob @fsﬁbstﬁlhk‘é@ aRishPRElof foPm@iav eVt i@ accessible via
SRR o e SoEPePhicd B EEEHp ) e s
sariditadiisehat have been outlined above in scheme 1, step (e) to give suitably
substituted intermediates of formula XV. Esters of formula XV can be reduced to
aldehydes of formula XVI e.g. by treatment with reducing agents such as DIBAH,

10 SMEAH or the like (step (1)) or, alternatively, by reduction to the alcohol and

subsequent re-oxidation (not shown in scheme 2).

Aldehydes of formula XII or XVI can be treated with suitable nucleophiles M-R* to
give secondary alcohols of formula XIII and XVII, respectively (step (i)). The
nucleophile M-R* can be generated for example from suitable aryl or heteroaryl halides

15 by treatment with e.g. BuLi or isopropylmagnesiumchloride or the like to affect a

halogen metal exchange.

Subsequent oxidation of alcohols of formula XIII or XVII, respectively (step (j))
with e.g. TPAP, NMO or Dess-Martin periodinane or under Swern conditions or the like
will provide ketone intermediates of formula II which are further converted to the

20  desired products of formula Ia’ as outlined in scheme 1, step (f).

Scheme 3
HO_ _R’ X
DI
O R X = Br, Gl I, OTs,
OMs, OTf
111 XIX
step (M) \
R4
R1
0

An alternative synthesis of ketone precursors VI is described in Scheme 3: A

carboxylic acid 111 is suitably activated, e.g by transformation to the acid chloride or to
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15

sol vent such as DMF. Conmpound V is then saponified and
decar boxyl ated, e.g. by heating of Vin a m xture of

wOrBD040288 er and NaCl to a tenperature of 140 ECT/BPP0R/€62412

10 the ketone VI (step b). Atgrnatively, ketone Vi
can be obtained as outlined via steps (c) and (d): A
hepy! - tanitril L] t b .sui t abl
e Ry N LA
siwhvae b, Glub 0 Tes OMHEOT M th thegeesedcemitahmetal such as zinc, magnesium or
hehgiRer ¢ &ﬁ%&%&ﬁdaﬁv@&icﬂ as ﬁ%l.?yﬂlit\i{lilhh, (S@iogl'aﬂ)einathe presence of a
conpound of faornula | X (step c¢). The nitrile of
Fastlitiisach o trigakineiphenylphpwhiTe) edladiven e bt Boteplegplgnt such as
€2 Himth R fahditbracthdbytittreradfat tefnperdtlires ONCAMT @tr86m temperature.

dro mc,acjd to reflux foll owed additi on of  a :
REGReYEe O samPREN S raNlad o S tog outlined
sSchpmd)l, stganpadrfd VI is then deprotonated by a base,
such as NaH, in a suitable solvent such as DWF, and
the resulting anion is rea Lth an al kyl ati ng
agent, such as nethyl 20 %ﬁ%ﬁg to give the al pha

f f@rrrula Il (e). In a final step

(f), the ketone of fTogfula Il is converted to aHO 2O
conpoungff formula I p', wherein R5 i sRAydrogen,
typically by tredtgert wth H +
trifluoronet Ry
fluoride, such 3
tenperature of 0 C. Conpounds of formula I,
R5 is fthyl, carmlbe obtained form cofffounds of XXII
formula la" by O nethylation 25 with the hEIp of a
base sighrgs|NaH and nmet hyli odi de i ui fabl e
sol vent s(ungh as di net hyl f or mam de.ﬁ%ﬂ rnptively,
suitably substituted ketone precursors of formila Il
can be nmade availﬁbl e using alternative rouygs. RQDne

substituted ket onﬁ_m?

additio i s based on addigi
met al Ra diate MR4 to a st} ituted
al dehyde™s step. This route 30 ed in

scheme 2. WD 2009/ 040288 PCT/ EP2008/ 062412 -33 Schene
2 RROOAR PPh3 RL\ O+ ~0 1\ R X XIMstep (g)
step (k) R OOAR OR3

Another method for the synthesis of ketone precursors VI and II is described in
Scheme 4: A phenylacetic acid XXI or an alpha substituted phenylacetic acid XXII is
suitably activated e.g by transformation to the acid chloride and reacted with a heteroaryl
compound XX in the presence of a Lewis acid, e.g. AlCl3, or ZnCl, in a suitable solvent
such as 1,2-dichloroethane or CS; at temperatures from —10 °C to reflux of the solvent to

give in a Friedel-Crafts acylation reaction ketones VI or I1.
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R~ R~ R2 XI XV step (h) step (1) R OH RRLHR3 O
RL R2 XIl XVI step (i) MR4 step (i) MRA R2 2 R3 R~

WO 2RYORBCI~ YO ROH H R3 = HXI |1 XVII  ~t epPCI/EBI06§/062412

R2 R3 4 Schene 1 R step (f) ReeWla' [/ Ol

Al dehydes of formula X1 and are key internedi ates
i n that approach. anosubg;hn%tgd al dehydes of
formula XI1 are convenientl fromaryl ketones of
5 fornmula X, e.g. by treatngnt with a suitable Wttig
reagent such as_metgoxymet WO 2009/ 040288

PCT/ EP2008/,08 > heny 4X5-p
F"aLD& B Fhellll}g p@w@i g’)dr)sto
give enol ethefF interned at of fornul ch are

base such

conveni ently hydrol yzed underQacidic condltlons (step
(h)) with ag. \ddp H2SO4 oxxpyher acids to provide
nonosubstituted al dehydes of fornmula XiI. 5

Al ternatively, r di substituted al dehydes of
formul a Xvi aré%‘&g@s ible via alkylation of a

sui tably substituted ywrylacetic acid ester XIV (step
(k)) under simlar cgndhtions that have been outli ned
above in schene 1, s e) Lo give suitably
substituted interaedi at'es oR formula XV. Esters of
fornmula XV caplhe duced||to al dehydes of fornula XVi
e.g. by treatne bh reguci ng agents such as DI BAH
10 SMEAH or the I Ke (step (1)) or, alternatively, by
reduction to the alcogil and subsequent re-oxidation
(not shown in schene ?

An alternative synthesis of ketone precursor II is described in Scheme 5: A ketone
derivative XXIV is arylated with an aryl or heteroaryl halide or activated phenol
derivative such as triflate, mesylate or tosylate XXIII in a suitable solvent such as toluene,
THF or dioxane at temperatures preferrably from room temperature to reflux of the
solvent or above reflux of the solvent under pressure. The reaction requires the addition
of a suitable base such as caesium carbonate, potassium phosphate or alkali alkoholates
and a suitable catalyst such as chloro(di-2-norbornylphosphino)(2-dimethylamino-
methylferrocen-1-yl)palladium (II) (CAS Reg. No. 614753-51-4), described in Pharm
Chem 2004, 3, 29, catalysts described by S. Buchwald such as in J. Am. Chem. Soc. 1997,
119, 11108, catalysts described by J. Hartwig such as in J. Am. Chem. Soc. 1999, 121,
1473, and suitable catalysts described by others skilled in the art.

All starting materials are either commercially available, have been described in the

literature, or can be prepared by methods well known in the art.

Compounds of formula I contain stereocenters and can optionally be separated
into optically pure enantiomers or diastereomers by methods well known in the art, e. g.

by chromatography on a chiral HPLC column.

As described above, the compounds of formula I of the present invention can be
used as medicaments for the treatment and/or prevention of diseases which are

associated with glucocorticoid receptor (GR) modulation.
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Al dehydes of formula Xl or XVI can be treated with
sui tabl e nucl eophiles MR4 to give secondary al cohol s

w@Rooposazsg a Xl 11 and XVII1, respectively (step ¥CIEP200$1¢62412

nucl eophil e M R4 can be genera%ﬁed for exanple from
sui table aryl or heteroaryl ha |des 15 by treat rrent
i SO

}N: thf hik cfolnyexk Rl e)ﬁ)r?s?li)g péllsererlfa ehre assocm%g vilh & q%uccicortlcmd

oxtat {@h) mbdallanom on@n@ﬂlsﬁmwhlah Xan be Ucated/md/ or prevented by
%Sl%&%?ﬁéo\f(? lrééelgt%f (E@RX ﬂn)))iula%ltl *1 :lgtgferﬁf‘g) tr%egf with a

ss-Martin erlo | nane or Swernh ‘condi tions or
glyeoqoreord WCFH’tOb?IG%(H%Stk%FBr‘ﬂé%ﬁ%% eHGEHI8Y B8t Y npblimiipd o,

Hiab¥vhd, ‘pl’bf@ﬁ etj‘tﬁﬁbe@é%n&}%hbﬁémﬁd? ob&ﬁy%ﬁet@B&hd?ﬂdrome,
E%gtlégéé%%ﬁéen@[ I:%a%d‘llc% ca%ﬂs q_x?ag(t:%rn deaée%r us@rng slsyh%?téneep stress-

felded @IHuhbdupKteXsios timpnéurplogicRddisdRller®@sudil asAlepression.
alternative synthesis of ketone precursors VI is

descy %%ﬁr%fér%l@g{%%geth% exﬁgss?(ﬁ{ ‘*a%%’ ded &fhﬁﬁ'age AsLAcdﬁec'd w1th

Suit acti va ranst or mat i
%WFW@@I@RC?MOV@OQG@QPM@IZ% tpdpbetrs @0@%@124&12 2 dlalaetes,

pi@ii, @Besity] l@%eﬁ@ﬂsldrﬁ agtcadl iMblalinge, tcﬁ’tld)/dva&%[dr\d@ehs‘é?and

X contajnin eavin oup,. such a d
éﬂfgessmsﬂ l%f‘ﬁal%l}‘réh%?’g’égﬁﬁ dreaSgian o afg&ewcagedﬁlﬂb
glage@siicoid esceptoBn@dnRsion aklages i@tabetds mrefahblvey;&tm&lalaaes
n-butyllithium optionally in the presence of a

cataky Cf%htl(‘?i!%‘? T c&%&ygglgds (1f hd %@&%Q?A@H@irpgnnaggo be useful in

pal | adi ['vent suc
tretingi ippen Yrisx 9@9@@@@% and efleamyateryidiseases athen dryeraselactvely

ftivatl eleicboRBLéi8TRRpREUre. Ketones VI can then be
transfornmed to conpounds of formula | by the nethods

outIJre |nS ?e teps e and f. qheme4..HOOHO..
% Hlvg&tlon t erefore also rela es to pharmaceutical compositions comprising a

compound as defined above and a pharmaceutically acceptable carrier and/or adjuvant.

Further, the invention relates to compounds as defined above for use as
therapeutically active substances, particularly as therapeutic active substances for the
treatment and/or prevention of diseases which are associated with glucocorticoid

receptor modulation.

In another embodiment, the invention relates to a method for the treatment and/or
prevention of diseases which are associated with glucocorticoid receptor modulation,
which method comprises administering a therapeutically active amount of a compound
of formula I to a human being or animal. A method for the treatment and/or prevention

of diabetes is preferred.

The invention further relates to the use of compounds of formula I as defined
above for the treatment and/or prevention of diseases which are associated with

glucocorticoid receptor modulation.

In addition, the invention relates to the use of compounds of formula I as defined
above for the preparation of medicaments for the treatment and/or prevention of
diseases which are associated with glucocorticoid receptor modulation. The use of
compounds of formula I as defined above for the preparation of medicaments for the

treatment and/or prevention of diabetes is preferred.



10

15

20

25

30

H+ H + R3 RLRLR XX XXI XX XXIl step (n) step
(N R RB4R4A RL\ RORO VI Il 10 Another nethod

Wo eropkessynt hesi s of ketone precursors VI andPCT/EP2908/062412

descri bed in Schenme 4: A phenygge\cetl c acid XXI or an
al pha substituted phenylaceticacid XXIl is suitably

gﬁg' )rf@tacqneﬁp&d? %f Eheﬁgf%sfeg 1%% ItI%rI]I ctag also %8 u%gfj 1nCc|'(])|{Iﬁ)1naqlon therapy
pitb oty entidiabeticaluigs. &@utzﬂble @tghabAthdmgs tor Ba Clombpination with the

§(Hjn SR of @He\’[ﬁgstent SWeRi@Sindude, Hut HleQlop GhiiRA %o ?Hsul(ﬁ?'gn(ﬂnsuhn

eraturesfrom-lo toreflux of the solvent to
gril%%sl ﬁgaLyﬁP%laéwluoHﬁlraieé agyy atlvwométquﬂsql@e,@ﬁggnxwreas and

@ﬂialégs (e g@r@&@%&ﬂﬁ&& %hﬁ’@ﬁﬂa@ﬁa@ Q8IbaeAide, tokadfideee®hexamide,
;iﬂnlmlde @Yb\}arﬁgzt @Bn?pdsldegzblﬁéarﬂes (i 8\ mﬁf%m1%moﬁ{orgle,
phérgomaiti efosyimd) hephsglotoskeisomhitproec (aicsibosd, bpdleestat, miglitol,
gggg%r 62 dan\];,R? 25 ﬂg&lﬁst an({\lrﬁﬁ%?ﬂﬁles fjeleg hg?&%&gle)g&g}/dbl% deriglidole,

ancary eroary
morgxaat dearophro tyipaxgey thiggolidmedioaks amsl RRAR{gamaa agonists (e.g.

E‘ig%hﬁ{eepi%rghltaﬁ%él BdfoKirlde, irfglRaRk, 1 BBLBa s MBRAEat8 UCH
gslaélgazuo?lg)e PPAR-alpha agonists (e.g. fenofibrate, gemfibrozil); PPAR alpha/gamma
dual agonists (e.g. muraglitazar, aleglitazar, peliglitazar); dipeptidyl peptidase-IV (DPP-
4) inhibitors (e.g. saxagliptin, sitagliptin, vildagliptin, alogliptin and denagliptin);
glucagon like peptide-1 (GLP-1) receptor agonists (e.g. Exenatide (Byetta™), NN2211
(Liraglutide), GLP-1(7-36) amide and its analogs, GLP-1(7-37) and its analogs, AVE-
0010 (ZP-10), R1583 (Taspoglutide), GSK-716155 (albiglutide, GSK/Human Genome
Sciences), BRX-0585 (Pfizer/Biorexis) and CJC-1134-PC (Exendin-4:PC-DAC™); insulin
secretagogues (e.g. linogliride, nateglinide, repaglinide, mitiglinide calcium hydrate,
meglitinide); SGLT-2 inhibitors (e.g. dapagliflozin (BMS), sergliflozin (Kissei), AVE 2268
(Sanofi-Aventis) ); Angiotensin AT1 antagonists (e.g. irbesartan, valsartan); amylin
agonists (e.g. pramlintide, AC-137) and Glucokinase activators such as the compounds
disclosed in e.g. WO 00/58293 Al.

As described above, the compounds of formula I and their pharmaceutically
acceptable salts possess valuable pharmacological properties. Specifically, it has been
found that compounds of the present invention are excellent glucocorticoid receptor

antagonists.

The following tests were carried out in order to determine the activity of the

compounds of formula I.

Glucocorticoid receptor binding assay

The ability of the substances to bind to the glucocorticoid receptor was determined
with the help of a commercial Glucocorticoid Receptor Competitor Assay far red kit
provided by Panvera/Invitrogen (PV4302). This kit is used as provided by the supplier. It
contains some partially purified full length human recombinant glucocorticoid receptor,

a coactivator related GR stabilizing peptide, a tight-binding fluorescent GR ligand
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THE or di oxane at tenperatures preferrably fromroom
tenperature to reflux of the solvent or above refl ux

Worovhe28d| vent under pressure. The reaction rRCUEPHE8/062412

the addition of a suitable ba§9e such as caesi um
car bonat e, pot aSSI um phosphat e or al kali al kohol ates

nd Ul
glh gr%g? i %% arl or n d’?ra%er ? (1écr8en1n% Ruﬁfer All reafants are
ephnet fand tlocassryls yun) apabﬂdmﬂ torth¢ tdcpm@mamg of Itkﬁ kit manufacturer.
614753-51-4), described in Pharm Chem 2004, 3, 29,

cat aBy s QSR Lia B hﬁtﬂ%iéﬁhﬂ@ hq?ﬁH ?&o??olhiht HucbBrticoid
a yS s _descri be

FeRar gt%glgﬁe%ylt%ﬁhgscrsﬁmn 4) 199 2£p Ygl){xed (no
Mr?e’sanga) gkt Hefotathl assaphiad Keit %nd@ﬁﬁﬂﬂ mea Tihy flabhetemt- labeled ligand
re ei

Ki h
Bl Rl B 3 e bR Lo RS PR R A use.
Tht grhatances, to orst caprodilpied paped Y SOehbostsnewwhier sradded to get an

ln@erhﬂ:ﬁia@eq 2%@9101@ 9&( s%tut{o(ﬂr *f}yr ﬁnclbroﬁt%p Bfaﬂhg 1nt drmedlate stock

st ereocenters an arate

gpviiemisiggnthimecd hvaﬂiltﬁ blrftfrdélutﬁd fbaoa@?t:@ﬁé@hﬁéqdehg@yd fgd hodef diluted

Wehn K&Qlﬁ/{blﬁzﬁht ?Hﬁo@frhem@ rec@ptor BVa SHM-QERHRE @R Yok ultraclear,
chir HPLC .co

escribed abov he . conpaun
AR @r%?ertrﬁfJSA?%@ € Plﬁ%mqﬂ&hﬁgﬁn G ated for 3
hmmdn‘?ﬂmrmS dfitke Thhﬁolbflﬁitﬂt&fﬂéscaftd/m)ﬂm@n%demth pAeiod-HTS
gases whi .c re h gl ucocorticoid
FalERr b P IS aPRIR P B Datlel oa028
PCT/EP2008/O62412 -37 In this context, the expression
* di sAhsempanndshvese testedso ditatraimeWCtohin glserisd ddntiow oipgriment. The
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Bc&RiARAgbAY, the conpounds of the present invention

can al so be useful in treating immune, autoi mune and

i nfl ammat ory di seases when they are selectively 15

activating the glucocorticoid receptor. The invention

therefore also relates to pharnmaceutical conpositions

conprising a
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15 (Liraglutide), GP-1(7-36) am de and its anal ogs,
GLP-1(7-37) and its anal ogs, AVE- 0010 (ZP-10), R1583

W@ TwepagBlit i de), GSK- 716155 (al bi gl uti de, GSK/PLIFTEP2008/062412

Genonme Sci ences), BRX-0585 (Pfjzer/Biorexis) and
CJC 1134- PC (Exendi n-4: PCG-DACTM ; insulin
secretagogues (e.g. linogliride, nateglinide,
repaglinide, mtiglinide calcium hydrate,
neglitinide); SGT-2 inhibitors (e.g. dapagliflozin
TBsipe-agringtiansfomsnassasi ssei ), AVE 2268 20
(Sanofl-Ayentls)) Angloten5|n AT1 antagonists (e.qg.

ir be$aa§sa§g fuf{@i er{iﬁ%t o@tﬁttgdﬂm AGRMIS bEtBn&s were tested in

ram i nt AC- uco se act.ivators su
emtaweraab %Orc} &g ?%‘ke%f tp ﬁnﬁ%w R 00] e”skz@strw&% (TAT)

dﬂﬁﬁyrbeﬂmah&memnéhﬁd@@ﬂ@ﬂhﬂﬂﬁoﬁﬂmﬁmmﬁmm@mbﬂ&ﬂ&pkﬁﬂ&h&ngof
ar na i C acgce alts osses

cha or%sgg %‘)hgel ? ﬁ0¥orrt1801éir gporq é (t;(l) eiaseo tF ? aﬁte VIHT in

QﬁnmqumdhﬂhaKYwenpounds of the present |nvent|on are

excel l ent glucocorticoid receptor antagonists. The

fol | pyipng, rﬁﬁﬁ?f MRERpERNd, 88 pPishie U&wWyQQ{ is Eﬁes@ﬁ?ttlgécfr‘ttgﬁver is

the $% Vity npo nds of for
gaé%i%rtdc%ts eq w&g&lﬁ) #@eﬂgﬂfawqg@%ﬁeﬂa%ﬁeﬂf gre
@fssdcfh@edsbthﬁéc&ﬁﬁﬁal dctioRiand thed Wd@ﬁec@iﬂ&lﬁﬁ(ﬂeﬂlvﬁﬂi &Percoll gradient

EFTERE Bluah ShEL MRS PoudilnicpBretReley) R pOPEERL Pt To

pesesy iaghetenbyl d@aniseacivim t,hetsubgemre(lst?’gmaom) untiidated ckilg for §4h Then

U N1 BN P FURPH Shpnbic SRR 5ol vol
s PRAS1%BY coi d receptor a coactivator related GR

stabilizing peptide, a tight-binding fluorescent GR

|'i gamg aéé@s%w&ﬁﬁp@rﬁggo?ﬁf hERZQOIO 824k s: pre-3Rated with the potential
Fl uor no Iabelgf traggr and

PG S R A DR Syt Bpseees Sy 2hM)- The
agwaty of therAT aabsomokangretl @4l heert ecommendat i ons of t he

kit manufacturer. Briefly, the GR stabilizing peptide
and the human reconbi nant gl ucocorticoid receptor are

bot hri &?‘i‘ftﬁ%ﬁ’c\fs gpf&ﬁﬁtlaspe[rﬁﬁtﬂtzl@ h Jc@tﬁtlc%m{_lagceﬁt)ah@gglts and esters

are gent m_xe no 5 vortexi 9 j ust ore t
g@s sg as R’é alaﬁnt}sceg tlfhf €l ogg@ glaceutlcal preparations for enteral,

pardRics 6?ftip1daﬂ§><ﬁhﬁi‘i’st1tah@ﬁl Pphe |C£§1’r11 Bk 8@midtertg, Cfot/\é)%al”ntﬂ«h )@erorally,
scr.ee r Jus are e as on |1 ce

E i o o rifts e d g sttt Poaf Pl sifPhs Stbsi S
puogorSMBousioan os apenwainsy rettallpadeth the f(gﬁi ofBduppositories,

g&%ﬁﬂ%ﬁ% S ng% ?‘(’1 Bﬁlgoll%?ltoh'& J)Iolﬂfusm% oFUtPorngl drggfglcally, e.g.

ron is
uﬂ&hﬂ%ﬂOﬁﬁmﬂnmuteﬁmﬁbwmpéSCent-Iabeled Ilgand and 5 |
of diluted 10 human reconbi nant gl ucocorticoid

rec et’tl@g é)'tdgc@orrg%ﬂfé&\gh%rgfﬂc&iﬁ%af r‘éﬁéﬂ’s_ﬁEﬁg beletrt@&d 83 manner
|
wgwftrvrl ﬁéadn 13BLLo WY PSFQD| SH@%@&@& t)dty bzmgrt%t}?% Sefﬂéeﬂ c

tomphenddaf kormlitel pal deir pharhidcdoti@iie eceptabk saksiaty €galenical

V\élmlnlsatlra%on grml_ltle?;ether with suitable, non-toxic, inert, therapeutically compatible

solid or liquid carrier materials and, if desired, usual pharmaceutical adjuvants.

Suitable carrier materials are not only inorganic carrier materials, but also organic
carrier materials. Thus, for example, lactose, corn starch or derivatives thereof, talc,
stearic acid or its salts can be used as carrier materials for tablets, coated tablets, dragées

and hard gelatine capsules. Suitable carrier materials for soft gelatine capsules are, for
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reader or any equival ent equi pnent (610-660 nm). All
conpounds were tested to determne IC50 in a serial

wa@lztoass experi nent. The 15 concentrati on atPGITER1008/062412

50% i nhibition of the fluorescent GR Iigand

FI uor nmoneTM GS Far Red is obtdined (the 1C50) is

%xa e?,n é/rg];ge%bellefz ik w%:lgeits,t t‘apsgan\éﬁ sFljﬂ% sol*d %nmlc‘uui 1301?/?15 I(T(]fleé){en@ﬁé on the
sanoesftthatdtion ingsediery noenaoéans atenldvisdver, omumésmﬂ@otasef @rsoft
%eh?cufy J(a%ﬁﬂ&'j‘tSu?tgﬂlg SRR Bl s foftheri@icfioh %lf le{lé&?sdand syrups

rom I based Cheng- Prusof f quatl on

Pieul9s EXAMMAR A7 BY Y@Nﬁ@ﬁ’é’ﬁ? PRVEF g anpighe bls@ §u§ l%syamer
Kiaterials@PinjecBOn Eolﬂltldth(rl(Cﬂ)r BB, ﬂra@r,l a’icdhfibﬁs polyols, glycerol and

the fl t
hadl @é@@aﬁ R R e e B At R
hdtrdemeehﬁbt wixesfas and bamickadd b basid pebets. bmtdbliecarrier materials for

Foﬁ)[fg&? le llr%ﬂo:ﬁg(eg'g fy%ﬂ{es s-el-ltlll? )&}qgﬁ%ﬁlﬂgsﬁé%eﬁygy&gﬁgs Egdrogenated

ven n ex
ilg Nmud vetreu 1iq50aBrafiips, bqelfdefafé)baﬂyofaﬂs, alseals, pml‘/mh‘/te@e glycols and

aRtse 4000 and nore 25 preferably of about 1 nM
to about 30 nM nost preferably of about 1 nMto about

10 nUl 'i' fol | owm ng\%‘abl e shows neasured val ues for

sone 8¢l é@?‘é‘éerédﬁﬁﬁﬁ eSpIVeRiRg angh PR mﬂﬁ%@ﬁf’iCBﬂs}St%Y‘

2O DL Q288 AT IERAGG8Y188 2dch2s, salﬁk@oﬂ(\(arﬁﬂ\{g tl‘té, os(iMdtic pressure,

%ﬁ? r spgst%tgeﬁ sé]glgl 1z%(gpéo‘f?rantf 6ng%%?§]§nﬁ)%%e (1?3681061%%8‘§§0me into
raelonawh@@uacazmwbumms 0. 0055 Exarrpl e 14 0.024

Exarrpl e 108 0.1002 Exanple 16 0.110 Exanple 111

0. 038R gbs4 tBe é8mBo B OEWJ.1§I dakyaQy Q’Qﬁl?l wﬁgﬁﬂmsedependmg
27 O 3004 e 29 068

nmple 1 anmpl e
9 h &eswo%maﬁw‘iedeéw@gi% a VQUElz@nélt@@ the patient and
Eﬁéaﬁ@cﬂeeof&arrﬁmgﬁﬁlcﬁﬁ( anaplvel, b?&&s@@@ﬁtte&&ﬂﬂﬁ@ liediBi8ull. re@firements

| 41 132 0.
B AR PE 50507 ERIPR 4t 612G AP e 38 1B 1000 ms
&panillyeabb390.6 .MM abiexa il mgAcbntks Oidé cEnaquh‘eorﬂ.dZ&pencﬁﬁg on the

dosage it is convenient to administer the daily dosage in several dosage units.

The pharmaceutical preparations conveniently contain about 0.1-500 mg,

preferably 0.5-100 mg, of a compound of formula I.

The following examples serve to illustrate the present invention in more detail.

They are, however, not intended to limit its scope in any manner.

Examples

Abbreviations: DCM = dichloromethane, DMAP = N,N-Dimethyl-4-aminopyridine,
DMEF = N,N-dimethylformamide, DMSO = dimethyl sulfoxide, EDC = 1-ethyl-3-(3-
dimethylaminopropyl) carbodiimide hydrochloride, EI = electron impact (ionization),
HPLC = high performance liquid chromatography, ISP = ion spray positive (mode),
NMR = nuclear magnetic resonance, MS = mass spectrum, LCMS = liquid
chromatography mass spectrometry, THF = tetrahydrofurane, TLC = thin layer
chromatography.
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Exanpl e 45 0. 004 Exanple 145 0.0391 Exanple 46 0.119
Exanpl e 149 0. 0552 Exanple 49 0.031 Exanpl e 153

wWO2845828Exanpl e 51 0.12 Exanple 163 0.8543 ERENPPWOFH2412

0. 003 Exanple 165 0.0058 Exapg{p 53 0. 01 Exanple 167
0.1094 Exanple 57 0.002 Exanpl®e 172 0.0963 Exanple

8 0, le 175 0.504

ol BT BB 52 o AR R o G IAERA B argon,
Fhamepppropdia®. 149 Exanpl e 183 0.0011 Exanple 73 0.0028
Exanpl e 185 0.0369 Exanple 77 0.016 Exanple 188 0.012

Exanpl e 81 0. 406 Exanpl e 1$2.8pR593 Exanple 83 0.432
Exanpl e 194 0.011 Exanple 85 8 06 Exanple 195 0.0048

13 a 97 0006, Ex le 88 0.0QQ08
3—3%@2&2% BE;ﬁ n@p@ﬁ& letfgfgl%oéz@ @ﬁ@ﬂ%—waﬁm -asgwan-z-ol
Exanpl e 97 0.004 Exanple 209 0.025 WO 2009/ 040288
BEp /1 ER2AbIBF @8 24dth oxy-glienylyacesc nad athiyhetert r ansf er ase
assay To assess functional agonist or antagoni st

act | Kirkh6i%e./HIS ANARSIBALS BRAAR, bR L IETRE 5@ sommol), and

hepat ocytes for t ate ty

Hrﬁtf%artlmﬁéf9ém&s@)n(lmxva)werga%ﬂuuﬂdwcwhm(MCQ) tﬁn"i S@Wi‘?ﬁé’f (2-

LHIER)- 4 1h&h &G0y I)Chfceﬁmlc%m%g@(ﬁmﬁ@ﬂt {’cmg@@tbﬂf 91367-09-8]) in
corti col rec

of a oni.st to t uc
5@2@%’3?@% [}he %‘é‘é%@ Hlﬁxttlwew&mﬁ*rra@ £ 4 PYeright &ﬁm‘ﬁﬁved
(@Hzctig)paﬁcbwysthea (1N aq@&tus &1l). |']r1‘&rqtgm¢ lay&u,szpe]mﬁd 0Na,S®,), and the
R0 A0S SRRt SbAE BN VESERY (il R iGepbp iic
gd) heavgmqas‘élyl Celdte= éﬁ@OidocﬁOég@mtht title pympewi(i2dal 64%). 'H

REAR 51)0@@[‘12, 13)@%@@1@“&5 B9k ifizes), %bfouq f@r@@bkzﬂ qQ), 3.79

radlent S are on 96-vel 1 pl ates’ coat
}iﬁ)éﬁﬁﬂgéhﬁ)ﬂj%é3H?850 000 cells / mell) To assess
a potential agonist activity the substance is given to
siah e 2 @bl 6 nfetioxg4henylnen 5-rmb@ yFAvrazi612-y) BYoxoSpropionic acid
ured as described in Ganner et al, Method in
%ﬁ@%ﬁ%?ogy, Vol .

Steps 2 and 3 were conducted in close analogy to the method of Gibson et al., J.
Org. Chem. 2002, 67, 9354.

1,1’-Carbonyldiimidazole (2.46g, 15mmol) were added to a solution of 5-
methylpyrazine-2-carboxylic acid (2.00g, 14mmol, [CAS Reg. No. 5521-55-1]) in DMF
(50mL), and the mixture was stirred for 1.5h at 50 °C. At -10 °C, (2-chloro-4-methoxy-
phenyl)-acetic acid ethyl ester (3.48g, 0.15mmol) was added to the light-brown solution,
followed by sodium hydride (50% in mineral oil, 2.31g, 48mmol) in small portions over
30min. The viscous reaction mixture was stirred for 2h at 0 °C, until the reaction was
complete (HPLC-UV). The mixture was poured into a NH4Cl solution / ice, and
extracted with ethyl acetate. The organic layer was washed with H,O and brine, dried
(Na,SOy), and the solvent was evaporated. The title compound (700mg, 14%) was
obtained from the residue by column chromatography (silica gel, heptane : ethyl acetate
=100:0 — 70:30). "H NMR (300MHz, CDCl5) § 9.15 (1H, s), 8.50 (1H, s), 7.28 (1H, d),
6.97 (1H, d), 6.82 (1H, dd), 6.46 (1H, s), 4.21 (2H, q), 3.79 (3H, s), 2.66 (3H, s), 1.23
(3H, t).
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80, pp 633-637. 15 To assess a potential antagoni st
activity, cells are first pre-treated with the

wW@oroensi288 antagoni st. Thirty mnutes | ater aPCT/EP2008/062412

chal I enge with dexanet hasone ig, done (20nM . The
activity of the TAT is also measured 24h later. The
§R2 %h(l)(grof it a ! %Hq L8 e gﬁésggéjg—lggslfl?—aejtﬂa}éone

medi canents, e.g. in the formof pharmaceutical
pr epAmaixiugn of 3-62-chlorertancthopophenybni-¢b-aetlod-ryeggirc atyl) -3-oxo-

gﬂﬂdﬁl@ﬁ&@%ﬂh?ﬂste}—mmn?gaQn%l?o%?%%ﬂh?&ﬁBﬁ@e %lggﬁl§F%@|(§5mg) and

er or ,
Py ? @m@r%@éegted E%rr 21d0s6r Yo F%ﬁmﬂethe Apstipr grixture was
gkl tip OnsthyleRttatd MASva3hebUERENSIA) SThe @cghﬁk llayer eagdnddn

bEFSO0F The e3P RRR e st DR GAR bt e afifle ol
tlopimadgraphyesitica gdlrhephaet othyl aktasi 1t 6O ES$0:20) earmh@ntle
Qddlgou&f’ﬁﬁ&%g,pdﬁﬂ)u Oy Wg&%g@ﬂﬁ?@ﬁ%ﬁﬁﬁ?ﬂ%‘ Qﬁﬂl ). 854 (JH, 5), 7.18

reparatl ons-can

fn®-PT et 1, @AY (Fbrdsiprt.- 3k(2H et 3189 BhleslapO8169H, s); MS (m/e) =
brimaveg)t he described conpounds of formula | and
their pharmaceutically acceptable salts into a
tot%e her Wlt

liquid carrier materials and, if desi red usual
phar frecleibh ©aPR-(adhloranit metr@)@y $bﬁm}ébﬂé5fla¢thylepyrazm 2-yl)-ethanone

E@%ﬁ{é} ?%ﬁln%l?lﬂqlgMFQ@klyL)in@ g@éﬂ scfovgl R/%J%On%ttgﬁlsgép%nsmn of NaH

SO organl C carrier materi a

X041 mineryd eflo%eng, dsimmel) dn QMB&Z%} iATist pUmY, M rdide

(1@'9%}15;, 1.35RR81) @a@&dd‘éd‘grovdl)‘ and @dhd &D&@t‘é g sﬂﬁ&gf(ﬁ@d at r.t.. The
carrier . materials for. t Lets d a(blet ees

%ﬂtl%wt@rézlvﬁslt%nd@ﬁg Gf acelgig, taa Iwél lwagir Qganic
fapér wofskpgatedtdrivd (Slagssu) esdahesol it VMQ*\&@GEMMB%&& a residue,
P%I(_:’/h%% ur1f19c? gg’ ézlulaln o dorpgtn‘graﬁh\égﬁﬂgceltggp 518]36'[(3}16': Zﬁ!th)yi%c&ate = 100:0
t ge: ZOh@IgM‘reethgitltlt: hemaotid/€90mgr € B nH WRc(éf)@MéfZSC@rCés,) 569.08
hqrvey%r 45 (ﬁﬁ%‘s‘j Haq ([, 58 Pa%h, 93‘ 657(3f(t1H 8&)‘ @%BR‘?H qQ), 3.75 (3H, 5),

E}ﬁgé%ﬁ)%h‘l%@%éﬁ)u}dﬁdﬁge)ana gQE/lr[MﬁIs are for exarrple

wat er, polyols, sucrose, invert sugar and the |ike.
Saébtsabl(e@@drbuefnealdmtﬁtéhﬁb&,11’;pfriﬂuajrecztGSQIiﬁeslel-ﬁrﬂaﬁﬁsz—yl)-

g g olr exanpl e, water, alcohols, polyols, glycerol

etable oils. Suitable carrier materials for
suppositories are, for exanple, natural or hardened
oi | sTrifkacresetydtrancimdsikesi 2V igiHd, @pmiLi faimdngpivgoiddsled at 0 °C to

§ya1hé§rh B SR8.Lh RFo TBhERbR)-Ih B - L L OMGRIRTERRS 3 HPan-1-one

are cerid et1'c and

@49;91% Qegnolhw?léa éﬁa{tgéoﬂqwquby the q@%&ommgrabwamraomum
pasadd trin Glratel @Guing, 6. @ﬁﬁﬁblﬁ'A@@h &tirSin %t/@ﬂh(g@ atr.t., the tltle compound
Eﬁ&éetz (yg %ﬁlofj nd 10 cel It se deri vglt ive .

4%0) pyap js r(ﬂp eeriﬁeg{qnvtgg u W?"ﬁ&eéﬁ ase, prepara ve
BIPLICYAfgjtentd calyenX &8 - (2 8 nsliusire Balyentignqtien i5Fh %o GeRCH, in 0.1%
frkﬁgat%j‘)r *HW&V@H&M%GEB@Q%% F51105), ¥akYh A%s) P94 (11, d), 6.64
(1H, d), 659(1H dd) 590(1H s), 4.33 (1H, q), 3.67 (3H, s), 2.50 (3H, s), 1.54 (3H, d);
MS (m/e, ISP neg. ion) = 359.1 [M-H"].
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buf f er substances, solubilizers, colorants and masking
agents and antioxidants cone into consideration as

W@b@pie2etit i cal adj uvants. 15 The dosage of t hBCT/EP2008/062412

conmpounds of forrmula | can vary.wthin wide limts
depending on the disease to be controlled, the age
and the individual condltlgp of ppe patient and the
node of adm nistration , of course, be fitted
to the individual reqU|renents |n each particul ar
case. Forl,httlirifluoze-2e@tmethyldpyiridindoglagephenyhbean-2iolng
to about 1000 ng, especially about 0.5 ng to about

40P 1792 QOB -yRdth -39S .46 3L hiRyl- BRPEIGIHKY on the 20
dosage it 1s convenient to admnister the daily dosage

in several dosa h |ca

o1 ep BV BRSBTS Toyn ERE R At B st e dropwise
fpr @$odutady of thebyld@ornigile (H90mge H.0PoRIA[CAS Rey Mol 840-29-Then THE
é?n][ O}Mfﬁ&bﬁéﬁ"@ln?&la)ﬁﬁgac%lrﬁcott%iézlﬁlcgt%lgl?gsﬁa \g\%\%g?g? g.ﬁ%{}&ol, [CAS Reg.
Nm artded 7td) wasrrddedidsor wisgearidrthe myxtwemvies stirzg f@xHngsirds The
W&Wa@E\}aﬁeﬁltem ﬁe%ﬁ@&@%%ﬁé?ﬁﬂﬁm AR cTate, and washed with

4-am nopyr i di ne,

r@qa?%ﬁé(lr B¢ FRIAPIRES W@?@B@YﬂsmeﬁeeiaﬁwteglMIﬁbWQIe angtthe crude
Fitlé-ccﬁh nd3ak 3n oﬂin@@bf&)ﬂp&ﬁiem QRs eflleked O it dnE @t oration of the

d | t
ORI i S affiricnfsg <ot t RRTE pierBeh SR6LS M ied material
(100Rgs pF%aY wposietliiv the(mastiedp witBoutMVRher murdiceton. MBI G00MHz,
bﬁfégﬁ‘m% 8. 8'Y§1H HP%SMS(@HCEY 9%{5 (%Hyé (Y1 8 744 (2H, dd), 7.33

nato? }g i pect rone
tldtrdhdsdt G¥thrs ﬁésﬁm@24ﬁimlﬂﬂfh er chromatography. WO
2009/ 040288 PCT/ EP2008/ 062412 -43 General Renark:

Repot i N IMBYIEpeRlid-4 84 - Diphemde{andhe at MOspher e of
nitrogen or argon, Wwhere appropriate. Exanple 1 3-

(5 e ryne By PR S MRty Bptoniordf i i, 4.3mmoD was

§BpGinled o HB1 ¢ % 0d0mphevdyHehted ac edfiux cxeindghet Flyd mesdrewas poured

%@gg&o 20%)8 WZlg ﬁade %@%’WP ﬁ%}ﬁ] !1(%@&(5%051%%@ ésa't?(PF and
NEraste dﬂ&dethﬂcﬁéﬂa@o”ém mnlqm Preppic Aayses| Ware mmbme@ and dried

ENJQQO ﬁft@?&\)&?&éﬂ@ﬁ en ﬂe)sol‘v@fhﬁ Eﬂegﬁg%](-)ﬁqfoligd Q@ﬂ%mé@@%‘? hwas

8]
CQ&?@ BHn ﬁlil%&eﬂa%e R)égo empchgematography %Vérgﬁ%'ﬁﬁtanq ‘talyl acetate =
dod:@it- 60k 50}) I&@HﬂﬁxzooMﬂmdDmmm) § 886 anMed\ 3. 7BICIN, s)Thed (1H, d),

SR or do ORI TR ot oty BMac By MBI

chronatograohy (S|I|ca gel, heptane . ethyl acetate =
2phehyd-propamalrode ( 7. 279, 649 .

1-(2-Methyl-pyridin-4-yl)-2-phenyl-ethanone (233mg, 1.lmmol, solution in 5mL
DMF) was added over 15min to a suspension of NaH (55% in mineral oil, 58mg,
1.3mmol) in DMF (2mL). After 30min, methyl iodide (0.07mL, 1.2mmol) was added
slowly drop by drop. The mixture was poured onto ice and extracted with ethyl acetate.
The combined organic layers were washed (brine), dried (Na,SO4), and the solvent was
evaporated. Purification by column chromatography (silica gel, heptane : ethyl acetate =
100:0 — 50:50) afforded the title compound (142mg, 54%). '"H NMR (300MHz, DMSO-
Ds) 0 8.56 (1H, d), 7.68 (1H, s), 7.61 (1H, d), 7.30-7.27 (4H, m), 7.20-7.18 (1H, m), 4.92
(1H, q), 1.40 (3H, d); MS (m/e) = 226.3 [MH"].
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NMR (300MHz, CDC13) 6 7.18 (1H, d), 6.94 (1H, d), 6.79
(1H, dd), 4.17 (2H q), 3.79 (3H s), 3.69 (2H s),

wa@e/04@s8 t). 15 Step 2: PCT/EP2008/062412

2- (2- Chl or o- 4- net hoxy- phenyl ) - § (5-net hyl - pyrazi n-2-yl
) - 3- 0x0-propionic acid ethyl ester Steps 2 and 3 were

TRLog, fhn G fson et

Q
1, 1 -Car bonyl di i m dazol e’ é)ZW%% 15mmol ) were added to
a so”lfuﬂuwnrr@rth%trwﬂméﬂhyb HE, @7@akbokymad) wes aglded at 0 °C

me[ I@iﬂ 4- W 2-pRd - prophh 1 - bt @Ml_'mg 0.63mmol)

t r éd for 1. 5h_at
'[QHEéSl@Lg1 ?(21 dgj]ry(} {1%53 tetr l)gp)morgeléltﬂqprgl@ trahydrate
e40hy§ oastrﬁnﬁoli Bxf%gurr&gb'sgmmh)t av\as, azmohdiadldnal dhéunt of

B AR 0 S0 Y, RO A A T
BUryidmte Teng) ives eddedrtealrive tre mottomrtewwa]s cellnplrened TlersoPpfent was
%ﬁaggra%d ﬁﬁ:t ﬂeéldﬁmasr tggeg‘lt ﬁqpﬂl M@tﬁﬁﬁa@m% Ft‘lttlg Eb&ic\‘Mng, 23%)

pour I'nto

yﬁiﬂlsolésetﬂrbaéf‘@asedmhﬁseepwpra&&@fﬁw (ABH@to%ghw %d13-5y & column,
VAGentasanct wioshy CRCRNA 0hvh TeA[2))). &d NNINaZ3§MHz, BRBO-Dy) &

éa%me%ﬁﬁmﬁ PG G iﬁpéaéﬁbv?c%%ﬁ%? f 553, o)

285 O3t HOr.abBH, () MiScan/get 29hepri@né. . ethyl acetate =
100: 0 - 70:30). 1H NMR (300MHz, CDC13) 6 9.15 (1H, s),

8.50 (1H, s), 7.28 (1H, d), 7 (1H, d), 6.82 (1H,
dd), 6.46 (1H s) 4.21 (ZIEIX%%}DE% 79 (3H, s), 2.66

(3H, s (3H, t). WD 2009/ 040288

p@j‘(‘} €ih: ggy g}@m ph.ezml)f},tl@btlgﬂuoro -2-(2-methyl-pyridin-4-yl)-butan-2-ol
2- (2- Chl or 0- 4- net hoxy- phenyl ) - 1- (5- met hyl - pyr azi n- 2-yl

$teptl NANDITRH | dxo -¥iet vy GFhenyl)-3-(2-methyl-pyridin-4-yl) —3—oxo—propionitrile
2 (2 chl or o- 4- met hoxy- phenyl ) - 3- (5- net hyl - pyra2|n 2-yl

d 700ng,
Loai TREEPEPReEM Dbl o8l “GRiM s br) -acetonicile
(@9 Ro@ N ché 2078d- F366] 15hnalog)1tt0E)@mplUpZ)r$tecpdoIllﬂle\/IRt(B@OMHz,
b%i’ié 595“5%‘ (lﬂﬁ%djﬂ%zmﬁﬁg‘?ﬁsyglﬂ{r‘d)% tlxl(lﬁ%)t 9&? @Qd(m m),
(Qlafsf;tbz( H, aned-8hEH, v?e?ﬁ(aJvh@ Ef@afﬁéﬁ%ldé‘cﬂtoli’hl‘? mqlé@rm othe title

Hend) esisduge by 3601 pomt| chr omat ography (silica gel,
%aned): eghy )b%{\cet ate = 100: O - 80: 20) gave the

d), 6.70 (1H dd), 4.57 (2H, s). 3.80 (3H S). 2. 68
(3H, 24)- C%o(%&)ho@@@ﬁ)ﬂ)@ (2Miredhyl- Bgrédn 4t-yl)-3-oxo-propionitrile

fl ﬁ 4%19{)19 'w%s EI%E) 19 Qﬁﬂé’(}#ﬁ H’IBr((QS‘%EIﬂML) o l@e%ltela tg ré’dux

oo acliut o H@@f@h@ﬁﬂ yelosylidocn fitcigaag dries He
})ro%mtmm% 40800 usdd 3R Inkxtl shepRMEh du mr}he\e@%nﬁéﬁ% H NMR
oy, ?)1\%031965"6”8 §203 PG Yo BH 4y 710 (11, ), 6.85 (18,

d), 6.73 (1H, dd), 4.49 (2H, s), 2.69 (3H, s); MS (m/e) = 262.0 [MH"].

Step 3: 2-(2-Chloro-4-methoxy-phenyl)-1-(2-methyl-pyridin-4-vl)-propan-1-one

2-(2-Chloro-4-hydroxy-phenyl)-1-(2-methyl-pyridin-4-yl)-ethanone (420mg,
1.6mmol, solution in 10mL DMF) was added over 30min to a suspension of NaH (55%
in mineral oil, 168mg, 3.9mmol) in DMF (4mL). After 30min, methyl iodide (0.21mL,
3.4mmol) was added drop-wise and slowly. The mixture was poured onto ice and

extracted with ethyl acetate. The combined organic layers were washed (brine), dried
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(50%in mneral oil, 96ng, 1.9mmol) in DVF (2nl).
After 30m n, nethyl iodide 15 (199ng, 1.4mvol) was

wa@oedseBowW y, and the m xture was stirred forPQUER1008/062412

r.t.. The reaction mxture wag taken up in ethyl
acetate, and washed (water, brine). The organic |I|ayer

S ar at.ed, . drjed 2SA) d..t he sql vent was
e L A ]
cdicargal, beptometatiyd apdigte Esli0i0cad @) affeegrddhetitle eathpdund (183mg,

ateNy ' - ; ' tr |
PSS T s B AR YA g T o
698 (48, Ah 6,714y H, ddh $.981 L @) 378 (85, D128 G 6, 1748 (3H, d)s MS
(rbH) =ddp.1 4ES3.(1H, q), 3.75 (3H, s), 2.61 (3H s),
1.49 (3H, d); M5 (me) = 291.0 [MH]. Step 5:
;‘- ., _._ (Erz—e_ - phen _—l )l_ljitr:llﬂu]b_r(t_)—rZI— 2|—rlf|1g{hol_—_r§c?1f1—r!41?t -
Butafhi{2yar omet hyl tri met hyl silane (2N in THF, 0.6niL,
1.2mmol ) was added at 0 Cto 25 a solution of
2-(2 L Qritp T rdm - (Rz ¥l ZhHEngh V- (2-
£ (RO pSE s SR s (SR A e ..
H@thmadlﬁgﬁ-vlﬁ@rw-hoaﬁ inpgna eyt BHRPPs AP drH NMR (300MHz,
Divisw itsie s BIAsHYHY af, &.4431pmd), 024l 3), 7A6 (B, $17.06 (MY d) 6.76-6.72

r nj r.t. e titl onpound , (8 % was
TR 35T b o aHEpt oo ey S0 gF v APk Bhhse.
preparative HPLC (Agilent Zorbax XdB-Cl18 col um,
sol vent gradi ent 5-95% CH3EXampleGt 1% 30 TFA[aq]). 1H
NVR (300MHz, CDC13) 6 8.75 (1H, s), 8.13 (1H, s), 7.44
( 3H> ordPaLehox!- 1,168 Hlokbh2. @dheth1-Bridihth yS) 2-0l
e (18- q), Oé(?é’yer(l ?—L’é), B0 (3H S ,8%1514 (§§|,pentan 0

; | SP o = 1M H
g%)bg;r&‘g mg)erpa]@lt’ ;Srﬁp%neg)gyﬁygn iilzangl_soggt wl]%?a,zbvl\ft)using ethyl iodide
ihstead ofl iefhlylidd@tedn step 3. MS (m/e) = 388.3 [MH'].
(2-met hyl -pyridi n-4-yl)-3-phenyl -butan-2-ol Step 1:
3-(2-Met hyl -pyridin-4-yl)-3-0x0r2-phenyl -propionitrile
Potassiumtert-pentylate (%é%??k%%oluene, 11. 3.,
20mmol ) was added dropwise 5 to a solution of
phérghdaroebniapoxy-@heBd b, 1-giftuenel2; (2faabyReyyidiNgt-yl)-hexan-2-ol
140-29-4]) in THE (8nL). After 45m n,
2- mefhytidd SHd WsGrasirel BtdMlog®sd BXant 19 8MBhing dpropyl iodide in
6.Chqal, [%A_ Eﬁg Fﬁ?. 25635-17-0]) was added drop
WeR& Mana et B-4iMfewas stirred for 3h at r.t.. The
sol vent was evaporated, and the residue was taken up
in ethyl acetate, and washd&dampte6 | N aqgueous HCL. The
conmbi ned water |ayers were saturated with NaC, and
hg 3¢ (VRS [ Ind { orar _EGHiaint A .
R Ry hellofty PATRAN T, ETNA0 2 BORELPI PR 2 Fbutan-2

organic | ayer gave an additiofhl small crop of crude
product. The conbined material (1.02g, 85% was used

i n tge figXéors &ﬁld’%isﬁgéﬁarédlﬁltdﬁﬂog?w Efdngit il Ofteps2Ho MMRom (2,3-
ceti

%%E}%yg@}m% 9@%@%{?‘/1)% %ﬁ&ﬁ%‘?%gg{ [chf,E_ 1%%;;'1\10?’%1’36?:4??0] and 2-

methyl-isonicotinic acid [4021-11-8]. MS (m/e) = 394.0 [MH"].
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(1H, d), 2.71 (3H, s); Ms (me) = 237.1 [MH]. 15 Step
2: 1- (2-Methyl-pyridin-4-yl) -2-phenyl -ethanone

w@2¢020Me8hyl - pyri di n-4-yl) - 3- oxo- 2- phenyl - pr opPGHEP2008/@62412

(1.02g, 4.3nmmol) was suspend_egsjn HBr (48% 10OrL) and
heated to reflux overnight. The m xture was poured
onto ice (20g), was nade aIEI)<(%Ini e, (pH = 11) by
addi ti on of NaHCO3 (satd.), ANE'¢ ‘extracted with et hyl
acetate. The conbined organic |ayers were conbi ned and
d#{(ZEhbgo(Nadxy-phanylerd, lel epitiarei2oR-wethyheydsdiny&nb ;butan-2-ol
the title conpound (233ng, 26% was isolated fromthe

resi i I | Ed Ifs -5-
AHEDY cSHRP AU 643 ggg@&&%@%ﬁbg&% Ekm% fronll EREIRABED-5

a@%@: thx%@hl %%ﬁ%—ggeglcglilﬁ?{ d\)S%e_g g %51%)@—1@)'_'1’] aiydégr?l%t%\ijzs@gigotinic acid
CBSREg. Xb. 46H,-1 1B]. MS 43/d) 2H3603) [MRL'R7 (3H, s); M5

(me) = 212.1 [MH]. Step 3: 1-

(2-Met hyl -pyridin-4-yl) -2+ph l¢ propan- | -one 25

12 Mot hyl pyri di n- 4yl ) - SRaBles P none (233mg

1.Imol, solution in 5n. DWF) was added over 15min to

a susenBidionsr pheas) (b5 dstriflugionf Zmeshyl-pysigiy4-yl)-butan-2-ol
1.3mmol) in DVF (2nL). After 30m n, methyl iodide

(0. OThitldecAAPBUNd WS rashdalin ShRw Yo BX0mp1PY, SRR to BNfom (2,5-

ure, wa oured.,onto ic extr ' et hyl
Jiobbosy eh DB A Sl v G aeRe hey Wb SR L pgd Bmechy -
{sbhico)ic addi| €4S R¥g.26OM21-Ahd |1 M6 (s0b P heguden)30362.3 [M-H'].
evaporated. Purification by colum chromatography
(silica gel, heptane : et hg?lX @E%@ate = 100: 0 - 50:50)
afforded the title conpoun ? ng, 549 . 1H NMWR
(300MHz, DVsO- D6). 6 8.56 (1H, d), 7.68 (1H, s), 7.61
(1H, d), 7.30-1-d7ifluerp-3rghenyl-2pyrdingd-yhputapy2-oly 92
(1H, q), 1.40 (3H, d); M5 (me) = 226.3 [MH]. WO
iogggﬂg‘r}ﬁ@f&)rﬂﬁirﬁ%q&é&ﬁ&ﬁb?anam% t@ﬁ@n;?: 2, steps 2 to 4bfrom 3-

-Trifjuoro-2-(2-net T I n-4-yl ) - 3- - but,
43 N PR s p et Al SRBati o e (H1e) =
28ZBMIH'L. 5ol ) was added at 0 C to a solution of
1- (2-net hyl - pyridi n-4-yl)-2-phenyl - propan-| - one
(142nmg, 0.63mmol) in THE égpﬁl‘gl hol l owed by the
addi tion of tetrabutyl ammoni u Flluori de trihydrate 5
(40mg, 0. 13mml ). After stirring overnight at r.t., an
addi t i ortat>4RedierogphenyD; i1 Ingriinenord Pytidinpdsy hbntaniZagle
(0.38n), followed by tetrabutyl anmoni um fl uori de
t ri hyh¢ el €cdm2pomd waprashdetintadaldel weEtdneple eastdpisano 5, from 2-

r C | et .. The ;sol,vent evapo d h B
LR R il h T R T tniRGs 155 8% RE BRI R (mre) =
3YpOMAd].(42mg, 23% was isol ated by reversed- phase,
preparative HPLC (Agil ent Zorbax XdB-Cl8 col um, 10
sol vent gradi ent 5-95% CI—BQ\AnilI;]eQI 1% TFA[ag] ).' H NWR
(300MHz, DMBO-D6) 6 8.25 (1H, d), 7.17 (1H, s), 7.11
(2H, d), 7.09-7.00 (4H, 6.93 (1H s). 3.62 (1H,

q), 2. 33572(%9}6 9r,0-ahe&zl>%H-taﬁyorw-mléw-‘Eylzé%tﬁa-“l
[ VHH] .
The title compound was prepared in analogy to Example 1, steps 4-5, from 2-(2,4-

dichlorophenyl)-1-(4-pyridinyl)-ethanone [CAS Reg. No. 902170-69-8]. MS (m/e) =
350.3 [MH"].
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Exanpl e 3 3- (2-Chl oro- 4- et hoxy- phenyl)
-1,1,1-trifluoro-2- (2-nethyl-pyridin-4-yl)

WO baopas28 ol 15 Step 1: PCT/EP2008/062412

2- (2- Cnl or o- 4- et hoxy- phenyl ) - 35 (2- met hyl - pyri di n-4-yl
)-3-o0xo-propionitrile The title conpound was prepared
from (2-chl or o- 4- net hoxy- pEeQXHll cetonitrile [CAS

Reg. No. 170737-93-6] in anéﬁd% o Exanple 2, step 1.

1H NWVR (300Mz, DI\/SOD6? 6 8.80 (1H, d), 7.92 (1H, s),
7.82 ( 1K8-Cey-Dichlare-ghemyl) d) 1,1 rifigorp 2 pyiidia- 2-wy butan-2-of
7.07-7.01 (1H, m, 3.82 (3H, s), 2.72 (3H, s)

(cor tee%ma@ttwrg@odre wﬁqarggwéd 1fnoc1rnﬁlo td Bﬁantlﬂé b&stepdQ to 4, from 2-

@24%?9:8 lhenﬁpoqzsggyltﬁ %S)ReglNo 630% 6%p andzplcohnlc acid ethyl ester
(CASBEOWO. pyI4-62-01.849 (1h/e) et SEmonaH2t.

(2- Chl or o- 4- et hoxy- phenyl) -3 -

(2-methyl -pyridin-4-yl) -3g FAO ngplonltrlle (1. 2g,

4. Omol ) was suspended in aqu fis” HBr (48% 12nlL) and
heated to reflux overnight. Upon cooling, the

preci pi fd2ddDighlarenphenyli-d, Ivlatriftyore-2r eriding-drheptan-2rpk

25 product (420ng, 40% was used in the next step

Wi t hpki tlﬂ@&dtﬂlﬁfurﬂ%ésfpr iré DM anlld a(r?;@g 4 s 4 to 5, from 2-
4P

g pohygir g E%P(&%Lﬂ) aipanghy ftﬁf&r % ‘?])zpﬁmg L

Bdp-HAuta ds3lt alkylatidvEagent m)ste-p L2625 (nle/H392.19MH B:  2-
(2-Cnl or o- 4- et hoxy- phenyl ) -1-

(2-methyl -pyridin-4-yl) -p - -one

2- (2-Chl oro- 4- hydroxy phen%a@aaegg met hyl - pyrldln 4 yl
) - ethanone (420ngy 1. 6mmol, solution in 10nm

was addéd %QFChéQImHheP&SDd lslrélpﬂwpo%wpm INataylclseﬂ%l % ﬂ
mneral oil, 168ng, 3.9mml) in DMF (4nL). After

30 The figd h)&h i w8 prpadddiin, analdeft BB ImpIES, sdededo 5, from 2-

B o P Dbl SR S e S

wrdganbparlean ehesalkydationvasheid sdprd. M9 (mbk) FEST3MOMH '].

2009/ 040288 PCT/ EP2008/ 062412 -47 (Na2SO4), and the

sol vent was evapor at ed. PUF&&hﬁgqson by col um

chromat ography (silica ge ept ane : ethyI acetate =
100: 0 - 80 20) afforded the title conpound (183ny,

399 . ' BrRDicBomsmbentbbi gy triflupreg-pyridingyyl-pengn-3-o1y

s), 7.45 (1H d), 6.97 (1H, d), 6.96 (1H, d), 6.71

( 1H, THehitle ébtﬂﬁot(nHHvasq))repa:Beﬂ B dndkdgy $9 Exatn38 1 (stdps 49) 5, from 2-

PR e B Tpbisnode £oAS T Neus 25 8l pipe fodo
thnqasrtheliliylatign yaenbut siep 25 (Mhe =t 3631 Mbtnbound was

prepared from 2-(2-chl oro-4-net hoxy-phenyl)-1-(2-

nmet hyl - pyrldln 4-yl) - propagmiwﬂge6ln anal ogy to
Exanpl e 2, step 4. 1H NWR (300 10 DVBO- Do) 6 8. 25

(1H, d), 7.44 1H S)., 7.16 (1H,
7. deCrdepronyl- e dec%ocahqny Ly ifugror pygiding Kbutan-2-o1
(3H, s), 2.36 (3H, s); I\/B(n’ie) = 360.1 [ MH].

The title compound was prepared in analogy to Example 1, steps 4 to 5, from 2-
(2,4-dichlorophenyl)-1-(3-pyridinyl)-ethanone [CAS Reg. No. 84901-56-4], using

bromomethyl cyclopropane as the alkylation agent in step 4. MS (m/e) = 390.2 [MH"].
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Exanple 4 3-
(2- Chl oro- 4- et hoxy-phenyl)-1,1,1-trifl uoro-2-

W@ 200m@%288 - pyri di n-4-yl)-pentan-2-ol The tit|BCT/EP2008/062412

conmpound was prepared in analogy to Exanple 3, but
using ethyl iodide 15 instead of nmethyl iodide in
step 3. M5 (me) = 388.3 [%+¢% %zanple 5 3-

(2- Chl oro- 4- propoxy phenyl P trifluoro-2-
(2- nethylﬁg ridin-4-yl) -hexan-2-ol The title

conpouhti-taorprefhizaredhenylaral, bgyﬂuQIOExBﬁpdle Byl-bugamg-ol
propyl iodide in step 3. M5 (nfe) 416. 4 [MH]. 20

Exanph&tifte gtfm}g(%m'%l V@Sﬁﬂl&ﬁh&&i‘ fh %@?WEQJ’I‘I@&M b) steps 1 to 4, from 5-

trifluoro-2- ridin-4-
giloror uprqheeze@aﬁﬁwﬁwlaﬁ@%?%ﬁ%aSWR ol %vg*wlf%mlc acid ethyl
ExarfAS Reg. Nbefig- B-610 Mb (rhfedm332,13MH"].
di chl or o- 4- met hoxy- phenyl ) -acetic acid nmet hyl ester
[ CAS Reg. No. 91361-41-0] - &5
met hyl -1 soni cotini ¢ aci d [g’%%’ll-%‘ilig& . M8 (mie) = 394.0
[ MH+] . WD 2009/ 040288 PCT/ EP2008/ 062412 -48 Exan”pl e 7
3- (2- Chl Bt Chlaretnheryl) dHehirifluare-2tpyridipi 3 ylgyiten-2-ol
(2-nmethyl -pyridin-4-yl) -butan-2-ol The title
Conpw@ﬂtw\aﬁmwm&vz@q)reﬁraml DAgy B Exmme @g% f(smqu from 2-(2-

) eti

NBoT SR - T3 T Aty %S%ggﬁ?aaﬁpgzh g =316.0
Rd@l'].No. 4021-11-8]. M5 (nlfe) 360. 0 [ MH]. Exanple
8 3- (2,5-Dichloro-phenyl) -1, 1 1-trifluoro-2-
(2-nmethyl -pyridin-4-yl) -bgt g g The title
conmpound was prepared in ana y to Exanple 1, steps 2
to 5, from 5- dichl oro- hen -acetic acid eth

é% éTOEQ

ester [ GaAS-RBichlng: P}!I?Biibzlll nétPeridiss ryl-butgn-2-ol
isonicotinic acid [ CAS Reg. No. 4021-11-8]. M (nife,
| SP ?B?_tlth:i l&ﬁhpour%lﬁ«?as%)réﬂ\zﬂré'&h]n ana EprﬁanPble 2, step?f 1-4, from 3,4-
rifluoro ut an
e beLsheg e e A ety Rbgéné? 3 B 2o e
EAPBeR N 644-18160nmVI8{m/e) = 350.2 |
0xo0- 2- phenyl - 3- pyri di n-4-yl - proplonltrlle [ CAS Reg.
No. 42899-64-9]. M5 (nfe) ﬂguéﬁg2§ [ MH]. Exanple 10
3-
(2,4-Dichloro-phenyl)-1,1,1-trifluoro-2-pyridjn-3-
ut an- 2- of (2thi hl?mepfteaafboluh&tmagorﬁr%aﬁﬁl@& 3-Hl- hvfane%
to Exanple 1, steps 4 to 5, from 2-
The title compound was prepared in analogy to Example 2, steps 1 to 4, from 2,3-

dichlorobenzeneacetonitrile [CAS Reg. No. 3218-45-9] and nicotinic acid ethyl ester
[CAS Reg. No. 614-18-6]. MS (m/e) = 350.2 [MH"].

Example 21
3-(3-Chloro-phenyl)-1,1,1-trifluoro-2-pyridin-3-yl-butan-2-ol

The title compound was prepared in analogy to Example 2, steps 1 to 4, from 3-
chlorobenzeneacetonitrile [CAS Reg. No. 1529-41-5] and nicotinic acid ethyl ester [CAS
Reg. No. 614-18-6]. MS (m/e) = 316.1 [MH"].
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(2, 4-dichl orophenyl)-1-(3-pyridinyl)-ethanone [ CAS
Reg. No. 84901-56-4]. MsS (nfe) 20 350.2 [MiH].

WE@A0IE88L1 3- PCT/EP2008/062412

(2,4-D chl oro-phenyl)-1, 1, 1-t_rglfj uor o- 2-pyridin-4-yl-b
utan-2-ol The title conpound was prepared in anal ogy
to Exanple 1, steps 4-5, fﬁ)(()am 2lé§ , 4-
di chl orophenyl ) - 1- (4-pyri di n;}]ilB €t hanone [ CAS Reg. No.
902170-69-8]. Ms (me) 25 350.3 [M+]. WD 2009/040288
FC-£Padderopizeny-1,1,4grifluerepl-€6-tdfl@romethyl-pyridin-3-yl)-butan-2-ol
(2,4-Dichloro-phenyl)-1,1,1-trifluoro-2-pyridin-2-yl-b
ut anTRe flle di8pdurd vPasGREROUNG, a\ﬁ%gg&epﬁarneﬂe bst@RalQGom 2,4-

m -

o, Exanpl e 2, st.eps 4, fr .
%@b@r@qeeﬁwﬁ%w% £ e Beonia ﬁ?@%W-&@%évlﬂwomethﬂ)-3-
pribn@Qrbblxyldnatidetbdl dster CCAS Relg. el Bh7533t 30|, M @GAS) Relds.1
PgH+]a524- 52-9]. M5 (me) = 350.2 [MH]. Exanple 13 3-

, 4=’'Di chl oro-phenyl )-1,1, 1-trifluoro-2-pyridin-3-yl-h
eptan-2-ol The title conpound was prepared in anal ogy
to Exanple 1, steps 4 to SExqmpleR3-

(2, 4-di chl or ophenyl ) -1-(3-pyridi nyl)-ethanone [ CAS

. 4-Nchl 1n90:-#1,1-tHALHD-Lpyd8inl RYP1 DU ANGia3S1- 1-hE 2-0l
?Ie %LI1 at? o%%glgien? gi n éttephﬁlg) I\/EY(%ne??:Zlggz. 1[asrz‘l\/‘f—lﬁ] 9 butan-2-0

Exa e.l4 3- .
O b it e anspnehyAs P atehinenplogy i BXosmnls 1 s g% o - (24
éixhlor @hehylJHe(3t piridenyd b A OHAD2 Matsiapi dpgj-é ebroparaimal [ G4 Reg. No.

I g e , from 2-
%%lé%i(%r@h&osrl%%h}eﬁ%%;él[%ﬁpyri di nyl) - et hanone [ CAS
Reg. No. 84901-56-4], usi 2]% 1- 15 i odo-propane as the
al kyl ation agent in step 4Exaumpledte) = 378.3 [ MH].
Exanpl e 15 3-

(2,4-D @hgzgf—Didl’ﬂkﬁB)’ﬂHen%)Jlb13,1-Ttﬁﬂﬁdl‘éolf—9y12diﬁy4—yﬁhéimﬁ—'2ybl' p

entan-2-ol The title conpound was prepared in anal ogy
t 1, st 4 to 5,.f 2-
(2, a1 B r ORI -PrERaRbiprnaIoRy 9 Beteln bitens g from 2-C.4
&eblordydhen@)0H- H6idddy)] ) -athiangnd [€hG RZONet 91 20-a8-&| hesing 1-iodo-

j [ 4 = VH+] .
BlIDAL! 80 AIGAbn e ERef s, WE ()2 575 28312) [ M)

opr opy
(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-pyridin-3-yl-b
utan-2-ol The title conpob¥mRiass prepared in anal ogy
to Exanple 1, steps 4 to 5, from 2-

(2, 4- di-chCaloRpReMydrp-pleh -V, i-€iflydrb-22pyradia eyl KAdn-2-ol
Reg. No. 84901-56-4], using 25 brononet hyl

cyclapropane as the al kyl ati on ent.in step. 4. i
(i e?ffe: 8@(@@1’@p({%\1@s prelyarec{ n anaﬁo%y ?o Exam[ﬁe S, steps 1'\@ 4, from 2
chloro-4-fluorobenzeneacetonitrile [CAS Reg. No. 75279-56-0] and isonicotinic acid

methyl ester [CAS Reg. No. 2459-09-8], using 1-iodo-propane as the alkylation agent in

step 3. MS (m/e) = 292.2 [MH"].
Example 26
1,1,1-Trifluoro-3-(2-methoxy-phenyl)-2-pyridin-4-yl-hexan-2-ol

The title compound was prepared in analogy to Example 1, steps 2 to 5, from (2-
methoxybenzene)-acetic acid methyl ester [CAS Reg. No. 27798-60-3] and isonicotinic
acid [CAS Reg. No. 55-22-1], using 1-iodo-propane as the alkylation agent in step 4. MS
(m/e) = 340.1 [MH"].
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WD 2009/ 040288 PCT/ EP2008/ 062412 -50 Exanple 17 3-
(4-Chl oro-2-fluoro-phenyl)-1,1,1-trifluoro-2-pyridin-3

WO 20090u28h- 2- ol The title conpound was prepar eRiCT/EP2008/062412

anal ogy to Exanple 2, steps 1 tp 4, from 5-

chl oro-2-fl uorobenzeneacetonitrile [ CAS Reg. No.
75279-53-7] and nicotinic Ecaing legpyl 5 ester [CAS
Reg. No. 614-18-6]. M5 (mi &}°™834 1 [MH+]. Exanple 18

3-

( 2- Chi2et-Bigheneyphenyl)1l, 1,1 ttriflfpneod-62-mephy ipyiridira 4 ywi)- butaar?-ol

-2-ol The title conpound was prepared in analogy to

Eﬁag’Fh@ﬁtéenc&?ﬁ(?ﬁl(dgwis%rré)darid i;ﬂrﬂngl'o atno %}éarr[lpcl:eA é, sltqeps 2 to 5, from (2,4-
-1- - | - . .

Ginigas -Zfz%.g-aw@ccﬁﬂdgigefﬁsﬂse%r ﬁﬁggBeg-m]?l@xék@?én@gne@thﬂ-

{s3nidothic Atiaf QAP RepyN9.-4D2 1,1 1-&] r MEI(Hoe)o= 36y M M- 3-yl - b

utan-2-ol The title conpound was prepared in anal ogy

to Exanple 2, steps 1-4, f 5

di chl or obenzeneacetonitri Ié’ga{‘q&égﬁlg?eg. No. 3218-49- 3]

and nicotinic acid et hgl ester 15 [CAS Re%: No.

614-3t@.BPichlgopheayl) 3, BEdrifugnord-{2-neidyipyeidp4-31)-hexan-2-ol

(2,3-Dichloro-phenyl)-1,1,1-trifluoro-2-pyridin-3-yl-b

ut ag)f(ﬁe ﬁille El'dlﬁpddtﬂd ﬁas?ﬂ%@i&ﬂfa\fﬁﬁ)ggfcﬁ%nﬂﬂe il Nst@3 @l to By from (2,4-
0 e 2, steps 0 , 3=

by S DS ardis gt ol | ERSRas o 44361301 ad ymethyl-

sodlicoiitiottidi| CASRieg. Méd.PPL 1-8 3188y ust) [-(OAS-regand\Ns.the alkylation agent
14- 13- ( ) (\T 0.2 [ MH#]. Exanple 21 3-

?bﬁ%%pj?é\?%(%%gﬁyﬁﬁl[qﬁﬂ rifluoro-2-pyridin-3-yl-butan

-2-o0l The title conpound was prepared in anal ogy to
Exanpl e 2, steps 1 to 4, fFEwsmge29
chl orobenzeneacetonitrile [CAS Reg. No. 1529-41-5] and

ni coti niﬁ(Z?@Ui’c}ﬂ&ﬂByﬂheﬁZI)elr,l,[—%or%@\;\%%zinm I-butan-2-ol
614-18-6]. M5 (me) = 316.1 [ MH]. 2009/ 040288
PG/JF%zg 8/ 062412

(2 4755 QH SPBEaiEyisp R PG Biagmple 1 steps 2 055, from (24-
{ishlorotenuarepaettivyacidoyetheli asted { A Rogitham -923@l-41-Thend pyrhasne-2-

. I &y Q +2, steps
%&g’ ‘? ?g% éﬁ@ Iﬁg?ﬁhﬁ%ﬁo eﬁggﬁzgﬁ@ onalg??)i elq[]CAS Reg.
No. 6306-60-11 and 6-(trifluoronethyl)-3 5
pyri di necarboxylic acid et B¥ampled@r [ CAS Reg. No.
597532-36-0]. M (me) = 418.1

1,1,1-Trifluoro-3-(2-methoxy-phenyl)-2-(2-methyl-pyridin-4-yl)-butan-2-ol

The title compound was prepared in analogy to Example 1, steps 2-5, from (2-
methoxybenzene)-acetic acid methyl ester [CAS Reg. No. 27798-60-3] and 2-methyl-
isonicotinic acid [CAS Reg. No. 4021-11-8]. MS (m/e) = 326.1 [MH"].

Example 31
3-(2-Chloro-5-trifluoromethyl-phenyl)-1,1,1-trifluoro-2-pyridin-4-yl-butan-2-ol

Step 1: 2-Chloro-4-(trifluoromethyl)-benzeneacetic acid methvl ester

2-Chloro-4-(trifluoromethyl)-benzeneacetic acid (3g) [CAS Reg. No. 601513-26-2]
was dissolved in DCM (30 mL) and methyl chloroformiate (1.18g, 0.97mL) followed by
triethylamine (1.4g, 1.93 mL) were added drop by drop. To the mixture was added
DMAP (0.154g) and the yellow mixture was allowed to stir for 1 hour at 0 °C. A clear

solution was obtained. The mixture was diluted with DCM (30mL) and was poured into
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[ MH] Exanple 23 3-
(2, 4-Dichloro-phenyl)-1,1,1-trifluoro-2-pyridin-3-yl-

W0 240902244 triazol-1-yl-butan-2-o0l The title POIPP2INSI062412

was prepared in anal ogy to Exagple 1, steps 4-5, from
2 (2,4- 10

St Cﬁif%l%%huglg%néﬁ %&gs %%re s€ rX e)i_gg% 3hfz %%wgljls ph'@éelz ‘?’f%rs;) flu)rt%ler
Vaczzd[vah@ po@;@asrpf BC2 ”E;Le organlc layers were washed with brine, dried over
N%QS@AI%QQJV% QatQ(ﬁ‘ ﬁf‘%jvé k- tI:H’eJCOI’ﬂr IOtlh&'% @g)%h?ty\ﬁeisqisgﬁ sf‘thJ)utrfurther

exan-2-ol The tit conpo I n anal ogy
perifsetinpl MR (35 £4)8ds)47.677. % %&rﬁ@ éz%ai& 2&@ 3.74 (s, 3H).
di chl or ophenyl ) - 1- (4- pyri di nyl ) - et hanone [ CAS Reg. No.
9RBLY @ $93-83-Chiisrio i trifhiodcidethpr- pianB - BS, 1 tthifuadokypadidiar-yl-

e n step 4. Ms (me) = 378.2 [ MH]. Exanple 25 3-
g%ﬁ%ﬁ¥gro 4-fluoro-phenyl)-1,1,1-trifluoro-2-pyridin-4
-yl -hexan-2-o0l The title conpound was prepared in
anal Blygtitl ocdpapideva prejraggrbinianalogy fo Exapmple 1, s2¢ps 2-5, from 2-
SlbRy-2: é&lff%&%@éﬂ?ﬁ %ﬂ?@ﬁ:%eﬁ@ Liig 'nlleefh)h% #ﬁglsor{\ipotlmc acid [CAS

(5279- soni cotlnic acid ster

Regy Nango-22259Mgd mgy) = a8+-hgMH il odo- propane as the

al kyl ation agent in step 3. M5 (me) = 292.2 [ MH].
Exanpl e 26 1,1, 1-Trifl uor oExdmple 32

(2- met hoxy- phenyl) 2- pyridin 4- yI-hexan 2-ol 25 The

title al 0

st eps %@Eﬁg’miﬁf o‘%ﬂf? 2&1% ]shbk BERTERe pyndl fgpbuqan'z ol
met hyl ester [CAS Reg. No. 27798 60- 3] and

i sonleotiilq¢amparidivis@agaretin Iy yiebbinpmalojgy teExangple 1, steps 2 to 5

0
ﬂrolnogi ckﬂ&&%ﬂﬁoﬁ%eﬁﬂ%\/@ﬁ&?ﬁk %1&%‘83512%%%%;%%%%}\%6 %%%3 -99-0]

e
(r@w@lawﬁvéacz#[[@f*s%zg B 2ot loMprang) 5P neg. ion) = 334.2 TM-H'J.
-1,1,1-trifluoro-2- (2-nethyl-pyridin-4-yl)
- but M4-lerﬂ)d)ro %h&tﬁﬁlQLmﬂmfmmthﬁ M&ﬁlk@/ﬂ&pb&mﬂlﬁhrﬁn 2-yl)-pyridine

anaﬁ')]l%%%{lg as tz%)é(:ng%%n %5%d&C§ (P ; of t?l%s rézrctlon ciueF&é/[%m/ e) =314.1
NgH'91361- 41- 0] and 2- net hyl 5 i sonicotinic acid [CAS

Reg. No. 4021-11-8]. Ms (me) = 364.1 [MH]. Exanple

28 3- (2,4-Dichloro- phenylﬁxmﬂpgﬁj trifluoro-2-

(2-met hyl -pyridin-4-yl) -hexan-2-ol The title

compound was p r y , Steps 2
to 5, from (2 prfgﬁﬁwm?wé@%%@)lﬁ-% tBue fiole: hy!
ester [CAS Reg. No. 91361-41-0] and 2-net hyl

The title compound was prepared in analogy to Example 1, steps 2 to 5, from 2-

methylbenzenecetic acid methyl ester [CAS Reg. No. 40851-62-5] and isonicotinic acid
[CAS Reg. No. 55-22-1]. MS (m/e) = 296.3 [MH"].

Example 34
3-(2-Chloro-4-fluoro-phenyl)-2-(2-chloro-pyridin-4-yl)-1,1,1-trifluoro-butan-2-ol

The title compound was prepared in analogy to Example 1, steps 2 to 5, from 2-
chloro-4-fluorobenzenecetic acid methyl ester [CAS Reg. No. 214262-88-1] and 2-
chloroisonicotinic acid [CAS Reg. No. 6313-54-8]. MS (EI) = 367.0 [M"].
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10 isonicotinic acid [CAS Reg. No. 4021-11-8], using
1-i odo-propane as the al kylation agent in step 4. M

W@ pgoep4028892. 1 [ MH+] . Exanple 29 3- PCT/EP2008/062412

(2,4-D chl oro-phenyl)-1, 1, 1-t_rgij uor o- 2- pyrazin-2-yl-b
utan-2-ol The title conpound wasS prepared i n anal ogy

to Exanple 1, steps 2 to 5Exaf rqg?$12, 4- 15

di chl orobenzene) -acetic aci a ke yl ester [CAS Reg.

No. 91361-41-01 and pyrazi ne-2- carboxylic acid [ CAS

Reg. No3-(Bg-Dyghlgto-ph@ylnd, &)l -txiflggn-2-pyrdadin-4exddmpare 239
1,1,1-Trifluoro-3- (2-nethoxy-phenyl)-2-

(2- metiflle BHHELiHA Wasrdpdbedt ANmatoRl to BERenlk 1] fepsQNBOUREM 2,4-

prepared in anal ogy to e 1, step -5, from
?@ﬁl%@%?%%éﬂ éﬂ%g%ﬁéfééféfgggeg- aforréf%ﬁlr‘ﬁe-éaéﬂ Tcas
RattaziNecarBa 488260 BAS Reg. Re.reobsy-L5-9i] .SMRI(60)i -nBE1. BEVIET ).
[ CAS Reg. No. 4021-11-8]. Ms (nme) = 326.1 [ MH].
Exanpl e 31 3-
(2-Chloro-5-trifluoronet hyF)fapI)]ﬁpelﬁ?/?) -1,1,1-trifluoro-2-
pyridi n-4-yl -butan-2-ol Step 1: o
2- Chl or olA:1¢ Triflgergot-Ghipkenpky-phenvléderieistin-d-ddiugamatohy |
ester 25 2-Chloro-4-(trifluoronethyl)-benzeneacetic

8€hd: 03%enbGABeZRHeac™R: acDedh3t 8563-r2] was di ssol ved in
DCM (30 nL) and nmethyl chloroformate (1.18g, 0.97nl)

(

fol I aned ..triethylanmine (1.4 1..93 ni) wer dded
i op T bt W55 T el o0 Fng Al EaST &g benzenc-
aredc hhid [¢€AB Regyy No. 2506k 0dvas: MIMIROWeGDIGbs ) sT.37-7 22dm, #HH ol 3-7.04

< o iqgn ine i Xxture
T e S T ARt S P37t 0Es e 65t 5 o
2009/ 040288 PCT/ EP2008/ 062412 - 53 sat. NH4C
3l§P§y il g HO K} 8-\ adNSN QNI CAY Id ok - B e'
extracted with 2 portions of DCM
Thgg%lz@ﬁﬂ\d:;j@oﬂlﬁ(){ﬁidw r@pa\t\@ﬂﬂ%ﬂlal#gy ko E}Fdnﬁ]ﬁe l,dsftéyﬁg—i}\fﬁfm 2-

and evapor at ed .t ive the.title ¢

D0y e R IAe TG0 U ROt FENGH A F bR opve- 55-22-1).
MR n{/6) =GDC13MH7.6-7.4 (m 3H); 3.84 (s, 2H); 3.74
(s, 3H). 5 Steps 2 to 5:
3-(2-Chloro-5-trifl uoronet - yl)-1,1,1-trifluoro-
2-pyridin-4-yl - butan-2-ol Eylﬁwme@???l e conpound was
prepared in anal ogy to Exanple 1, steps 2-5, from 2-
chl dlddAicklore-phestibinid Hytrfluesg: 2« A anethoxy: Pyddia-4reh thptan-2-ol
ester and isonicotinic acid [CAS Reg. No. 55-22-1].
M5 (TheitlecadBouhd WasHprepat&] inxaaiplge ta3Bxadnple 1, steps 2 to 5, from 2,4-

2: Chl.or o- 6- f | uor.q- 1)-1. 4. 1-trif -2-pvrigin-4
S hiogoiiane ot S Rk b R ek ObRUSHERRIAE) o
yiedlodyisonieotalingycid ECAX BepNo. 105966155212 MO(mi/e) = 380.1 [MH'].

Example 38
3-(2,4-Dichloro-phenyl)-1,1,1-trifluoro-2-(5-methyl-pyrazin-2-yl)-butan-2-ol

The title compound was prepared in analogy to Example 1, steps 2 to 5, from 2,4-
dichlorobenzeneacetic acid methyl ester [CAS Reg. No. 91361-41-0] and 5-methyl-2-
pyrazinecarboxylic acid [CAS Reg. No. 5521-55-1]. MS (m/e) = 365.1 [MH"].
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from (2-chl oro-6-fl uorobenzene) -acetic acid nethyl
ester [CAS Reg. No. 103473-99-0] and isonicotinic

W@eiodo§28ES Reg. No. 55-22-1]. M5 (me, | SP negPCT/BPY0087062412

334.2 [MH+]. 15 55

4- (4-Chl oro-3-net hyl -2-trifluoronet hyl -2, 3-di hydr o- ben
zufuran-2-yl)-pyridine vvaﬁxa(%rptléa%ged as the main

product in step 5 of this Feadt t on sequence. M5 (nie)

= 314.1 [M+] Exanple 33 _

1, 1,3tC2A-Di¢hlerooplengr i, Bl riffugto- B @nteghyHpysrmA-yb- bitan-2-ol
20 The title conpound was prepared in analogy to

Exag’lph@?%e (lzcﬁﬁﬁ(tﬂﬁldzvfris rc%)lgrécf &@nﬁlo%i&%&ﬁgﬁlé @,rge@;g;tzi t6 5, from 2,4-
C ester, eg. -62-
Slgblﬁr%%ﬂ?%eece&e@aldl? eﬁgb[%Be%ﬁ%ﬁ?ﬁﬁlrilns/%nm%yle@ﬂ-z-
paazidedaibilic IXANPASREZ Nb. 562+-Eh0Qrvhidh fvhimdade roiyd-)
aicihdpfitiny FYBYMH Bioleblst fromViuesivgr & Wik arEh o0 >
Eﬁﬁe%‘i eu/e) r Adl (08 ko Exanple 1, steps 2 to 5, from

2- chloro-4-fluorobenzenecetic acid nethyl ester [CAS

Reg. No. 214262-88-1 gk aBf 4ran@HxahplesAni cotinic acid

[CAS Reg. No. 6313-54-8]. Ms (ElI) ="367.0 [M{]. WD

2009/ 040288 PCI/ EP2008/ 062412 -54 Exanpl e 35 3-
(&fgé-sbéc(ﬂrlo%- m%@-r@ﬁslg el lxtrff.hforrp-&oéxom%ﬁ-wraalﬁ%yazkﬂtan-}01
-butan-2-ol The title conmpound was prepared i n anal ogy

to Exanple 1, steps 2 to 5, fahdm 2, 4-
di chl orobenzeneacetic acid nethyl ester [CAS Reg. No.

10, idazi ' [

R RSB By -y RV PGS By b A1) pugan-2-01
36 1,1, 1-Trifluoro-3- ) )
( 2- phlsexgmppERs ero oppined by paenpratiya -G (Galumgt Gpiralpack AD;
2015’6!?1%!’11@/'3Ysopﬁﬂ)éﬁglqa%@f)ﬂaﬁe)?%rﬂ rﬁ@h{iyb-(g,atcﬁehllm?henyll)-1,1,1-

eri was e i.n analo 0, Exanpl e , step 1,
Fsire Jeemeybaraana N 6 et LTS A rog. o,
25563-02-4]: NMR (6, CDC13): 7.37-7.2 (m 4H);
7.13-7.04 (m 2H); 6.98-6E@dnglag22H); 9.89 (d, 1H);
3.70 (s, 2H); 3.61 (s, 3H). Steps 2 to 5:
1,z1491 if 1L = - 2- Ryrii diin1dy Y- 3
LA e P B A U 1 Puoro
Exanpl e 1, steps 2-5, frombEtanp%éhoxy-benzeneaceti c
acid nethyl ester and isonicotinic acid [ CAS Reg. No.

55- 22hd{itle cobBpdVBd(wds@repar@lith. ahaloritd Exdnxaen) stepd B-8from 2-
%“ébffb?ﬁ@gglgp%kﬁﬁong?{%%g}p)%ﬁejﬂgaﬁtegt%r' g:%goﬁgé Ro. 214262-88-1] and 2-

chloro-6-methoxy-4-pyridinecarboxylic acid [CAS Reg. No. 15855-06-8]. MS (m/e) =
398.1 [MH"].

Example 43
3-(2,4-Dichloro-phenyl)-1,1,1-trifluoro-2-(1-methyl-1H-pyrazol-4-yl)-butan-2-ol

The title compound was prepared in analogy to Example 1, steps 2 to 5, from 2,4-
dichlorobenzeneacetic acid methyl ester [CAS Reg. No. 91361-41-0] and 1-methyl-1H-
pyrazole-4-carboxylic acid [CAS Reg. No. 5952-92-1]. MS (m/e) = 353.1 [MH"].
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The title conpound was prepared in anal ogy to Exanpl e
1, steps 2 to 5, from 2,4- dichlorobenzeneacetic acid

woreaonpho28sst er [ CAS Reg. No. 91361-41-0] and 2 ROI/EP2008/062412

nmet hoxyi soni cotininc acid [ gﬁﬁeg No. 105596-63-2].

M5 (me) = 380.1 [ MH]. Exanple 38 3-

(2, 4-Dichl oro-phenyl)-1, 1, % trlfl or o- 2-

(5-nmet hyl - pyrazin-2-yl)-bu anlﬂ The title conpound

was prepared in anal ogy to Exanple 1, steps 2 to

2r @rlloro- 6dn@hvlopﬁbbnﬂeﬂéédéﬂr@eldercdphmyhm lésttnélnw{(chgan -2-ol
Reg. No. 91361-41-0] and 5-nethyl-2 25

pyr a'zh@ﬁ@@&&ﬂwdﬂdcwaw a[r&ﬁ% aerﬁE) NOExa294 415556 - toMSfrom 2,4-
&%@ro@éqpﬁp@tlggc@ “methy ester %A %ToPgT£6E1 8 an%622§lgloro 6-

144 -Bi ghidateoarbbeiy lay id ] CASRelar Nb) 15@15%2-5]. MS (m/e) = 398.0 [MH"].
(6-net hyl - pyrazi n-2-yl)-butan-2-ol The title conmpound

was prepared in anal ogy tog Le 1, steps 2 to 5,

from 2, 4- dichl orobenzeneacet| aC|d nethyl ester [CAS

Reg. No. 91361-41-0] and 6-nethyl -2

pyr azi nddastaieplore-phenyd)- p@plstrlib@mﬂoqma@zﬁfyibg}an -2-ol

whi ch was nade fron12 6- di net hyl pyrazine follow ng a

pr oCeRdige &f gyﬁé d @tandlog; ExaQilﬂe 1@1‘@3‘2 t8B0Rom 2,4-
ngji I%etg este

égglﬁﬁqa@naqﬁee%g WA Reg. onB 3e61 49 1- 8]nand 3-

(@indlmicaftloayla- ieiGA9 Rdg, Nol6480r68-80MS @n/e) = 400.0 [MH'].
(6- et hyl -pyrazi n-2-yl)-butan-2-ol 10 and (2R 3R)-3-

(2, 4-Dichloro-phenyl)-1,1, lygor o- 2-
(6- et hyl - pyrazi n-2-yl) - bu%§%£%£ These conpounds

wer e obtalned by preparative HPLC (Colum: Chijral pack

AD;  sol-(FehDichiogorphsmybplahbitriflpo rEfdinro buiariof
3-(2, 4-dichl or o- phenyl)-1,1, 1-

trifiruefite &Tﬁ&mmlm@pﬁmﬂmm@b@ Yo Bxinadle 2; ¥dps 2 to 5, from 2,4-

%Eﬁ@ﬁ%,‘%e%%ﬁtlﬁ 8?%%5%5%}% | (gAS Reg. No. 91361-41-0] and 4-

pRriroflimcarboxytitdaakiy-AByRdgd No- 2ik4pP)59-6], ¥SLant/ej ISP umigoion) = 349.0

PMHEQ 2-ol The title conpound was prepared in anal ogy
amﬂe 1, steps 2-5, from?2

chl oro-4 fluorobenzeneacetlc acid nethyl ester [CAS

Reg. No. 214262-88-1 | andExamplg47

chl or o- 6- met hoxy- 4- pyri di necar boxyl i c acid [ CAS Reg.

No3- (2, 58%6h10f>-BhenylolI, @mtﬁhuoﬁgﬁﬂ(l nhdvi] 1H-Bxadpble448-butan-2-ol
3-(2,4-D chl oro- phenyl) ,1,1-trifluoro-2-(1-nmethyl-1H

- pyr tan- The [ Setely e )
ot ep b o o Rt e i ube) L PERABE Y305 fgm 24
@ichlorobenzeneacetic acid methyl ester [CAS Reg. No. 91361-41-0] andl -methyl-1H-
imidazole-4-carboxylic acid [CAS Reg. No. 41716-18-1]. MS (m/e) = 353.1 [MH"].

Example 48
4-[2-(2,4-Dichloro-phenyl)-1-methoxy-1-trifluoromethyl-propyl]-pyridine

The title compound was prepared from 3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-
pyridin-4-yl-butan-2-ol (Example 11) by O-methylation: 3-(2,4-dichloro-phenyl)-1,1,1-
trifluoro-2-pyridin-4-yl-butan-2-ol (45 mg) was dissolved in dry DMF (4 mL) under
argon at room temperature. To the mixture was added sodium hydride (8.4 mg, 50% in
mineral oil) and the mixture was allowed to stir for 30 minutes. lodomethane (22 mg,

0.01 mL) was added and stirring was continued for 1 hour at room temperature. The
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25 di chl or obenzeneacetic acid nethyl ester [CAS Reg.
No. 91361-41-0] and 1-nethyl-IH pyrazol e-4-carboxylic

W@2i0d/0§i22S Reg. No. 5952-92-1]. M5 (me) = 353pdT/ER483/062412

WD 2009/ 040288 PCT/ EP2008/ 0624%132 -56 Exanple 44 2-
(2- Chl or o- 6- net hyl - pyridin 4-y 3-

{nu%t}lre was::Hpo S lelpoe{(!X W)ate%’ and 8xt}acl[edl 69[hy ace E[)?ZTH(T orgimc layer was

whehed witht brut‘e; dlfueroNez N4125Q,14 agall e@ﬂ@b@ﬁ@deﬁw@sdutwatptdlﬁed by flash
H?I{)H%It (26 gArﬁc cg Q@ientgc;f%%'l 4 fid i r?lﬂg)tﬁieﬁbb & 298) to give

net h 4 pyrldln oxy IC a
d@gr@stnst]eﬂalmhgh%@}lowosl @a>m4$](m/e>5<é | MAB 3.
(2,4-D chl oro-phenyl)-1,1, 1-trifl uoro-2-quinolin-3-yl-
but an-2-ol The title conpoBfuinIyllawpr epared i n anal ogy

to Exarrple 1, steps 2 to 5, from2,4-

Zeneac et {
AR Lo B e 2o
Reg No. 6480-68-8]. M5 (me) = 400.0 [MH]. Exanple
46 3The title compound was prepared in analogy to Example 1, steps 2 to 5, from 2,4-

Eh%hl%r@e%?érféﬁ&h@ E@iﬁ%étby’be@tﬂlt(ﬁm f&:gl <NcP91?3GQY4 1I- G} eq{cﬂpﬁaib'lo 1,5-
but.an- 2-o e compaun ? ? ﬁ%ﬁ

2oy ‘élﬁp’i‘%aﬂiOXYEE é [oAp e No. réé%’728é)r7 M5 me) = 3652

dlchlorobenzeneacetlc acid nethyl ester [CAS Reg. No.

91361-41-0] and 4 15 pyri nistinngdead boxylic acid [CAS

Reg. No. 31462-59-6]. Ms (nfe, ISP, neg. ion) = 349.0

M
o DRI eyt triflorg 2 (el Ssbyrqzal 3oy putapy 2!
-|n1dazol 4- yI) but an-2-ol  The t|tIe compound was
pr epaheitls eprapRundgyastseiRkedpl @alpgy &a Bpanple &, stensgrip 2, from 2,4-
3@}1@&«&3&9&%?&3@ %&aaﬁ&hyl%ts@p @Am&gbwo 053416 dRehethyl-1H-
PlFeRls e B % i @@ﬂ‘é 2. Mg} 7784 M -
M5 (nle) 353.1 [ MH]. Exanple 48 4- [ 2-

(2,4-D chIoro-phenyl)-1-nEEhmmMe$1trifluoronethyl-prop
yl] -pyridine The title conpound was prepared from

Sy E3|2g44 @i&p+1%b[ﬂ1eﬁgﬁ nlyi ?—'t% flh{{if%ﬂﬁ% gé}ﬁl %—Zl[ P%tﬁn—Z—ol
3-(2, 4- dlchloro phenyl)-1, 1
trif [hoHbe mpeynd Wﬂszprwa«r%maam@gb fo Exgmnplg)> shgns 2 to 5, from 2,4-

dicﬁ@@d)be@deﬂeace@wa@wetﬁ eaﬂeb [ GASIREg. N, 9036 1841-0 08 imidazo[1,2-

BRI 2 e %‘ﬁr@é %“"’"623%1‘15%2 SO

allomed to stir for 30 mnutes. |odonethane (22 ng,
0.01 nL) was added and stiExammge®2s conti nued for 1
hour at roomtenperature. The WO 2009/ 040288

PCT/ EP2 @—Qgﬁoﬁi%ﬂl]ogo—phenyl) -1,1,1-trifluoro-2-quinolin-6-yl-butan-2-ol

The title compound was prepared in analogy to Example 1, steps 2 to 5, from 2,4-
dichlorobenzeneacetic acid methyl ester [CAS Reg. No. 91361-41-0] and 6-
quinolinecarboxylic acid [CAS Reg. No. 10349-57-2]. MS (m/e) = 400.0 [MH"].

Example 53
3-(2,4-Dichloro-phenyl)-1,1,1-trifluoro-2-quinoxalin-6-yl-butan-2-ol

The title compound was prepared in analogy to Example 1, steps 2 to 5, from 2,4-
dichlorobenzeneacetic acid methyl ester [CAS Reg. No. 91361-41-0] and 6-
quinoxalinecarboxylic acid [CAS Reg. No. 6925-00-4]. MS (m/e) = 401.1 [MH"].



10

15

20

25

30

-57 m xture was poured into ice water and extracted
wth ethyl acetate. The organic |ayer was washed with

Whri0ne40288 | ed over Na2SO4 and evaporated. The PEFEP2968/062412

was purified by flash chromatggraphy (20 g silica

gel, gradient of ethyl acet ate”1n heptane (10 to 40%

to give the desired mater| aI els Jllght yellow oil (28
ng). MB (ne) = 364.1 [ M BPER anple 49 3-

(2,4-Di chloro-phenyl)-1,1, 1-trifluoro-2 -pyrazolo [

1, 2 & Beryayloay rpy2idyn-4iyi- &2,8-ds¢hlorprigheniyb)t le1.¢ drif senedbutar-2-ol
prepared in analogy to Exanple 1, steps 2 to 5, from

Qtef}l dL(@'ﬁk&ﬂ&@&%&?ﬁ@%@ﬁ&in@ca@%;thETE&Hy| ester [CAS Reg.
. 91361-41-0] and pyrazolo

LT

B) (&eddidtol oy ool phrer($0 )rtL’l) odiumrhytltide (20662, Gh%mimtrhipleral bil) was

acPc%deﬁ%Q §t1(}/ns)an$ lfl]iearlilltl)g r%xwas Epgw%lc\ {o s%r 39@%@%‘@%&ure for 30

rep are In ana
mlmuteﬁ émCaptheﬁw(z)@ﬁm etas @dé@i andrthe hyxtuefswa;srth[frd@t@b@ 125 °C for

l\pho% 31@14- uf}sjtlr%leavglolv H%Jtﬁ‘ﬁélwa]% 'dbta@lYé'daTHis &vas dA BB NI hbre

(ﬁ;‘!.«f_p]e (8(3_511@)@8%1{11@1%1\7213 continued for another 4 lrzours g)tsl%S °C. TLC analysis

6(31fﬂ=nﬁd¢l|idt@lg@e mzasstyll Zb—'cﬁl,oilo 1soh|fcbfﬂ_}_ﬂﬁ(at‘:1@ laflt IN’IMé&)éﬁZ)[l alcohol (3.3 g)
rann t e tit

BB iR ot Blifins Mkt E5IB0 P2

Rours. Theahixture bew zesledawd quenabedivitetl M/hquestieHAl (]A)S ey Hexane

2%3)0 n?ﬂ‘ %\g}a d%dqggn'iugh%%& fi %%ét °C for'\]bhour, a light brown solid

pyri di ne-2-carboxylic acid
Ba9eiitaipgd. Jhe spid pigs ébtered sffand w[amd] WIt bexErensl e gesidual
(vgtef]ffr@hlcﬂhle @Bl‘Ri @&ﬁ@ﬂ@ washdded add ekl d408 Qgadn GUESIONESS 's&Ichas

SHLETa e NI s 5,5 RSt iy phar o0 anl oy

di chl orobenzeneacet| c acid methyl ester [CAS Reg. No.
SttB62 toAd:- DY 2-Banlzyboxyepyiridal -#1v&e 2 bdxdithl eroagh cahyl) ASI Reffuoro-
g&an_lzqglw- 57-2]. M5 (me) = 400.0 [ MH]. 25 Exanple 53

(2, 4-Dichl oro-phenyl)-1,1, 1-trifluoro-2-quinoxalin-6- ?/ '
| - buThntite mmmdﬂyqqmemqrﬁpmmg ogn o fheaprtien s¢qyence outlined in

Eﬁﬁ‘h 931 $t&s4@MPBmLa- cﬁbﬁpﬁ (2r1ﬂ&r5meﬂ&9“ﬁe%zé‘n‘eacetlc ac1d methyl

di ch {)nz cetjc acid é El ester LgA?

e 21BP R e BBk is sy it e el O[V%modlﬁcaﬂon
Reg. No. 6925-00-4]. M5 (me) = 401.1 [MH]. WO

2009106 &%hﬁﬁ?drﬂ?&ﬂ@bﬁ@%]l 2tep 4DSnExsepplableSdixBAire of the desired
@CI’% giza)(%qu%/ g@% Loz rhy{]'f}/nl)l if?ﬁt 2 I(% 4- dé(%héorg u‘[%heny]% Pgppan 1-one with

dimethylated compound 2-benzyloxy-4-[(E or Z)-2-(2,4-dichloro-phenyl)-1-

methoxy-propenyl|-pyridine was obtained. This mixture was treated as follows:

A mixture of 1-(2-benzyloxy-pyridin-4-yl)-2-(2,4-dichloro-phenyl)-propan-1-one
and 2-benzyloxy-4-[(E or Z)-2-(2,4-dichloro-phenyl)-1-methoxy-propenyl]-pyridine
(345 mg) was treated with 50% aqueous H,SO4 (8 mL) at 100 °C for 60 minutes, but
some of the starting material could not be dissolved. THF (2 mL) was added and stirring
at 100 °C was continued for another hour. The reaction mixture was cooled, poured into
ice and basified with sat. Na,COj; to pH 10. The aqueous phase was then extracted with
ethyl acetate and the organic layer was washed with brine, dried over Na,SO4 and
evaporated. This material, which was used without further purification was identified to
be 4-[2-(2,4-dichloro-phenyl)-propionyl]-1H-pyridin-2-one. MS (m/e) = 296.2 [MH"].
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Step 1: 2-(Phenyl nmet hoxy)-4-Ryridi necarboxylic acid
2-Chl oro-isonicotinic acid [ CAS Reg. No. 6313-54-8] (4

w@ooaneh2Benzyl al cohol (3.3 5 g) were added tRCHER2008/062412

toluene (50 nL). Sodium hydridg, (2.66 g, 50%in
m'neral oi l) vvas added in 2 portions and the m xture

anianu %3{%% was }e % n%gsla{)e% ol[eo%ei zﬁdg%ga{ﬁnghltogo phen)zf ]igropmnyl

Mspylridermmm(é@ mg) W%dlsscrh@d in msomm benzepg (6 mL) and silver
E‘zﬂﬁ&ﬂlz&é ?é%lrﬁ Mﬁfﬂe‘ﬂ l'ﬂr&ﬁlweqw\@rcg @*@5% e\};ere I@deﬁ YBS mixture was

[ 'ut ed nor e ol uene ) an stlrrlng was

ataﬁftdi a8 aCfOéJ?r e ervas ﬂhwwrad infogemater| thedilegys Rhase was
éﬂra@&ﬂfvhﬂﬂﬁﬁyltababtetahﬁ tge WW@ENIS Idykt was washed with brine, dried over

RaS) g Pt Fdi the iaiep DY GaEs A Gl (g i

gl xgradientva s thyb adeatt i beptanof(ther202?) thigisie $-(2-Hrezyhoxt pyrelin-4-yl)-

251%29“?%0@*"%@%@93@2%%é%?%%*‘?n%?ﬁ?@vgg Pt 80

Hl.c for 1 hour; a light brown solid was obtained.
The solid was filtered of f and washed with hexane. To

r Sgngﬁr(fdg&l&&'@ﬂ thd ﬁlﬂ@rgﬁleﬂfypg‘ﬁohp Qvas Qleﬂféirmédois WelltheWd® example 1,
a and re

UG By X TG YD b KRy et Brqmelepne as the

&hﬁmnﬁteﬁ'ﬁl 3:(2-Benzyloxy-pyridin-4-yl)-3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-

enz X [ ) -.3- Lchl.ar nyl)-1
B 2 o R e Y NS T s SR
prepared in anal ogy to the reaction sequence outlined
in 20 Exanple 1, steps 2 Exangpleppom
2-chloro-4-(trifluoronethyl)-benzeneacetic acid net hyl

est &2, anshcRiot R BREWITEY NOfhrofs-DU6IHERAELAD PR 3- ?1)%&&11 -2-0l

vvlththefollovvlng nodi fication: Inthe msthyla|on
tS L:p’géegﬁfiegg) v?zésg%r aée rr]1 alng 0 )?aln%lgll Xsttéjprsg §) from 2,4-
diZhbedﬂiEyllzemeycqmy atidimetdylyekter FQAS Ré’g NadOtId1e4160 pheit hnethoxy-3-

- DE byl i t Mo +)
BRIty G FeATRed . BB AT R B A s

met hoxy propenyl | -pyridine was obtained. This m xture

was treated as follows: A Fxauple 86 of

1- (2-benzyl oxy-pyridin-4-yl)-2-(2,4-di chl oro-phenyl)-p
BARANDIchf6-p h%ﬁﬂl)ii ST Bk 28 Y2- G5 mhl- 0 phéhyl= PH-pyrazol-4-yl)-butan-
(2, 4-di chl oro-phenyl) -1 -nmethaoxy-propenyl!| -pyridine

(345 ng) was treated wth 50% gueous H2SO4 (8 nlL) at

100 C for 60 mnutes, but sone of the starting

mat eThatitlecuhgounett wiserehasebineadlogif HEEXa@nptt ), svgs 2ad deffom 2,4-
ﬁfgglo%ﬂreﬁ%l{}gce%g 284 n]rcg )[/lgsfé@%&@l%% %egliéqr 136‘]"&11?195" methyl-1-

Ion m X pou
peayhhH-paadofq-uarhiorricsgid CMasszNtOo%lﬁSiQ@ 0 Nbg(m/e) 429.2
adeepus phase was then extracted with ethyl acetate
and the organic |ayer was washed with brine, dried
over Na2SO4 and evapor at eg t’l 3 materi al, which was
used without further purifF@ERI8R7 was identified to
be
4- [ 2- (2 Bénditbiakdreylphehydjchporomphenyl)]1; 1 Hipfluordi nx -0 rod

M5 (mle) = 296.2 [ MH]. WO 2009/ 040288

PCT/ ﬁ@@@@é&ﬁﬁo“tﬂ% wésﬁj?epared in analogy to Example 1, steps 2 to 5, from 2,4-

dichlorobenzeneacetic acid methyl ester [CAS Reg. No. 91361-41-0] and 6-
benzothiazolecarboxylic acid [CAS Reg. No. 3622-35-3]. MS (m/e) = 406.1[MH"].
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This material was re-benzylated as foll ows:
4-[12-(2,4-D chl or o- phenyl ) - propi onyl | -

WA RbopP4G288 n- 2- one (100 ny) was di ssol ved i n abBGI/EPM08/062412

benzene (6 nlL) and silver carppnate (65 ng) and
benzyl bromde (70 ng, 0.05 nL) were added. The

m xture was stirred at 50 C o%egsnlght and was then
poured into ice water. The aqd%ous phase was 5

extracted with ethyl acetate and the organic |ayer was
was hed 3wiz¢hDighlare; phenyled, blrenfluaiaZspingraline-apbrianedol
The residue was purified by flash chronmat ography (20 g

si | i ¢Re til€lomBs Al @({&tpréﬁar&i Mnaﬁ)%?@d Exdn'i‘plg epLid@Re b8, £rfm 2,4-

give 1-
élck@r%be&?%ﬁ@% aé‘ﬁéﬂ?% eﬁ%ﬁ%ﬁgﬁ%ﬁ@ ?#%ﬂnﬂ) 0pand -
goinoxdl@ssarbostylic Mad (GAS Reg. BE&B70-65[ NHHS (hi)e) AUOODAME QN
of the trifluoronethyl group was performed as outlined
in exanple 1, step 5, usi
1-(2- benzyloxy pyri di n-4- yF%HEPf§94 di chl or o- phenyl ) -p
ropan-|-one as the staring materi
2- p-22.8dpighlosxpheil)-4il d-wiflpoyo-3- (@z)Y41dd¢1§mlﬂhJ@Z?irf’eﬁ191b}llall -2-ol
,1,1-trifluoro- butan-2- oI was obtalned as a |ight

yel | OMe Bild conMo il s preph&l ih dn Exaimt €, 2&shTo 5, from 2,4-

5%5@?#632%9%8?5}3%3@1 SRICT {‘Fé’elﬁ@)o?rﬁ%fﬁ AR diny)

prtkipzol edrboxyhnadid GYAS BeENanpl 278186-41. &S (1R4e5 = 438aiMR] 4-
di chl orobenzeneacetic acid nethyl ester [CAS Reg. No.

91361-41-0] and 6-net hoxy- |necarboxyI|c acid
[ CAS Reg. hb 66572-55- 2] . éﬁgi%%¥g 480. 1 [ MH] .

Exanpl e 56

3- (2, 4-OF (s%ﬂ Qléhlﬂf%ﬁlwn)ﬂ)ll b1 triflpprq-2réhigzeal-2 g-bgamgtal | -

phenyl -1 H pyrazol -4-yl)-butan- 2-ol The title

CO”D@H@ﬁtlé/\@gnleﬁﬂ&hﬁq)réﬁhr@ﬂ@ a@gbogy © Exaiit €, slepsStt6BSrdm 2,4-

rom of gbenz ster

%r%e&zerﬁgéetlgfgvé %&ﬁ@fteéﬁ(g‘ggﬁ h\fﬂ/?f 6('1 JE {)]hglndze

ﬂh&nidcaﬂbbkﬁwaazloﬂ%%agaNbok@wD{S9a1d1 MIS[(GAS IRBgeg.Non) = 354.0[ (M-

%}§g8-00-0]. MS (me) = 429.2 25 [M#]. Exanple 57
*nzot hi azol - 6-yl - 3-

(2, 4-dichloro-phenyl)-1,1,1-trifl uoro-butan-2-ol The

title conpound was prepar eBxamplaBhl ogy to Exanple 1,

steps 2 to 5, from 2,4- dichl orobenzeneacetic acid

met-p(2, W1a{lof(gﬁl&n?ﬁgl hiNdrox Pl 3@ thrbioRthanprdpyB3,4-dihydro-1H-

beneon 1) o201 CCANG € LU LGS Tl 2 55

PCT/ EP2008/ 062412 -60 Exanple 58 3-
(2, 4T vt crmop@inelnyds)prdpatedlintaniafolgy oy Bxadapjeil mtops|2i th 52frgm 2,4-

bic RSt dnZerRhcetic acid methyl ester [CAS Reg. No. 91361-41-0] and 3,4-dihydro-
2,7(1H)-isoquinolinedicarboxylic acid 2-(1,1-dimethylethyl) ester [CAS Reg. No.
149353-95-7]. MS (m/e) = 504.0 (weak, MH"); 448.0[(M-C,Ho+H")].

Example 62
3-(2,4-Dichloro-phenyl)-1,1,1-trifluoro-2-pyrimidin-5-yl-butan-2-ol

The title compound was prepared in analogy to Example 1, steps 2 to 5, from 2,4-
dichlorobenzeneacetic acid methyl ester [CAS Reg. No. 91361-41-0] and 5-
pyrimidinecarboxylic acid [CAS Reg. No. 4595-61-3]. MS (m/e, ISP neg. ion) =
349.0[(M-H")].
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The title conpound was prepared in anal ogy to Exanpl e
1, steps 2 to 5, from 2,4- dichlorobenzeneacetic acid

woreaobpho2est er [ CAS Reg. No. 91361-41-0] and 2 BCT/EP2008/062412

qui noxal i necarboxylic acid [ Reg. No. 879-65-2]. M
(me) = 401.1 [ M+]. Exanple 3-

(2, 4-Dichl oro-phenyl) -1, 1 1- tﬁrg%uoro 2-
(2-pyridin-4-yl-thiazol - 4- y??n Butan-2-ol The title
conmpound was prepared in analogy to Exanple 1, steps 2

{0 25(1-Peruyl- DHapyraabHingl-dtfed <beidarsephanyich &1 tilngto-butan-2-ol

ester [CAS Reg. No. 91361-41- O] and 2-(4- pyrldlnyl)
4@p4: tltm@l% L ¢ ROXKLL-EarBS

(2,4 Rgnl ot ??‘%P}élﬂl‘&ﬁﬂoﬁi‘%ﬁf AT, Bk Sy ) was

ﬂmsdﬁ)edrrp Idey H)MFS¢26pﬁL)23rtcbcoBledftb (Or?lﬂﬁmﬁer argon. To tllge mixture was

s VA s ST
NG °Cint anggutr]; Bengl (DmrgldngQ.’) gehs5 mi;))wa& addrq OF( aM;)erlod of 15

Hﬂ'ﬂut}es ﬁl?r%l@l('gﬁ?%§w§slco%|’unhgd agaan for 1 hour at 0 °C. The reaction mixture was

poqueﬁi intg écred’}‘Pé‘EWId e%];réﬁw ]’Vlth gt}w¥ ek rlbe organic layer was washed with
bAg diried bb&@i%S@@ﬁthMbbﬁteﬂC TelubsE wamddyéﬂ af$ ﬂﬁ:rre&@vérch‘@y

titl d
b SRR S e B SO, St B O ke R Ry et
oebmakogegiher(5) gABcRed, gridientOf 361 4detB¢ iralmgptane (10% to 40%) to

B g A PGP -9

149353- 95 7] 504, 0_(veak,

3 (2'4 D chloro phenyl)-l-l-l'trlfluoro 2-pyrim din-5-
yl - bmhl@lknawﬁkom-ﬁbﬁnd [@A@ngzmunpmm ﬂrﬁ&&ﬁﬁﬂz frdn 1-benzyl-1H-

Anaet i iSedy ShFRY rohilictiot deeng hayragls+

&B6x0ydid heiQjetheyh ebt&-(2 3% 1g) wiasllnedadboxlyy TEHF425 chl) GAS tiRexp 1M

870000 Aok S0l SR g s o <

amplseang3nalyzed by TLC: starting material was still visible. Another batch of LiOH
gloﬁlghﬁﬁrﬂ‘?e)(ll 28 ﬂrﬁg ﬁi’dé[i aﬁd)ﬂlle) l’i‘lgﬁl(ll% véas dil&hEPIoPheRRBm - 1

trifl uoro-

)THEl?Ff‘the PHR)PYS- o’ﬁE fﬂ”‘é%fF B"&)‘(?PW@dé‘&thcee‘t’ﬁ?‘l andcidified with 2M
é(hheBMi HID (B dhi T.arHeag)bd 3 p@@!;dj«yas&khy&te&sﬁtﬁ retl[yﬁ&étd@@nd the

?I;ngmr%_ ye2 gso W%th,é 8\71%%) %2 c;f‘ﬁ ehd G%Vrer \ Iaé%% an V%H]orgtﬁ%( 19 %W%the title

pespound as a colorless solid (1.55 g). MS (m/e, ISP neg. ion) = 201.6 [(M-H")].

Steps 3 to 6: 2-(1-Benzyl-1H-pyrazol-4-vl1)-3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-
butan-2-ol

The title compound was prepared in analogy to Example 1, steps 2 to 5, from 2,4-
dichlorobenzeneacetic acid methyl ester [CAS Reg. No. 91361-41-0] and 1-benzyl-1H-
pyrazole-4-carboxylic acid. MS (m/e) = 429.1 (MH").
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added sodi um hydride (651 ng, 60%in mneral oil) and
the mxture was allowed to stir at 0 C for 30

WOorwanerss Benzyl bromide (2.23 g, 1.55 nlL) wasPEER08/062412

over a period of 15 mnutes apd stirring was
continued again for 1 hour at C. The reaction

m xture was poured into |Ee gt ey and extracted with
et hyl acetate. The organic )fayper was washed with 10
brine, dried over Na2SO4 and evaporated. Tol uene was

added-4PRichidre-phemph el byriflearapotiametyl 8 d-dibndioe2 4 qryeido[3,2-

residual water. The yjBs4] ggglmg,lpyﬁﬂaﬁlzeg by flash
chr omat ogr aphy (50 sil'ica gel’,” gradient of ethyl

acet 1 ta (10%to 40% to |vethe desi rz
mat e %IP %1%0 4 “t’a%PéFHaé oay (2 lﬂf Sﬂ@s(zné 1)om_2 A
aﬁﬁloioliehdlzﬂdeacetlsfaaﬁ méthil ester | CAS Reg. No 91361-41-0] and 3,4-dihydro-4-

| e 4- car box a(:| Thi n

oun dp r@g 2203 léhgxazzﬂf g—&¥rbﬁﬁyl§]ac1 [;E_%S Igf‘ {ng) OV 07-58- 3].
M&X@WZ}/FAIZW(WQZOI e-4-carboxylic acid ethyl ester by
saponi fication: 1-benzyl-1H pyrazol e-4- carboxylic
acid ethyl ester (2.35 Q) E\gﬁn[qgggol ved in dry THE (25
m.) and then a 1M aqueous solution of LiOH (15.31 nl)
was addd The mj xtur s.stirred at 60 C for 2.5
hour s SaAdC A" %ar%yﬁﬂm@ létlaﬁr{f%uﬁgo-%ﬁt%mﬁ&-?-w,kéu?flr%l
vi si bl e. Anot her bat ch of Li OH 20 nonohydrate (1.29 Q)
was ahldede ampdurel wasxirepraeediasinalolgpveBxdnepls ) stepg2-3, G 2-

Ekﬁgp ) & qltuldlrro%ea?ernec 31(:2\2%1 d‘ﬁethi[]he%‘fm XAd Bg uss ﬁ@%ﬁr ;% HLein% 3-

C[hleo]a@meth@g}’lmyb Q@%R@Npa&%w} A etrhie) —aiﬁétla(ﬁ\éHahd
the organic |ayer was washed with brine, dried over
Na2SO4 and evaporated to giygnflRgetitle compound as a
colorless solid (1.55 g). Ms (me, ISP neg. ion) =

201. 6 ) 25 Ste

2- (1 Qeﬁg[ﬂ fpﬁ“ﬁ;hpm %ﬁﬁylzlstf?@,oae-&r%ﬂvw jnifengytgn-g-ol
,1,1-trifluoro- butan-2-ol The title conpound was

p r epahedtlé corapalmigyastpoeiaxahipl apalbgy st Bpsnide 1 ostéps 1fto Snfrom (2-

i S R AR SIS R e R
aeingxaliyecarhgelic acid 2GAS R(CWL) 87955 %olgﬂgtb@jglg)wmg modification: (2-
BQE{OEE%QQ% QOMEhA) -acbd efsl@ 161 &fer was made in step 1 (by using

Qpe %ﬁé]dﬁgét%?c;_p%sllnﬁg) nzP@) this rBTtl]w'ylterstler l/vlejlso 155%21221; ggt_artlnghr)r/llategal for step
p.ITid¢ oxapoud/3 y:t Yhlous-amméethoky-phenyt)i 1,1 e-teidopunduitsalin-2-yl-

ed anple 1, steps 2-5, from2,4
Em(ﬁﬁ%?l M§; r‘@g g’gcet tid methyl ester [CAS Reg.
No. 91361-41-0] and 3, 4 di hydr o- 4-

met hyl - 2H pyri do[ 3, 2- b] - 1, Bxasxple bne- 7- car boxyli ¢ acid
[CAS Reg. No. 915707-58-3]. NS (me) = 421.0 (MH).

Exanp |3e(2Q§hloro—4—ﬂuoro—phenyl)— 1,1,1-trifluoro-2-quinolin-6-yl-butan-2-ol

The title compound was prepared in analogy to Example 1, steps 2 to 5, from 2-
chloro-4-fluorobenzene acetic acid methyl ester [CAS Reg. No. 214262-88-1] and 6-
quinolinecarboxylic acid [CAS Reg. No. 10349-57-2]. MS (m/e) = 384.1 (MH").
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3-
(2-Chl oro-4-fluoro-phenyl)-1,1,1-trifl uoro-2-quinolin-

w@20000p28an- 2-ol 10 The title conpound was prROEERH0S/062412

anal ogy to Exanple 1, steps 2- éS from 2-
chl or o- 4- fluorobenzenecetlc acid net hyl ester [ CAS
Reg. No. 214262-88-1] and ﬁig‘ q%fg I i necarboxylic acid
[CAS Reg. No. 6480-68-8]. ? 384.1 (MH).
npl e 66 3-
( 3}(2?1%%?1@10110 nbeerybix sl 0 Heitybyo-2-(¢-pyriofidin- Lrot-pyddigu?-nbxaitan-2-ol
in-2-yl-butan-2-ol 15 The title conpound was prepared

in aT'Hé 88 cdrlpFaINpls répar&i BRabgl & Bxanh @'1“ Jte'%)'s 2 to 5, from 2,4-

AN O%él%”?g%g%% hen%ﬂ&#ﬁ? fﬁi&g%ﬁwi Bigtr @191@2@0-

Pagolidioyl) 871&f165re2drbmﬂ1h atidg CASIRegVW .01 50B68-20-a AtV ® (tn/e) = 419.2
&%EI hl or o- 4- met hoxy- phenyl) -acetic acid nethyl ester

de in step 1 (by using nethanol instead of
ethanol) and this nmethyl ester was used as a starting
material for step 20 2. TiExamplefpound
3- (2-chl or o- 4- net hoxy- phenyl )-1,1, 1-trifl uoro- 2- qui nox

al ?;—gl—éhldro—élbﬂ'ﬁ(ﬁﬂ:@feﬁ&l)— 1M51 -t or 02 - Erhethyl-Mirkakin - X BRI t8n-2-0l

4-f 1 uor,o- phen trifluoro-
6 it Cosmeg e B Pt Buisliahlp bRmpf Lodsheq thig, flom 2-
ailatoadpfl ubeoHexizaamglaeetik, acﬁimpﬁlyﬁesteﬁi GAS Regriv@-212%52-88-1] and 6-
h
R SRR oot ntoh bR e
G%Sd?@gexam@le 3@0@/2&(@?) 2]349M$Mfrh)e) = 384.1 (MH). WO
2009/ 040288 PCT/ EP2008/ 062412 -63 Exanple 68 3-

(2, 4- Di chl oro- phenyl )Engmiale]?Otaﬁl'deX’dﬂ{p%'ﬂ' _
(6-pyrrolidin-1- pyridin-2-yl)-butan-2-ol The title

yl -
Co B eshy 2 BISERG shanERELtakck i et biten- 2ol
ester [CAS Reg. No. 91361-41-0] and 6-(1 5

pyrrolidinyI)-2-pyridinecarbomﬂlic acid [ CAS Reg. No.
450368 20-4]. M5 (me) 419.2 (MH) Exanple 69 3-

| |
(6_ C@I@EF) g y(? g;i?%ﬁm?g%;ﬁ%;)l %ljiét]rb o'r@c)—ﬁl—'{ﬂﬁﬂ(t)lf?n 6 r%lgaalnz ol

rr$repared in anal ogy to Exanple 1, steps 2t
f r omi bese MpteriAloyee #btamedhypspprEE e ddd G (Celuma: ﬁlétrhlwck AD;

gt 0CASpRPENoING hepthAtZoB&acknlic 311d,4&dichloro-phenyl)-1,1,1-

EEETX%f%ﬁﬁxraZInﬁ%ﬁé@lﬁéhggﬂﬁckgégFﬁﬁege?n gganple 39

Ms (nfe) = 349.2 (MH). Exanple 70 and Exanple 71
(2S, 39) - 3- Example 72
(2,4-D chl oro-phenyl)-1,1, 1-trifluoro-2-quinolin-6-yl-

byt @Rors-2! [3,3,3-trifluoro-2-hydroxy-1-methyl-2-(5-methyl-pyrazin-2-yl)-propyl]-
phenol

A solution of 3-(2-chloro-4-methoxy-phenyl)-1,1,1-trifluoro-2-(5-methyl-pyrazin-
2-yl)-butan-2-ol (Example 1, 60 mg, 0.17mmol) in aqueous HBr (48%, 2mL) was
refluxed for 3h. The reaction mixture was poured into ice / water, and extracted (ethyl
acetate). The combined organic layers were dried (Na,SOy), filtered and evaporated. The
residue was taken up in methanol and purified (reversed-phase, preparative HPLC,
Agilent Zorbax XdB-C18 column, solvent gradient 5-95% CH3CN in 0.1% TFA[aq]) to
give the title compound (44mg). MS (m/e) = 347.1 (MH").
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15 and (2R 3R)-3-
(2, 4-Dichl oro-phenyl)-1,1,1-trifluoro-2-quinolin-6-yl-

wheian4@28l These materials were obtai ned by PCT/EP2008/062412

preparative HPLC (Col um: Chir 4pack AD; solvent: 1%

i sopropanol in heptane) fromracenic

3-(2, 4-di chl oro- phenyl ) -1,

trlfluoro 2-qui nolin-6-yl - %??%Hez3ol (exanmpl e 52). 20
Exanple 72 3-Chloro-4- [3,3,3-trifluoro-2-hydroxy-

| réclhlnye-443,3@striflstony 2-hyyr e hnzatly)rl)l Proethy]- P‘/ﬂéliile‘h@l) propyl]-

A sol ution of

3-(2-chl oro- 4- nethoxy phenyl) 1 1 1-trifluoro-2-(5-mnet

gyll7%ﬁ§é fore V%tﬁ%ia%?ﬁ@o?o("%ﬁn? G 77 Bimackaschioro-4-

frrethc&h .phthg)-N A8 trifo reA2xQumethwiapyriditHded ) -batad- 1-6B(Bxample 3). MS
Qﬂ r, &ﬁqd tfacted (ethyl acetate). The combi ned

nic léyers were dried (Na2SO4), filtered and
evaporated The residue was taken up in nethanol and
purified (reversed-phase, Brepeedti ve HPLC, Agilent
Zor bax XdB-C18 col umm, solvent gradient 5-95% CH3CN in

GIORAL C}“&"i?éﬁ%mgéléf‘gﬁgﬁ'% ‘%f?:*f?'%p%%/ be3ars ™!
73.3 3,3,3
- rreFXS“}?P R QB P R e 1S B drgrmol), and

Béreyk ¢hil bréded(d iy 03 3masol p wepanddeld taa subati@gyf 3-chl&veatq)B.e,3-

Zr?fll.{] 8! @lﬁr &gy J; Ed%iy'l% (?rm hy%)P\éndjn 42},1?7%){ @&6 henol EX&HIPIC 73,
)Ilgb@ﬂétnn@lblln a@gy@g_ﬁfﬂr@L)S)lnd 1S m(xmre)/va&r o(rm—ih) The green

@Sﬁgﬂ%llcﬁl W fﬁfered the solvent evaporated and the t1tle compound (14mg) was
(4- Benzyl oxy-2-c Ioro- [)-1,1,1-trifluoro-2-

polaipdy rfgmﬂtfyrrewé% weyﬁl)se%a %Lmemratlwﬁ%% (Agdenpdphax XdB-C18
écﬁﬁrﬂm SolAERId)ent POEASSHYONGADNONAF & Agh MB(m/e) = 436.1 (MH").
0.33mmol ), and 10 benzyl chlorlde (41 ng, 0.33mmol)
were added to a sol ution oE zgro 4- [3,3,3
trifluoro-2-hydroxy- I-nethy nethyl pyridin 4-yl)
-propyl ] - phenol (Exanple 73, 50 ng, O. 14nno|b

ade{ bt Dichlyro-plnenyDhE hpdsoxprletrifiorométhylpedpy B rpysidéin 2-yloxy}-
The green suspension was fildergd, the sol vent

evaporated, and the title conmpound (1l4ng) was

d d pha e

|11 H-pyridin-2-

ool vent or adi ent 5. 95% CHBCN i n 0, 1% TFALaq] ). MB
(mMe) = 436.1 (MH+). Exanple 75 {4- [2-

I(-2t f,zﬂz %lﬁ%ﬂg’p’phé}gwlp‘ld@ Xgﬁlo&&goro %henlylg ,},1 -trifluoro-butan-2-ol

(Example 54, 300 mg) was dlssolve in ethyl acetate (10 mL) and the flask was flushed

heyl-prapy

with argon. Palladium on activated charcoal (10% Pd, 75 mg) was added and the mixture
was hydrogenated for 2 hours with vigorous stirring. The suspension was filtered and the
catalyst was washed with methanol. The filtrate was concentrated in vacuo and the
residue was dried in high vacuum to give the title compound as a light brown powder
(217 mg). MS (m/e, ISP neg. ion): 364.4 (M-H")".

Step 2: {4-[2-(2,4-Dichloro-phenyl)-1-hydroxy-1-trifluoromethvyl-propyl|-pyridin-2-

yloxv!t-acetic acid methvl ester

To a solution of 4-[2-(2,4-dichloro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-
1H-pyridin-2-one (100 mg) in toluene (5 mL) was added bromoacetic acid methyl ester



10

15

20

25

30

acetic acid Step 1: 4- [ 2- (2,4-D chloro-phenyl)
- 1- hydroxy- | -trifluoronethyl-propyl ]-1 Hpyridin-2-

WQ000/060288 ( 2- Benzyl oxy-pyridin-4-yl) -3- PCT/EP2008/062412

(2, 4-dichl oro-phenyl) -1,1,1- t% quoro but an- 2- o0
(Exampl e 54, 300 ng) was di ssofved in ethyl acetate

hed. wi th apgon .
B LR S AR B el T P llenlhs T80 g for 5.5 hous
alddéeC.alhg rtlixelrnms craded teavoyidmpganat et ot arl thouesglue was
gﬁﬁihe 8%59 Qﬁro?ﬁd%%rhal%rs( IEQﬁlcﬁ ga‘%gﬁﬁﬂ%g u%% e{h'y ic%fa?é?heptane 1:9

cat al yS washe
i 4&@1@%@ {Rairorigh dsnitegtospaund pa e Gelodlsts ailed rrrgésMédel/ff) 438.1

wasi'gried in high vacuumto give the title conpound as
a Ilght bromn powder (217 ng). MS (nie | SP neg.
(36 ( / : 2. 4

-propvl

pyridin-2-

xﬁsﬂﬁkngggmithyl propyl I -pyrldln-2- yl oxyl - acetic
acid nethyl ester 30 To a solution of

4- [2T§,/ aséiu%ﬁ RFof. Pz Pf‘@'@l}’dhloréﬂ ﬁ%m)ldr&g/ f kﬂﬂm&aﬁﬁem
teﬁ5¢

I N-Z-0nhe I'n t
tre% wslezk»wﬁ o%m%ésvas

-pro
RESPY d&@élrb?ﬂfﬁa%éfqﬂe agidjrget
Eﬁ%%ﬁ%@@&&é%ﬂn of 8RO 01 NY). 58QnQ§3arfﬂ—ﬂle &ﬂﬁtLﬁ@Ml({w&a to stir

TR0 bR e b o B Pt o o oSt bErsE R pdirguS 1N HC

falutier ed @nthahbdlevasesmduel Wasap@utiof.ide adgyeddsashition was extracted
LI I I

gll’(}g Qﬁfl %%&P%%ﬁaéé a]lhdgt%e oggcaghcqg eré"‘@% v{aqgeed with gﬂg? %Hgé{ and

evappetesh Wbe asifluakoibwanitioradas Sexine (§ mL)mg’)fr mm a(nﬁlit@ suspension

€v§§ﬁl¥er§d {0'\%'5'9 the Hile Qofﬁpo{ln(f'as d ccﬁorl&gpéw&rc(% ﬁ{gq MISGEHM b 424.2

-1- hydroxy-1-trifluoronethyl -propyl | -pyridin-2-

yl -acetic acid To a solution of

14-[2- (2, 4-di chl or o- phenyl ) - 1- hydr oxy-1| -tri fl uor onet hy

| - propyl] -pyridin-2-yl oxganggleréc aci d net hyl ester

(127 ng) in nmethanol (2 nm) was 10 added an aqueous

S ql (Ellrllogd’]t’) gg 3 Igatgﬁu(og’(g\lg égféiggfm‘)?el% g &@’?E]ﬁ% E&lea]zw?%gl) propyl]-

nlxture was adj usted to pHeRzgicatidagueous | N HO
sol ution and net hanol was renoved by evaporation. The
S@peD H§4:S41|Cl}h'ldr6f3 Vs 3 &ﬁﬂﬁ@t‘étziﬁvdrb%-@ Em¥h{in-e6 MYdthvyl-pyrazin-2-
acetate d th c layers were washed wth brine,

Sl Ak 3 - PHE residual oil was stirred in
hexane (5 nL) over nlght and the suspension 15 was
filtEhedhdteiadmwaepteperetliin heal agynp dixachphesl, atepo? ar §,é88n known 2-

Qggqeg (1(11%@- Q?%r%(l\@l)t(?zl %rbeg?%[%za%ﬁi r&Mﬁggl ésteﬁéﬂ? E%g %\go 903899-45-
¢ banved-methybyr gz izne@ashoxylpraspl/(l FA.S Reg. No 5521-61- 9 |, preparation see
Example 39). MS (m/e) = 389.4 (MH").

Step 5: 4-Chloro-3-[3,3,3-trifluoro-2-hydroxy-1-methyl-2-(6-methyl-pyrazin-2-yl)-

propyl]-benzoic acid

To a solution of 4-chloro-3-[3,3,3-trifluoro-2-hydroxy-1-methyl-2-(6-methyl-
pyrazin-2-yl)-propyl]|-benzoic acid methyl ester (50 mg) in methanol (1 mL) was added
an aqueous solution of IN NaOH (0.257 mL) and the mixture was allowed to stir at 40
°C for 12 hours. Methanol was removed by evaporation and the residue was diluted with
water. The solution was extracted with ethyl acetate and the organic layer was washed

with water. The aqueous layers were combined and aqueous HCI (1N, 0.257 mL) was
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benzoic acid 20 Steps 1 to 4:
4-Chl oro-3-[3, 3, 3-trifluoro-2-hydroxy-I|-nethyl-2-(6-ne

W@ boobogpsazi n-2- yl) -propyl!l -benzoic acid nepdilyEP2008/062412

ester This material was prepar&? in anal ogy to Exanple
1, steps 2 to 5, fromknown 2-

clegr '?lrengJ ﬁ)tnhv%(s%%g( ra%a@%&é ggr 4 e%ﬁ %/9'%6': fnd t%le or%ticnylyers were
@asﬁ@ﬂ hwith-Iriney daed enee M d56xpnid @er@te@ ThaSesRbug. wiigvaporated once

ﬁégljhe%%argﬂt/lo_lgg% ERat ﬁf’)}ung tRStle c%qhﬂ%?ﬁﬁmls & whitk sol[}@(éﬁ%@) MS (m/e,

IBPagotos §9P3(§¢é15r|fluoro 2- hydr oxy- | - met hyl - 2- (6- me
t hyl - pyrazin-2-yl)- propyll -benzoic acid To a

sol ution of Example 77
4-ch|oro-3-[3,3,3-trif|uoro 2- hydroxy I-nethyl 2-(6-ne
: j_Fh%%%;n%)nﬁllgt}]%lﬁ%te% y;l]]LfPé\gtgl galgole 4 % ! tMﬂ—pyridinA—yl)—

aqueous sol ution of I N NaObu(a@®:-287 nli) and the mixture
was allowed to stir at 40 C for 12 hours. Methanol was

r emoygdify C&Hﬁ_kﬂﬁfdakds%eﬁa@éh fahBialo ?? kdpenRs 78 kb ?—@romoethyl

wi t h solution, was extracted wth ethyl
H’@g’cyé?fga‘éﬁ@ IH/§§Ur4é)§ﬁl|(<MHa&er was washed wth water.

The aqueous | ayers were conbi ned and aqueous HC (1N,
0. 257 nL) was WO 2009/ 0402B&nkId 7&P2008/ 062412 - 66
added. The solution was extracted with ethyl acetate

d;{! %ﬁlo@gql [t?{%sgﬁ CZ i’l)aé{%{(f—tllqﬁgtﬁ;flﬁm g?e‘?hﬂéybldpl{ 4% -propyl]-

over evaporat e F esi
evapor at ed once ﬂﬁmnoﬁ%ﬁﬁa%ewméugtbewleﬁ@er dryi ng,
the title conmpound as a white solid (47 ng). M5 (e,

| SP 1R@titld &}ﬁ?oﬁlaalvéls frdparBd m-analol @d’@ia@nﬂg 78from tert-butyl

2- Chl or o- net ho xy) - phenyl ] - ,1-trifluoro
?“?%“ﬁ%?hyﬁ BYFi dlﬁéﬁ(§h$8 but an- 2- ol The title

conpound was prepared in anal ogy to Exanple 74 from
2-bronoet hyl nethyl etherExddipléve) = 404.4 (MH). 10
Exanple 78 {3-Chloro-4- [3,3,3-trifluoro-2-hydroxy-

Bﬂ%% 42 3 3(? iRy 2z H)yd‘rb% - rﬁetylgl)—Z P3- %}%¥111)]l—p{yridin—4—yl)—propyl]—

phenoxy}-acétic acld teft ter
conmpound was prepared |M@%W§Yogyufeﬂ¢xanple 74 from
tert-butyl bronpacetate. MS (nle) 460.3 (MH). 15

Exanphgeri 3&131‘0%6% 6F htrofedh, %ﬁﬁldréicﬁeﬁélﬁ)cﬁ@( 25 M vexsdded to a
f:ﬂlllgﬁ%{zéé{ﬁa Qrog- C? gltrlﬁzgrlodi ﬂydroY(y )1 get%??& ](2 -methyl-pyridin-4-yl)-
propyl]-phenoxy}-acetic acid tert-butyl ester (Example 78, 98mg) in dichloromethane
(1.5 ml). The reaction mixture was stirred for 1 h at r.t., and then diluted with water, and
extracted (ethyl acetate). The combined organic layers were dried (Na,SO,), filtered, and
evaporated. Flash chromatography provided the title compound (27mg, 31%). MS (m/e)
= 404.4 (MH").

Example 80

2-{3-Chloro-4-[3,3,3-trifluoro-2-hydroxy-1-methyl-2-(5-methyl-pyrazin-2-yl)-propyl]-
phenoxy}-acetamide

The title compound was prepared in analogy to Example 74 from 2-
bromoacetamide and 3-chloro-4-(3,3,3-trifluoro-2-hydroxy-1-methyl-2-(5-methyl-
pyrazin-2-yl)-propyl]-phenol (Example 72). MS (m/e) = 404.4 (MH").
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Under an at nosphere of nitrogen, trifluoroacetic acid
(1.5 mM) was added to a solution of

W@ 200gkkwsd- 4- [ 3, 3, 3-trifluoro-2-hydroxy-| - met hpCFEP0BS/02412

et hyl -pyridin-4-yl)- 20 propyl %7 phenoxy}-acetic acid
tert-butyl ester (Exanple 78, 98ng) in dichloronethane
(1.5 m). The reaction mx urel\/\@f. stirred for 1 h at

r.t., and then diluted wt , and extracted

(et hyI acetate). The conbi ned organi c | ayers were

d 3 BaClilnee $004)(2-méthoxr-ethoxpmthosi appengli del, 1-Hithgiro-2-(5-methyl-

chr omat ogr aphy prow defri A 2ty b @opound (27nm,
31%. MS (me) 404.°4 (MH). 25 Exarrpl e 80 2-

3- oro-4- [3,3,3-triflupro Xy - 2-

5. %@fﬁ&ﬂ ¢ w?ﬁ%nﬁl Vzaﬁnrﬁpaﬁ?cglﬁﬁnrloﬁ ERR)s 7 A Bkt 2>
tHeeh oxiyéth €xy) et 3A/alslom epapsdtriffuoanal logyoxtyol -meayple5-
et §srnt SIS SR PP DB anpls 47 o008 (ISP 4N e
t hyl - 30 pyrazin-2-yl)- propyl] phenol (Exan'pl e 72). I\/S
(me) = 404.4 (NMH+). WO 20B0mapied88 PCT/ EP2008/ 062412
-67 Exarrple 81 3-{2-Chl oro-4-

[ &- Cﬂtoﬁ‘EMh[I@W 3-Bh RS2 E}J}G%W]l'rﬂé’[ﬁglyi X5- ilnelhy‘l -PykdzAd-281Ppropyl]-
2- (5-net hy

pyrazin e title
conpound was pr epaﬂlﬁaoi"ﬁ ‘)&ﬁ%ﬁfﬂ;@te{bg‘ﬁ%%\ Te 74 from
1- brono-2-(2 5 net hoxyet hoxy) ethane and

3- chTbe ttldedr3p@indhwasi frépaoeddnZmnblody oxfxdmpte vhfloneeftSbutyl

%ﬂ; mnbc?acet@% Z@é& ]ﬁ)f-ﬁé)[l KX E}%m{llﬂ%o%—%—%?gro@a% l X %% mé\@yl -pyrazin-
F:?ﬂ)Sptzeptflhphlemir(Bxazmhly d’ﬁbMS (mh/eret 4611 QMH").
(5-nmet hyl - pyrazi n-2-yl)-propyl] - phenoxy}-acetic acid

tert-butyl ester 10 The tigigngiegpound was prepared in
anal ogy to Exanple 74 fromtert-butyl bronoacetate

d. . . .
PGstic arig 20 chloyost-{3HPrtripgro hydrasyy methyl Ayf-metprl pygazin-2-
t hyl - pyrazi n- 2-yl)ylppegyl [} plpdneng)-ethidxarepl e 72) . MS
(rﬂe) = 461.1 (MH). Exanple 83 Acetic acid

Eﬁ{ 1@{/ (?oalllg]i)({u}rfl?’w%gytr Magrécp?lra%aﬂ%ﬁgilcﬂ%g%ﬁf l% 75"%9‘?/ 3 bg?r{léethyl
TRt 1 b blonaudd il usie garsbonynl A (%t Betbrkap@n-2-1)-

e
%fbgkﬂ%{ﬁgﬁz%&%ﬁ%@tﬁnl\g%ﬁ/% 24%’;/ﬁ(rl\c/)[>k<ly)l net hyl - 2- (5- e

t hyl - pyrazin-2-yl)- propyl ngl (Exanple 72). M5

(me) = 433.1 (MH). Exan‘pii’édp'%é 84

(2-{3-Chloro-4-[3,3,3-trifluoro-2-hydroxy-1-methyl-2-(5-methyl-pyrazin-2-yl)-propyl]-
phenoxy}-ethyl)-carbamic acid tert-butyl ester

The title compound was prepared in analogy to Example 74 from 2-(BOC-
amino)ethyl bromide and 3-chloro-4-(3,3,3-trifluoro-2-hydroxy- 1-methyl-2-(5-methyl-
pyrazin-2-yl)-propyl]-phenol (Example 72). MS (m/e) = 489.9 (MH").
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(2-{3-Chloro-4-[3,3,3-trifluoro-2-hydroxy-|-nethyl-2-(

W® 2008040288 pyr azi n- 2-yl ) - propyl ] - PCT/EP2008/062412

phenoxy}-ethyl)-carbam c acid tert-butyl ester The

title conpound was prepared in analogy to Exanple 74
from 2- (BOC- anlno)ethylbr n1d

3-chloro-4-[3,3,3-trifluorc- %p%ygroxy 1- met hyl - 2- (5 e

thyl - pyrazin-2-yl) -prop¥®% phenol (Exanple 72).
é@@hlmmﬁgz,g difiaerp-ethygy gmdh@zslstrntup/repz(ﬁaaﬁ@mznmmn -2-yl)-
-68 Exanple 85 3- butan-2-ol

[ 2-Chl oro-4-(2, 2-di fl uoro- ethoxy) phenyl]-1,1,1-triflu

conp DB e e s alpet & Escamr &1 e -Gpmo-1.1-

al-ﬂlilbﬂ)"fﬂtahe nd 3d;1hldrUOI (3, Barifu@odel-hydroxy-1-methyl-2-(5-methyl-

B bt L ner 2 P R (e
(me) = 411.0 (N+H) Exanpl e 86 3-

[ 2- Chl or 0- 4- ( 2- nethoxy et hBsamplpRényl -1, 1, 1-trifluoro
-2-(5-methyl -pyrazin-2-yl)- butan-2-ol 10 The title
QQBZJQHMO-W??? -REBBRY-8hok)- ﬁmiyggm i QriBN AL €5-AethyfIPPrazin-2-yl)-
- bronoet hyl net hyl ether g

3-chl oro-4-[3,3, 3-tri fl uor 8¥8%78k oxy- I - met hyl - 2- (5- e
t hyl - pyrazin- 2-yl)-propyl]-phenol (Exanple 72). M

(M eThetidOSomBpduddiyas pexangl @ aBdlody td Bxddiplerofrém I-bromoethyl

gﬁfﬁ'?ff'%th?% eﬁ}dq % él?llgr(bély[%g%t H?ﬁ’%?f B'@B%Jy 1-methyl-2-(5-methyl-pyrazin-
Bybaptonyld-phenolt Exampl2 78). M h@/ o) Ft403.@wdound was

prepared in anal ogy to Exanple 74 from 3

(chl oronet hyl) -1,2,4-oxadE 1e8and

3 chloro-4-[3,3,3-trifluoro- ydroxy | - met hyl -

%E%roﬁ%f( giéﬂ("ﬁﬂéf& P E@% g)ilre] %Ei(lat@tjluoro—%)—(s -methyl-

[2 Chl or o- 4- ( 5- met hyl pysex@26il)-Buatgh+?eélhoxy) - phenyl ] - 1,
1,1-trifluoro-2-(5-nethyl- pyrazin-2-yl)-butan-2-0

The ’?rhé e Cﬁﬁ%&ﬂﬁ%e}%@% ;%"r@cP%r %910 tc@%ng&é’ 74 Rl €

74 from Xazo
ghétpercthyb-|.3.430x3dwaréle m@ﬁxyh@rmﬂd P%%«%rinlﬂwpr%:hychowl mreethyl-2-

gém{ethynlwﬁ%innz?r) r))pﬁggﬁé’ﬂdé %Qigﬁ%lgb%% @@qm}e orZ%)) 3_(&@*

(2- hydroxy- et hoxy) - phenyl] trlfluoro 2-

(5- met hyl - pyrazin-2-yl) - %¥¥i %

3-[2-Chloro-4-(5-methyl-isoxazol-3-ylmethoxy)-phenyl]-1,1,1-trifluoro-2-(5-methyl-
pyrazin-2-yl)-butan-2-ol

The title compound was prepared in analogy to Example 74 from 3-chloromethyl-
5-methylisoxazole and 3-chloro-4-[3,3,3-trifluoro-2-hydroxy-1-methyl-2-(5-methyl-
pyrazin-2-yl)-propyl]-phenol (Example 72). MS (m/e) = 442.3 (MH").

Example 89

3-[2-Chloro-4-(2-hydroxy-ethoxy)-phenyl]-1,1,1-trifluoro-2-(5-methyl-pyrazin-2-yl)-
butan-2-ol

A solution of acetic acid 2-{3-chloro-4-|3,3,3-trifluoro-2-hydroxy-1-methyl-2-(5-
methyl-pyrazin-2-yl)-propyl]-phenoxy}-ethyl ester in ethanol was added to a solution of
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A solution of acetic acid
2-{3-chloro-4-[3,3,3-trifluoro-2-hydroxy-I-nethyl-2-(5

WOoreaobpo288/r azi n- 2-yl ) - propyl ] - phenoxy} - et hyl eRCBEP1008/062412

et hanol was added to a sol utiop, of WO 2009/ 040288

PCT/ EP2008/ 062412 -69 KOH in €ethanol. The reaction

{&ﬂﬁi Hr &R B rrﬁ£ ?%nfn%t&u{%e l'/]vasa Etirﬁe‘dtcfbr 3 ?eaft O €, 6 PR as taken up in
aken up 1n ethyl "acetate, washed W th wdter and

pthylrrsetagenrashied vl waiat anddlwinsy apbihatseltentFvasshiaporated. Flash

‘ \ e _ ! !
%@%ﬁ%@%ﬁﬁﬁh‘g‘@% c%ﬂl%_oﬁh&. NS eRrPuEst. o M e)

[ 4- (2- Am no- et hoxy) - 2-chl or o- phenyl ]-1,1,1-trifl uoro-2
- (5- et hyl - pyrazi n-2-yl ) - %ﬁ@@ﬂgﬁgol Under an

at nosphere of nitrogen, trifluoroacetic acid was added

t G-[@- QoA minmethoky ) 2chldr&phatydh #1,1-trifluoro-2-(5-methyl-pyrazin-2-yl)-
[3,3,3-trif|uoro-2-hydroxyb%-n§%hyl-2-(5-nethy|-pyraﬂ
n-2-yl)-propyl] - phenoxy}-ePﬁy f—carbanic acid

tert-butyl ester (exanple 84) in dichloronethane. The

10 r Paderiapmtpiosphereofmigogan, irtfluproasetiq agid sas added to aelution of

thencdlbld!l g9 3. &1710088 -8 LhydRSYL I Aletti 89 - GSRE Byl phNaHEBN) - propyl ] -
nd e tégﬁéed (et.hyl ace atF). The ¢ nblned,?ﬁganl

Phgnory)-glayle-carbeauc a4id fersprly! esteg peragpipetdn diphlqroggthane. The

£hAEITRINOGn RPN sPired fatach 4tha., hhd kieenchieRiumich wivisr,(elighlised (satd.

e 91 . . C -
$3 P o B e RIS el Ths sombipecopmmis sty jerp s fltered
hid dvaporhtdadr FlabludrronRidgsaphyatrbviledthe ditle mo@pplipd. MS (m/e) = 390.3
1gyf—n-2- of The title conpound was prepared in
gna ogy to Exanple 74 from 5-chl oronet hyl -
1-methyl -1 H-tetrazol e [57235-84-41 and
3-chloro-4-[3,3,3-trifl uor Bxoomrlgdt oxy- | -
nmet hyl - 2- (5- net hyl - pyrazi n-2-yl ) - propyl ] - pheno
( BxapCRlo¥a tt- (1 Mreth it B)-tetr£#68 54/ 136thoMFphengKanpl @rifldod-2-(5-
[ 2- Chl oro- 4- (3-net%%g§1b 1 2’4kb‘b )
t hi adi azol -5-yl neth B4 YD dvan 259); £ o o- 2-
(5- nethyl-pyrazin-2-yl) -butan-2- of The title
conpbnttleemnpreparasgremrehial aghpgy to Bxeanpé é4 ftonf -ghhoromethyl-
5—'&&5%[ 1@!?‘-‘%&?%%& [3523§35@4]%d'i— ghlgroﬂl—t[@,'?) gd’ﬂrﬁ%glr(?—}hydroxy— 1-
[ 163009- 79-8] and .
mefyl-gr(g-methyl-pyrazipg-yl) peoryl lophspat Fagmple 72). MS (m/e) = 443.4
eyl - 2- (5- net hyl - pyrazi n-2-yl) - propyl ] - pheno
(Example 72). M5 (me) = 459.5 (MH) WD 2009/ 040288
PCT/ EP2008/ 062412 -70 ExaEPI e 19§

ample 92

3-[2-Chloro-4-(3-methyl-[1,2,4]thiadiazol-5-ylmethoxy)-phenyl]-1,1,1-trifluoro-2-(5-
methyl-pyrazin-2-yl)-butan-2-ol

The title compound was prepared in analogy to Example 74 from 5-chloromethyl-
3-methyl-[1,2,4]thiadiazole [163009-79-8] and 3-chloro-4-[3,3,3-trifluoro-2-hydroxy-1-
methyl-2-(5-methyl-pyrazin-2-yl)-propyl]-phenol (Example 72). MS (m/e) = 459.5
(MH").
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3- (2-Chl oro-4-fluoro-phenyl) -1,1,1-trifluoro-2-
(2-met hoxy-pyridin-4-yl) -butan-2-ol The title

W@ 0vpounes was prepared in anal ogy to Exanpl e 1PCHERPSS/@2412

to 5, from nethyl-2-chloro-4- ;guoro-phenyl acetate

[ CAS Reg. No. 214262-88-1] and 5 met hoxyi soni cotinic
acid [CAS Reg. No. 105596- B3; %&e9¥5 (me) = 364.1

(M%y Exanpl e 94

1,1,1-Trifl uoro-2-(5- nethyl-pyra2|n -yl) - 3-napht hal en
342+fihloyot 4flugroopheniyd- 1 1,1 teifluoiepd (eh aeaxyppyaistin geyl)-hutan-2-ol
anal ogy to Exanple 1, steps 2 to 5, from 1-

nap hTH@hﬁ’é‘&ﬁﬁﬁédrﬁ v@é&'ﬁeﬁﬁ%cﬁi}‘ﬂ an8Rlsffo E%@@g&teﬂm to 5 from

[%%Zkgl 72%1 (lr anﬂg@r@?}ﬁ%ylﬂcetawé(fﬁﬁ%gl necgr 3 %Wﬁ)ﬁﬁ -

Eeergalgotibotaric {&d GOAS Reg.pVd. aRb396263y D ). MES (m/e) 364.1 (MH").
(2, 4-dichloro-phenyl)-1,1,1-trifluoro-butan-2-ol The
title conpound was prepared j | ogy to Exanple 1,
steps 2 to 5, from 2, 4- digﬁf%?gg%enzeneacetic acid

met hyl ester [CAS Reg. No. 55954-23-9] and 6-chl oro-2
18,1p lﬁﬂwrﬁe?c peityplipyraast-& yDehsaregalend -yldsegs2ad.- 3] .

M5 (nle) 384.0 (M+). Exanple 96 3-

(2 4TE1': ﬁﬂlé &ﬁﬁpcnhﬂnyés)prépaledlmtarnhrdgywExaznplgwﬂéﬁaql tb13; fom 1-

sy e syt e K8 36 avas 37 GRREART s merhy-2-

plyrahhecradadmhzm{amm Reg at. dsnebhyl. MS{@re) =CAS. IRedH "No.
55954-23-9] and 5 20 isoqui nolineacetic acid [CAS Reg.

No. 395074-85-8]. M5 (me)rz (M#). Exanple 97
2-Cinnolin-4-yl - Exaﬁﬂﬁg9§

(2,4- dlchloro phen¥ ﬁ 1-trifluoro-butan-2- he
tit1&(@CEhMsomIragds 2pi )e%ré2 édilqmor@nlé}e@gj&) lt,blﬁseﬂm%b%an -2-ol
steps 2 to 5, from 2,4- dichloro-benzeneacetic acid

met hyhe €8¢ &mp& RePreioed PRk & Bfanaplel 1 Atedi 2 to 5, from 2,4-

Ao bEERRS i it Y

pitrdziExanpixgliO&iB{CAS Reg. No. 23688-89-3]. MS (m/e) = 384.0 (M").

(2, 4-Di chl oro-phenyl)-1,1, 1- trlfluoro 2-pyrazolo [

1,5-a] pyridin-3-yl-butan- §X§% be title conpound was
prepared in anal ogy to Exa steps 2to 5 from

2,4- dichloro- benzeneacetlc aC|d nmet hyl, ester [ CAS

Reg. N&:(2#5dichloya-phpnydyd, Igh rifhigre: 2{18(1%1151“1 >-yl-butan-2-ol

a] pyridi ne-3-carboxylic acid [ CAS Reg. No.
1620%hdtid2¢ompduridneg. pre@ied it dhlogy BB8Exanplé ( Mtdds2)to 5, from 2,4-

SRER BeiEnraseic pAmyTIY! S5 [CASSoE Ny 3034 23 9REAEk ny

isbgrhipylicacdticqcid JCASIR@nNR- 315074-85-8]. MS (m/e) = 400.3 (MH").
Example 97
2-Cinnolin-4-yl-3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-butan-2-ol

The title compound was prepared in analogy to Example 1, steps 2 to 5, from 2,4-
dichloro-benzeneacetic acid methyl ester [CAS Reg. No. 55954-23-9] and 4-
cinnolinecarboxylic acid [CAS Reg. No. 21905-86-2]. MS (m/e) = 401.3 (MH").
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The title conpound was prepared in lowyield in
anal ogy to Exanple 1, steps 2 to 5, 10 from

WQ2009/d#2B8 or o- benzeneaceti c aci d nmethyl ester POABPRE062412

No. 55954-23-9] and 1-(2- 71 -

phenyl et hyl ) - 1H pyr azol e- 4- car%oxylic acid [ CAS Reg.

No. 898910-39-9]. M (me)E égS(N+H). Exanpl e 100

2- (6-Chloro-pyridin-3-yl)- %?

(2, 4-dichloro-phenyl)-1,1,1-trifluoro-butan-2-ol 15

Thé- (ﬂ;%D@hbanﬁ&wnﬂ¥Msl ;mfétpapédpymzcdﬂubiag]wndnﬁalrbmn -2-ol

1, steps 2 to 5, from 2,4- dichloro-benzeneacetic acid

et hyhe 884 &mpdeird V%Q)r%ﬁ?ed i@@t%ﬁlqﬂg?af @ian%lg 1 6s‘teps 2 to 5, from 2,4-

oroni cotini ¢ ag
glﬁé %B%Zenﬁchslc acu%gy hyl fs(t‘WI- Ei)AS)RegE]kT 8@9@2—]@319 glrl\llg [pﬁrazolo [1,5-
é]%yﬁdiﬁb@h&z@b@fyhh@ﬁﬁl CAS Ry N @X$205-46-2]. MS (neg. ion, m/e) = 387.1
#ﬁﬁﬁi | uoronet hyl -propyl] -pyridine-2- 20 carbonitrile

tIe conpound was prepared in anal ogy to Exanple

1, steps 2 to 5, from 2,4 dichloro-benzeneacetic acid
met hyl ester [CAS Reg. No.Es8@84923-9] and 6-
cyanoni cotinic acid [CAS Reg. No. 70165-31-0]. MS

$124-DicRId 8dy17=1,3 A3rifluotd B & rdRL b 1
J“(z%h Bro Bhed P13, oy pﬂd’én%ﬁe;‘etﬁﬁ I 3%?%&??“

i din 4 but Sodj um h
s0od hetif s o e Y e f o G i o G i steps 2 to'5,
(an'i_a 4- dTahldrb+t&nmr1>e‘a¢ﬂt1e awdmeihiﬁe:stea [GAS Bid. dDlo. 65954-23-9] and 1-(2-
-} y I
?Een%ﬂm ?H{ﬁfr%o% ca ¥coarc):§1|' WA&%@% }\Il ( gﬂ%?% :}3M8é81/e)
P2 (MEDMVE ( 2nrL) over 15 WO 2009/ 040288
PCT/EP2008/062412 -72 mnutes. The m xture was then

allowed to stir for 30 m E@pRltopThe m xture was
cooled to O C and a solution of 2- br onoet hyl benzene

The TGk Hlowo i g Trb4b i doSophenshal D rtgAporohigan-2-ol

reaction mxture was poured into ice/water and
ext r ¢ gde varbpoetdhyds racetrat . andlogy or Gemde éxderactte Sofrom 2,4-

&Eﬁﬁ)réf\@g@z‘ége ﬁﬁfpaé?{l h‘%ﬁgl gg’térqg:A%v[fé’g lg%zﬁ%? 31 dﬂ and 6-

evaporat uri
epemigotigcasityl {453 Rege Mogad2o- &bﬂ\@ﬁw&negfloem&ﬂ) —atfattat(d1-H)").

in heptane) to give the title conpound as a colorless
oil (12ng). Ms (nle) = 45qum@m$ﬁm. Exanpl e 103 3-
(2 4-Di chl oro-phenyl) -1,1,1-trifluoro-2-

(2 ey RN P OB B TS Rl
to 5, from 2,4- dichl oro- bemberigdeeti c aci d net hy
ester [CAS Reg. No. 55954-23-9] and 2-net hoxy- 5-

The title compound was prepared in analogy to Example 1, steps 2 to 5, from 2,4-
dichloro-benzeneacetic acid methyl ester [CAS Reg. No. 55954-23-9] and 6-
cyanonicotinic acid [CAS Reg. No. 70165-31-0]. MS (neg. ion, m/e) = 373.1 (M-H)").

Example 102

3-(2-Chloro-4-phenethyloxy-phenyl)-1,1,1-trifluoro-2-(2-methyl-pyridin-4-yl)-butan-
2-ol

Sodium hydride (60% in mineral oil, 20.4 mg) was added to abs. DMF (2mL). To
this mixture was added a solution of 3-chloro-4-[3,3,3-trifluoro-2-hydroxy-1-methyl-2-
(2-methyl-pyridin-4-yl)-propyl]-phenol (Example 73, 80 mg) in DMF (2mL) over 15
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pyrim di necarboxylic acid [ CAS Reg. No. 344325-95-7].
M5 (neg. ion, me) = 379.1 ((M H-). Exanple 104 15

WG@2{02061nBOr 0- 4- met hoxy- phenyl ) -1, 1, 1-tri fl uor oPQFPRI00$I062412

n-4-yl -butan-2-ol The title c _ound was prepared in
anal ogy to Exan'ple 1, steps 2 5, from 2-

&urluﬂe% e %@8 %isstﬁéf 211'?0e as to sﬁr 90% 38 r@gg?g'gxgﬁ% 1§1rixat[éll‘ce§/vsas cooled
[0(9\‘9‘,3 Ma siligtiors 8L ZZLErcm]loetlmﬁb(nzﬁ@f) ((ﬂ O@ZII@L)lin(I]%{-iE) (ImL) was added

%ﬁﬁﬂipi BmiriRes2Phe mixture was then heated to 50 °C over l’llﬁht The reactlon
3-Chloro-4-(3,3,3-trifluoro-2-hydroxy-1-net

{rﬁxtgreyxyasmogﬁeﬂ 1}1tcb1|q@/m9ter ang éthqchdeW@b?FbMEtaWaghe orgamc extracts
perRPAsBE] With dRak QlediodeEX @80, @nd 8vafpbﬁméc8 Ther&hlwe rv&'b:s ﬂaunﬁed by

Heﬁhg‘g"ﬁ%ﬁ ié&%ﬁﬁf)]ﬂl 5 1]t tﬁ%@iﬁ?ﬁﬂ ethé\lnaf%t tﬁdﬁgf)l?}éx‘i)lé? g“’ﬁ/éhe title

Comhpyur B32Zolor(ehdHi) (12BxaMdISEnile)6= 250.2 (MH").
3- (2-Cnhl or o- 4- met hoxy- phenyl ) - 1 1,1-trifluoro-2-(3-iso
propyl - 3Hbenzotri azol - 1( n-2-ol The title
corrpound was prepared i n I ow >]/'?| e in analogy to

2to 5, from
2- éRE,érlBEhloﬁ%IPgé&Xh bd -G Hwee 2 @ methaxyray viyidigst wh-butan-2-ol
[ CAS Reg. No. 847604- 18- 6] and
1- ( 1Thetity t@hpotind vids-prenzat ihi azldlge tOEcatiflo X ydidps 2a6is5dfrom 2,4-

IRy BiseDseio 069%%%&%%&5%8&?”5 S5 f grgetnony-5-

po¥mBlinecarboxylic acid [CAS Reg. No. 344325-95-7]. MS (neg. ion, m/e) = 379.1 ((M-
Fd Chl or o- 4- methoxy phenyl)-2-cinnolin-4-yl-1,1,1-trif

uor o- but an-2-ol The title conpound was prepared in

low yield in analogy to Exanple 1, steps 2 to 5, from
2-chl or o- 4- met hoxy- benzend¥@BWici®ci d net hyl ester

[ CAS Reg. No. 847604-18-6] 5 and

ci nnoj -i(ne:hﬁrraa;ﬁ@ﬂwxwphaﬁ;zm 1[10AGifReGo-2Noyridd A0A-KarP-ol
M5 (nle) 397.1 (M#). Exanple 108 3-Chl oro-4-

(2 CHRORLL Moo b PR Ly w2 o5 om >
lepaﬂe@bthwyab@lzgwcettm aEidangthil e3@r {@AJSTRBg . 6&?@40L846] and 4-

Hﬁcﬁﬁ? FHRRSIYAd rc%xS?R!@E@Jd. Bs %23’11. V& (mke) 1346.1 (MH To

I fl uoro-but an by treat nent

W th aqueous HBr. M5 (me) (M—|+) Exanpl e 109
3- ExampeIOS

(2-Cnhl oro- 4- net hoxy- phenyl )-1,1,1-trifl uoro-2-pyrazolo
[ 138hdgropy (3,318 NriBuydo- Dliv dwox@-1-@kthyl-2-pyridin-4-yl-propyl)-phenol

The title compound was prepared in analogy to Example 72 from 3-(2-chloro-4-
methoxy-phenyl)-1,1,1-trifluoro-2-pyridin-4-yl-butan-2-ol (Example 104) by treatment
with aqueous HBr. MS (m/e) = 332.1 (MH").

Example 106

3-(2-Chloro-4-methoxy-phenyl)-1,1,1-trifluoro-2-(3-isopropyl-3H-benzotriazol-5-yl)-
butan-2-ol

The title compound was prepared in low yvield in analogy to Example 1, steps 2 to 5,
from 2-chloro-4-methoxy-benzeneacetic acid methyl ester [CAS Reg. No. 847604-18-6]
and 1-(1-methylethyl)-1H-benzotriazole-5-carboxylic acid [CAS Reg. No. 306935-41-1].
MS (m/e) = 428.2 (MH").
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The title conpound was prepared in lowyield in
anal ogy to Exanple 1, steps 2 to 5, 15 from

WQ2@berss 4- net hoxy- benzeneaceti c aci d nmet hyl BGI/BP2008/062412
[ CAS Reg. No. 847604- 18- 6] 73
andpyr azol o[ 1, 5-a] pyri di ne- 3-carboxylic acid [ CAS Reg.
No. 16205-46- 2] MS (me) 385, 1 M), Exanple 110
3-Chloro-4- (3,3, 3- trlfluorol-nzp-ehy r oxy-
| -met hyl - 2-pyrazolo [ 1,5-a] pyridin-3-yl-propyl)- 20
phendt(2-Ghlere-#tethexyrpbemd)-Iaminotiaghyleti il iridnaicobytang-ol
Exanple 72 from 3-(2-chloro-4

net h‘PKé’an@&ﬂﬂMunh »;Lasé»-xr&ﬁaﬂréd M%\Q ?ewmrﬁm &J—E?&ﬁ‘]}dt@){rétq)sZto
M

yl - but an- 2- n
ﬁr Tebtors! m%éo’fynwylenfas% i wr—rhy SO0 G AN a7604-15-0
El@l]'aflﬁﬂﬂﬂﬁ’% 0&B8d2ic acid4 CERSaE) W0 1M 05-86-2]. MS (m/e) = 397.1 (MH").
2-(2-Chl oro-pyridin-4-yl)-3-{2-chl oro- 4-

[3-((1H) -tetrazol -5-yl)- pﬁ@?@yg]lo%henyl}

1,1,1-trifluoro-butan-
2(ZChIoropyr|d|n4 I)3 20h|oro4;3(1tr|ty L
1H)3-EblorerAo2-@nyelin-4-51- éf?)e%p@ oro-gHwisypxy-1-methyl-propyl)-phenol
-1,1,1-trifluoro-butan-2-ol To a suspension of K2CO3
(93MBhe tithd cdrYPFTN WAy PhepiRéd il amdtoRY Ed Prdngle e2 68nd3)-chloro-4-

wer.e ad

gichexy %s%bﬁo%mhﬁ‘l T b ey PHREPHYR )2 A appls 8 kb treatment

QvﬂrB'éqgeonﬁécBSrSMB?(We) 34882 (prEpar ati on see Bosnmans et

al ., W2005003124 Al, page 23) and 3-chloro-4- [2-(2-

chl or o- pyr|d|n4yl) 33?@ r02 hydr oxy- | - net hy

| - propyl]-phenol (99ny, 1 133) The m xture

was heated to 60 C for 20 ho_urs and TLC confi r med

ar Gdshlora:dupathexy-plegnybr s 1oririflypro-ripxrazele [ 1ners I yridégud gy l-butan-2-

to cool and poured into watero] The aqueous |ayer was

extract ed with ethyl acetate and the organic extracts
re.washe brin rate

F oot BHEHEcoba A Wi m§porrhisrOn AR BB RRERG ot TF dosteps 205

frem, 2-ghladi-énhetbbxebdnyzbnacetcaicel mathpleptean€ls Rog.gia. 847 6et-18- 6]

iﬁ& gﬁafo%fﬂ%“n@gyﬁ&mg- &'ﬁﬁ’é)!(yﬁf ?_Bié ?&AER%% 1\%01. G858-26-¥F MS (mre) =

oro- pyri di n-4-yl)-3- {2 chloro-4-[3-((1H) -tetra

zoI 5 yI) propoxyl - phenyll-1,1,1-trifl uoro-butan-2-ol
2- (2-Chloro- pyrldl n-4-yl )Exaﬁrp{ 1)chl oro-4- [ 3-
(1-trityl- (1 H -tetrazol-5-y

trifl ta 80nm,
P boadrabes; --mroéa'ygg%a%bgﬁ“ ol g3 y1-propy)-
(2.5nm). To the soI uti on waphadded trifl uoroacetic
acid (1.25nL) at RT and the m xture was allowed to

St rTﬂé’%ﬂe ﬁzrrﬁlg n%lwﬁ' ecFﬁ’i'Qi’ila t&E’{h 18 '75’[%1‘}% (2-chloro-4-

observe reactl m xt ure S con entrated

Pathasy Dhand) IldtleHIﬂMOF?rzelMﬁ%qudéétadf’@(ﬁﬂeﬁ Vigtuwen-2- ol (Example
109) by treatment with aqueous HBr. MS (m/e) = 371.1 (MH").
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The | ayers were separated and the organic extracts
were washed with brine, dried over Na2SO4 and

weraposesed. The residue was purified by flashPCT/EP2008/062412

chromat ography (silica gel, 25, gradient of ethyl
acetate in heptane) to give the desired conpounds as a
white solid (46 ng). M &pi ]ﬁ76 1 (MH). Exanple
112 3- (2-Chloro-4 hydroxyne -phenyl) - 2-

(2-chloro-pyridin-4 yI)-llltrlquoro but an- 2- ol
3@-(2-Chloro-pyridin-4-yl)-3-{2-chloro-4-[3-((1H)-tetrazol-5-yl)-propoxy]-phenyl}-

3- Chl or 0- 4- [ 2- (2- chl of Q:1PYAudr&-bhrah-2-oB, 3, 3-trifluoro-
2- hydr oxy- 1 - net hyl propyII -benzoi ¢ acid nethyl ester
I 35 '

bﬁipbxﬂnﬂleavﬂoﬂ uUtﬁﬂlu@rﬁ) tDItBaAIZ-di-I (1M in CH202| 3m_) was

added drop wise. Stirring was conti nued and the

™ XL S 83,10, 2094949288 RETOERR00BLARRAIZ poBidone (0.5mL)
wiesctadrled - ch}@éﬁprppﬂﬁéd(trmln@‘/lm@bﬂ\)\ﬂfétetrazrde ebd/ Mg £848 823797-

i tﬂp@fﬁnﬁgo@ge%ta%%ﬁanw%z ORgiSocRKL1 ﬁ?tpilgwg)ean\ﬂaﬁaﬁgro 4-[2-(2-

ehleragpridiag-Pirdidi- @leomyéﬁow 8??&1%‘/ gar lyphf(@ll 9?96%

tgﬁdtr?pu 133, GEH& n@ituﬁct W34l lr}eaﬁzlﬁtt@B@ °C kbﬂn[e)mo@msze%nod PLOyEirhitd almost
| e Co olorl ess SO

fqﬂlg teCo 51in (’@ﬁ_l_r}ux e mlaliovieigto bﬂd(d?odlr«g}]?n[t(éwater The

{@seoh$ yo-yppreiatiatediwith pth3] SeBr¢ and tho orgnR- dxyrdetoxyre washed with

kgﬁ?ﬁ PNl 2 F(? Q\Qarypuatéd. g‘ﬂg ?éC/sHug?ga_@i)'_uﬁfigcfb)dﬂghecﬂr&hatography (silica

anesu C acl
- gradiem) o edrypgeetade i hepjnge) 8 gvathetitie|campennd aggcolorless solid

b]%()@ﬁ%%M\-/[Skneg,Tﬁhmﬂ/e)pit?pe/,tl((Mk}@ﬁ)z_yl ester To a sol ution
0

ﬂHémyl}mlTHEﬂﬁbm_bumaQ @ldded NEtS (SOrTg, 0. osm_) under

argon at -10 C. Methanesul fonyl chloride (18ng, OO

1nlL [

for) Z0EAIS RTINS (KIS, A8 Mo B @t ) -
niophxgt piyenybclet Jatt@ﬂ@sm bidarhe ! §3ree dxiny erayiansstgps was dissolved
ml§gi SHa LD 'Toatﬂg sQ0tioe wagr MedQﬁﬂ%FchelU@)i@iﬂ (Y@s$méh herT and

&kﬁ ’TSl eva {ate |vet e desired
ROLHE a8 Zeal TGP SPolor dmovrsdaIsst TPl dpnygEEonyagobserved.
Thé rautiod mﬁitﬁherweﬁ wohdedneratedam vgcn3 g dilived (Withegthyl 3b8atk and water.

B Yskors PPt su s rspyie raesin e prashed it iipg s over
N2,33cindeyapbrated. Hlihe-reﬂ@quvwa;mdriﬁed b dash {hrametographiyi(sibea gel,
%@HE?P@IS&IUI ?gét%tﬁ%;h tane) to 1ve the desuT% com%ounds as ?whne solid (46

or o- 4 oro py FI'di n- trifluoro-
). MS (m/e) = 476.1 (

Example 112

3-(2-Chloro-4-hydroxymethyl-phenyl)-2-(2-chloro-pyridin-4-yl)-1,1,1-trifluoro-butan-
2-ol

3-Chloro-4-[2-(2-chloro-pyridin-4-yl)-3,3,3-trifluoro-2-hydroxy-1-methyl-
propyl]-benzoic acid methyl ester (488mg, Example 135) was dissolved in CH,Cl, under
argon. The solution was cooled to -15 °C in an ice/salt bath and a solution of DIBAL-H

(1M in CH,Cl,, 3mL) was added drop wise. Stirring was continued and the mixture was
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hydr oxy-1 - met hyl - propyl ] - benzyl ester (66ng) was
di ssolved in DVF at RT under argon. Sodi um cyani de

W@ 1®@99)028,s added and the m xture was war med tRCBBPI008/062412

and allowed to stir for 1.5 hours. The m xture was

di | ut ed vvith ethyl acetate and washed with 25 water
Mr-Raafemidd SRR F B B Y Fleg R oo
@hh@m@ttaog reatpalrryect with eihal arefate. ghadiganic efraes hyte wasbedwih brine,
HHed HRPNANS) altn‘a egléﬁ/&a{eﬁ eﬂgeet(%blﬁggwg@%ﬂjrﬁ}éﬁq)y&fﬁ'ws_ﬁS:hrgtmaéography

colorless so
@ilica gel, gradient of ethyl acetate in heptane) to give the title compound as a colorless

{drd@nbongy. 444 @n/(e2~cjgbqr(m1gy)r| din-4-yl)-3,3,3-trifluoro

- 2- hydroxy-I-methyl - 30 propyl!l -phenyl{-acetic acid
{3-Chl oro- 4- E le.1

[ 2-(2-chl oro-pyridin-4-yl) X3mpest ]tsrlfl uor o- 2- hydr oxy- |
-nmet hyl - propyl] -phe 3” }-acetonitrile was suspended

i h3-&dploroeh2- (2HddoxospiirjdiaridylsBi%sI-triflfage-2thydroxy- l-anetByl-propyl]-
C. The mxture was al | owgdy{) %?a&%&'acﬁlﬂd poured into

wat er. The pH of the WD 2009/ 040288 PCT/ EP2008/ 062412

glvas ad'ustedt6 th dllute

NaOH. .
e ,%,Iﬁ\l—trlﬂuoro—Z—

B{rchyskv aeﬁétﬁtflepraﬁﬁ ibhﬁzvexdtéracts wer e dr| ed over Na2SO4
and evaporated. The residue was purlfl ed by fl ash

chro t ogr aph K ica gel radie | ;acet
S A
é,cbllrmlﬂ(umengyltanMSol( (3Dwig, Exahge 115 i(l IWHIE) (lrrEaa/rqglaédeldl]XEeﬁOmg,
6319[1? gflﬁ)erdar ({nza,t 10 °C. Methanesulfonyl hloride (18m 0. OlmL) was added
or o- p di n- 4- Iuoro- - r oxy-
Andyie pyixtyse UB§/111 owedgp ézwf]b}' 3gp5@pt§ﬁ iThe é@qcaogpgﬁtug_e was diluted
Rith %ﬂ@h hQkfe énc[ wadhéd @ﬁuc@srsﬁregwlﬂdsam IéH(szbz séiuﬁoﬁ% aﬁd bellllé«l The

ro- r oX -
Gongter roY e B R aed 8ot e e ngiqund as
ﬁ@ﬁwgl)owva&sceusqnéﬁdems msed MithoAntuythen perificaaipg ¢Fdmag). RIS (m/e) =
{ %onl c acid (165ngy, 0.12nL) was added and the
ure stirred at 50 C for 60 m nutes. Sone

bubbl [ ng was observed. A solution of nethanesul fonic
Step d: {3-Chloro-4-[2-(2-chloro-pyridin-4-yl)-3,3,3-trifluoro-2-hvdroxy-1-methyl-

§rd%>k}1]od}@n§lmaget()gﬁﬁ1@| oro-pyridin-4-yl)-3,3,3-trifluoro-
2-hydroxy-1 15 nethyl - propyl ] -benzyl ester (520ng,

Chen"auasruiehE Ttk Ty e P B Tab P e a2
miro;d)elnnﬂhyle;sppylwbhn;yt asare b8ingNwuadissobretl it MAUF byR T Lider
%%gll YSd¥h fc§7eﬁﬁ<%et {‘%%nﬁg ddelaeangqﬁe Wﬂ&e%%%rl%ew 85°C and

ur e I‘ acte
ailvadrtg am or éthraes. g hﬁ/éméttma\smse@ﬂutvd with bth‘/hecetm arewashed with

QURE 2 NARREH TRE G, Yl?ooé%h%%@ Qereltfedr Rot F#HZ%OQ@ﬁd @%ﬁofreit&ﬂ The
raphy (sil radi ent of

Qsﬁlfylp %\’zg g&g@gﬁl b)htﬁmé ﬁggﬁ%ﬁ)tograpl@f {;ﬁm@ Bel> grag]egt of ethyl acetate in

heptane) to give the desired compound as a colorless solid (34mg). MS (m/e) = 389.1
(MH").

Step 3: {3-Chloro-4-[2-(2-chloro-pyridin-4-yl)-3,3,3-trifluoro-2-hvdroxy-1-methyl-
propyl]-phenvli-acetic acid

{3-Chloro-4-[2-(2-chloro-pyridin-4-yl)-3,3,3-trifluoro-2-hydroxy-1-methyl-
propyl]-phenyl}-acetonitrile was suspended in aq. conc. HCI (3mL) and stirred for 1

hour at 80 °C. The mixture was allowed to cool and poured into water. The pH of the
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conmpound as a colorless solid (214ng). M5 (me) =
522.2 (M#+). Step 2:

W@2¢o3/0€nRBOr 0- 4- [ 2- (2- chl or o- pyri di n-4-yl ) - 3, 3, BET/EPT008162412

ro- 2- hydroxy-| - et hyl - propyl I76 phenyl { - propi oni c acid
ethyl ester To a m xture of

sdhiﬁ%or%?za%acp us(t)e;(c{ < lé(;wtltﬁl Qedpl%e{(:) ’gﬁe a%//l.‘ })usgl’a er was extrac N three
tings jth eégd ecreta(tQ&mh@l)e eamlctmelle 29 oyyr Nazﬁom(mm)ed The
VRRIuaddeHu gﬁﬁﬁéﬁw flash @%at@%raif@ @ﬂlcﬁg lO%n%Eﬂc)lt ofTéPﬁyl acetate in

m xture hen heated days.

hentrng do gy thsdiflee@mnaugdiias splodpts sehid fLoomea oM (FHe)eT H#O$-1
aaet'ate. The organic extracts were washed with brine,
dri ed over Na2SO4 and evaporated. The residue was

purified by flash chromat %(%%%@)yl]%si lica gel, gradient

of ethyl acetate in 30 h o give the title
conpound as a col orless, viscous oil (127ng). M5 (nfe)
450-Chloke4)[ 2-(\2@@0@%@1@23@1}3@5@1@@@-@6@@_@- L-wigthyl-propyl]-
Step 3:

3-{3-Chloro-4-[2-(2-ch or pmlpdonﬁc%fayl) 3,3,3-trifluo

2 h 1- hyl | 1 h |
[0 ydr o y AHEE{Zychlorg rp?flpl)ém 4-y en% trii'lugrroog Ihggrlo():w 1-methyl-

{)12)1)6/2=B‘ehkyﬂr ﬂ:aﬂmﬁt gdid dibthll pstd, 3, 3-tri fl uoro-2- hydr oxy- |
- met hyl - propyII -phenyl | -propionic acid ethyI ester

gglls 1um R éing% c‘ﬁ)’%ﬁ}inimera HEIOQ)S n%%_vyas suspended 1n5fI—IIF &ZdnL) under
angghtat Bﬁél D@Vhy&mxlpmceladm eSmgdktngln) wvasstddtd @wbtiiletrmxmre was
%rréa thQr"C%0156d'119H{Lﬁes gorgle E%bl v%f% O‘Bger\%@ﬁ AR dﬁioﬂqq at

ter was H was adj.usted

ﬁ}qthanssumflw 3éﬂdl %ﬁléogqéééﬁ CHtgro DXdisof o} 234 tiflioro-2- hydroxy-1-
Rle@fd- @hsp':yi ebé&@;%l ets@f (@@mgTBBtameaﬁruEﬁarﬁﬁé 1eXtsfepaih) e@lmpt(lamL)

t h | t t
i e At T B PRl Sr! R SRS 150 st AT AGmISRES T
tortvlemotﬂwmpﬁrmeﬁ a$LGo kahaiyneﬁftashza tingd. @hb esstishidure was

lnt Qﬁg e?c@e l?)eth 2&:%8 T @ahic extri@MRLR washed
b ¢

pith (bhlln@{ d‘r 1qdyfwredeS@4 whyl evegpo1atqd tThefrtwoN dsuuaified by flash
Hehato r‘gp}g’(klﬁE@ g'i‘?dl@f@(’@f =BgDZRnRaTA dptanft 15@&1'3 Yile e

ester th oXy- benzeneaceti C aci g
F@@POWZ asglf@@# eibwﬁ (Gkangs My @¥/s| ved22AMNBoH (210n)

and H2SO4 (0. 7nL) was added. The m xture was then

sep U8 Ghven - T -chivied-badidih- el $- 3r3e3richro 12 -vale oty Bfgkthyl-

t he 1e i d g was di ssql ye |n et hyl acetate. The
1§0) f.—she Li— (¢} 1on1cacge¥h(fi sat. NaHCOB and brlne

dried over Na2SO4 and evaporated. The title conmpound
was bGbeaninede ais2-43-chighe-4H2 drehdirp-rytidin-464) 3,3 dritiflwerp-2-

Hys&gxymln&g&l gr;%ﬂ;%@nmr fnfalo‘fl?ctdcﬁﬁdlet Miﬁﬁbm %)asa (29mg)

5 S&d I()Swas ed gsmal %@ou@q_q)f wa§ré OélmL) The mlxture was then
Hez(t&i- ehil40 Q16 e R ORYe D@ Was PO ORAARio0y AEd LhdreRtrBytkd with ethyl

ester . . . .
acetta?e. The organic extracts were washed with brine, dried over Na,SO4 and evaporated.

The residue was purified by flash chromatography (silica gel, gradient of ethyl acetate in
heptane) to give the title compound as a colorless, viscous oil (127mg). MS (m/e) =
450.1 (MH").
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2- Chl or o- 5- met hoxy- benzeneacetic acid nethyl ester
(994ny) was dissolved in THE and cooled to -78 C

wao.eaobiogn2ss | sopropyl am de (2Min THF, 3.72nm) wWesST/EP200$1062412

drop wi se and stirring was conH nued for 30 m nutes.
| odorret hane (879rTg, 0. 39m_) was 25 added and stirring
n

m@a&@hm@ma@@_was poured into water and

extracted with ethyl acetate. The organic extract was

WS N3 WiH 80D | N02-cAIb &Sy RHRLA-yNBREOhi@ALlo VARG AL Plhncthy-

The puri flash chro
qupv( d%eaﬁf Pm@?w |aa§<9§wé€%er ® é%fl&%@a%[@y%ﬁ% Hg%@ ({m)- To the
ﬁﬂﬁﬂld@daﬁzﬁiﬁﬁ@ UNDa@NaDY eh’nD)/\tngﬂre { 8684 )1 ht 1&0 ni¥MRre. The

ait-?on( xda S%Hq)wed%?g% a’(t gJIJ-%f_& g ho§r56§ l(e%rHs)o on vias Lf%%(uaed_gt that
W@rmgdmﬂ8h‘?ﬁﬂlvﬁi§aﬁﬁﬁieﬁﬁdéﬁ2— 3t dluepa@ieous HCL. A
%)l%ées%*&lqult_ %_%tfﬁ%é/d' d}hr@&vgsoé)(%@éeg ng%r% af]et:ilte and the

oXy-pne - Propit oni C aci
exgRBic CRBHBIYYreweshedivisly brm@ ried oy eyl N+ em@wpom The title

EaRp&thd Was offaifred 43 d SRHEY SdUmB A H NS Ykl ©a, 720% 4101 (M-H)".

tol uene, 3.69nL) was added over a period of 15

mnutes. Stirring was cont gﬁi}%r 45 5 m nutes at

-78 C. Methanol (2nl) vvas d then I N potassium
sodiumtartrate solution (10Or). The cooling bath was

r 31t \(@domn® ntebleoxyi ptteny B- 20Qschddloopyeridin el- yig rh, t-triflRFo-butan-2-ol
The m xture was diluted with water and extracted with

%BM' 2 RGEIBLL meftiy YelANeSeetl FME MRS Y@shed with

brine, dried over NaZSO4 and evaporated. The t|t| e

b d | | |
S G TFIERHOF OO 10 CAPI A, o+ 100/ RRRD was

Bs01%AGA 3) 601 .(ZRS), anHH,SOF (B84m0 wad EldedS THO Mg dre widd)then
Eﬁfb%6 d\}e nﬁu‘t l\%et%lan(;l%\"as re':]!}lbved i) vacu% ahd%h'_p, 1‘651]c1ue waé ngSOIVed in

chyl2acé]ateoifbe brgampichapey wahemspledl with(s2t. NalHSE@> Mbrmendﬂed/dwer

E’ag’(ﬂ%@a e%g%’aastig @%&fe%oﬁlﬂgafjg %\E, ggfaﬁl%d%%'&ﬂ 011 ((]jO 16g)
andyRLsee wibput %ﬁlﬁbwmﬁﬁgﬁ@s PR 60iCdeCls): 7 7L§ﬁh H) 6.83 (d,
@Hb ¥ id@deorplze (6118 35418 2HIF3.73(s13AL) was added at

over 3 mnutes. The m xture was cooled in an ice

S P FeEl (710ny)
di ssol ved in THF (20rrL) was added drop W se over a
per i 2ChddrolB ekt denzcBieadetic agd washd esttr (99duhg) ons diswlved in

JT'pILFra‘?ld cggl%d L& a?%“dﬁﬂ tﬁnuﬁdﬂs@p Wgﬁ%ﬁ%#:r(%g/[ nanQF V@&ﬁl[lL) was added

racted with
dm Vwa%ﬁ@oﬁtwmawm ¢<mémudq1 f@dom@ﬂtemdzéme@ﬁae (879mg, 0.39mL) was

SYRBAnALEHing B cbﬁﬁmﬁiéa%mnz&t@y Th 'c&qu%)baﬁ{ @A8$removed and the
chr onat ograaie% Sili ca %el gr a,ghent of ethyl acetate d
A LAY g pen e Tisefisa B C BB OHER AL VR Bl e an
@tti‘ac(eﬁ%ﬂ‘géthyl%etém Ehe orgddid eRtr{dvithg washied pvith brine, dried over
% (j‘ and evapor%tngtlth%xrgsuﬁ)lyeev(f%l Qur%leé %y %Qéhoghro%{dggdp@ly%mﬁca gel,
ethyl acetate heptane 1:3) to give the desired compound as a yellow oil (859mg). 'H-
NMR (g, CDCl3): 7.27 (d, 1H), 6.85 (d, 1H), 6.74 (dd, 1H), 4.17 (q, 1H), 3.78 (s, 3H),
3.69 (s, 3H), 1.48 (d, 3H).
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2- (2-Cnhl or o- 5- et hoxy- phenyl ) - 1- (2-chl or o- pyri di n- 4-yl
)-propan-1-ol (140ng) was dissolved in CH2C12 (20nl).

waeoopiimssol uti on was added 3A nol ecul ar si eveRCREP2008/062412

(140ng) and then tetrapropyl a_m/‘gapi um perrut henat e
(15.8ng) and 4-nethyl - norpholine-4-oxide (121ng). The

0 92 Y9801 000 L SushUr L GoRudne. The reaction

and the colum was eluted wth ethyl acetate: heptane
3: 7. 2 P& hdgror ppreithre-Hheapi ipoorsomie neid coethylestdr @ivfmsg) was
gnaidah edlub I\%bl\ﬁ%) LA codlbd 10278 OTPOLR BTl BnFRLAH y8Si8e (20% in
m(llSrrgi. Gl(ngg. I on, . I;[i?) = 308.4 ((MH-). ‘30
%#%1663_3.691’1‘1 ) was added over a period of 15 minutes. Stirring was continued for 45
Brif@eChtl-08 ﬁ(?.%ﬂfﬁhlhkgxymmbl ey h?deal-qa(la-tl@dﬂ oy @o’lﬁysﬁlhlﬁisﬁdi‘ﬂmy{artrate
-1.1 1-trifluorosbutan- 2-ol This mater.ial was
e TGS b8 Payatine ! By R freifuoned to warm to
RT( Phemixdnig-vérs diluted with water and ex_tra_cted with ethyl acetate. The organic
ém%&eﬁﬂg?wtﬂ Pg%%},gﬂ%ﬁltoggrqq PO, g éVAa'pX{a)técp TRP@te l:érﬁpgund was

10 rea
9bﬁamgg of @)ﬁﬁh‘ﬁ@?ll?‘f“ ioHd 7 Hymi angrveas uped wishouyturthergomificationy 'H-
Natr aputryCimonisme)| nex i ga 0 2009, 4#H02886 (d, 1H), 4.10 (q, 1H),
g ,2‘2 08?0&12,3{% s tgi h)%t e@%ﬁﬁ). The 't Te) (@ 1)
%ﬁﬁ%é » I ined as a colorless gum (70ng). M
(me) = 380.1 (MH#). Exanple 116 4-Chloro-3- [2-
£@2p ah?-92-Ghpyroi drethbxyipheByl 3.1 32t dhil droupridir2 4 hdpiopya-1-ol
| -met hyl - propyl] - 5 phenol
3- (25 Or BBt | L2, (12 Clth Q5.0 :
v 1 o2 RABBREY [ ROGTYS i X QL 50T E L b in T
{fi0s8ig]apea s HitoRREisPD[BUHIERaH e bloride ilgutn @lore comples (149
§OTME] ngBrﬁlt W RAed hi Ibl;@ﬁé'tr@em_(nlﬁési ’Fh&'ﬂ%@\l%! wa%-cggmti-ln an ice bath
wa ro se and stirrin s,_contj nue :
2 blr SRV P SRR HoRI e T ok ke in THE
Qo) Avas hdd@kdropctietovst b hersad of NakltUBessStirtink ovas asittinued for 1.5

B(r)lilrg.el‘hedrr gc%fj n%’&¥ rel\@v%ss % 2 9 £§ WA e?rea)l(ttre gteii -Iv_vlﬁllt% eth %%E:eqéjt% and the
was purlﬁe(ﬁ) by ulz;lsh ‘%ror'ml%ography (aSI ica ge>f, '
etghyic lgeevas wadhad ethttaime, @ricd) ovteo NagiQuenntllgmapdrated The residue was

gﬁ’ﬁﬁ?@*ﬁwﬂﬁﬁ cRrd ry{g%ﬂgﬁ?}i(;ﬁ%lfl %Q, éx%&@ﬂ&)f etMagéﬂt@ln Reptane) to give

66. 0 ('MHF) . Exa , .
the desipgdgeraasngae ayeiavsoib (B4me) s M§drde)a= AP oy 4-
(6-net hyl - pyrazin-2-yl)- 15 pentanoic acid met hyl
8®b 61 2-Th€hlldrbol B nfeiROWHEn MRS - (2F &G0 ridin-andl- idpaii-0 -one
Exanple 1, steps 2 to 5, from 2, 4-
di ch nzeneaceti c,aci thyl ester S Reg. .
01361 G LA o o B B S e R i P et (140m
erdgsRbgd iN6H 65X 208 1). 9o, thistspttionass rddial 34 owl@uls sieves

|
R R e R R
grogpholineti-gpee el2dge. He raXgEe Mipp aldasyesy togiis foy 2dpuzs Thg reaction
AiUtealisngpBabditec@N€o & Bifica gel column and the column was eluted with ethyl

acetate:heptane 3:7. The appropriate fractions were combined and evaporated to give the

title compound as a colorless gum (113mg). MS (neg. ion, m/e) = 308.4 (M-H)").

Step 6: 3-(2-Chloro-5-methoxy-phenyl)-2-(2-chloro-pyridin-4-vl)-1,1,1-trifluoro-butan-
2-ol

This material was obtained in analogy to example 1, step 5 from 2-(2-chloro-5-
methoxy-phenyl)-1-(2-chloro-pyridin-4-yl)-propan-1-one (110mg) by treatment with
trifluoromethyltrimethylsilane (2N in THF, 0.39mL) and tetrabutylammonium fluoride
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followi ng inproved procedure was used: after addition

of NaH at r.t. the reaction mxture was stirred at 45
w@2§00/04@8h. After cooling down to 5 C, bronp- aREL/ER2008/062412

acid methyl ester was added and the reaction mxture

mas stirred at 35 C for 3 h, poured onto ice-water and

yéxa %‘?%mgil'gh%tlt?ey ConfSetndteis oL\D/%ugeryas a colorlzess gun[l Wnllg) MS

(2/ed R8O 15 phenyl)-5,5,5-trifluoro-4-hydroxy-4-

(6 met hyl - pyrazin-2-yl)- pentanoic acid

3-(2, 4-Di chl oro- phenyl) Exmn le 116
-5,5,5-trifluoro-4- hydroxy 6- met hyl - pyrazi n-2-yl) -

e cid th ester e 117, 42ny S
BT B bl gy ot 705 BBk gEs watb T R propy !
aqueous solution (0.2 nm) amndessdli rred at 40 C for 5 h.

The MeOH was evaporated in vacuo and a IN HO aqueous

sol ug th(l(?rogS —E]e)[ho%smpﬂ%ﬂgz 9. (2 T88oro8 d‘ilil—s?;%rl)s— Y3 Hef?ﬁliugfb—butan—

was e rac th | “acet

groh eagnpllay/r 293waglevasedisseliedut GHufl éio@mlﬁrqonhed tePi’edA

Qo BARNRSH %@H{uﬁ@%@\d andHeBPR6RE Bwas Ha8eRop wise and stirring

2009/ 040 (gS PCT/ EP rﬁ}624 2 -80 resi dg V\?

pat fateded it ¢ G ﬁwﬂ% cHERAIRYIKLITS ey @g 1 with (.CL,

@ﬁﬁicfi:ﬂ&wnﬂﬂsah&m}ms goldtior &nd lginee dtibotdr Na%sogmwa@ra&d The
ol orl ess 0

Eooife P E80G0Y 58h Kb pint Bilsmemy o e gl B rane 3:7) o

give theftitleaoorpeting ks prapyless selid39mighiMs 2mdne= 3&.00 fgH").

title conpound was prepared in anal ogy to Exanple 1,

steps 2 to 5, from 2, 4- dighlQiokgnzeneacetic acid
met hyl ester [CAS Reg No. 91361-41-0] and

2- benzyl oxy- ni cotinic acid (whjch as

des érétﬁ‘e@l vaP?‘F P Hil |‘%’6¥de6¥ ﬁdn%tgrldexrazm-Z-Yl)-
| eading to pentanoic ac1d methyl ester

2- (2 benzyl oxy- pyridin 4- yI) 3-(2, 4- dichloro phenyl)-l

t he Eféelg] {21;% (l:'loorrrl]gc%ub L(Jitwas dareépared 1nbanaL0W?odE)?a¥naQCll &%92 to 5 from 2,4-
é!dhbroble@%rm@ce(t@ agig nggthylrestet E@AS Bcg é{caﬁ é36(1145160h41)d 6- rm:thyl 2-

g&rgﬂn carlf%:gpé’ Leid f@A§ Re 'E@?ld 6 ﬁ@%%l@ﬂ yd Abd ﬂoma%@

roved proce ure descr| I n exanE
hdprazipsiollepang aproseduge fromdishweshiyar aitdloh Qgg- Chem. 2002, 2,

3563@9 Z¥p Q)XrohPNeOhdid |n§et edler xzasca?;le@ fiarl zﬂl&ﬁht@rﬁg dgehtand the

id.(9.45 and ben alc ho
RiloSita ot Bcodes vty er adinds ad ol Ehie saesien
m2guiz s sbetdaets ADfa23 HCAftEheodlmgcbivarto SHTXbiomeo-wasic acid

Hgﬁﬁrl gsttcgrv{;a% ‘%{18&1 a’llﬁi'sthgréﬁﬁ&b gltn?tg.?eev(rﬁt s‘tﬁr%zl (agg% o(;6 {ﬂl'll hé IIgl)aured onto

Extwadataad extiraed with hthxaadastate. Mhe(rotrsi 4q?éd [é@de]ous

phases were treated with concentrated aqueous HC

until pH 3 (16 nl). After gQmpldnrighe solid was

filtered, washed with water and dried under high

vac %U(T 4- blch (;r\(é ephequlygl)—t5|,g,ﬁla—?riﬂuoro—4—hydroxy—4—(6—methyl—pyrazin—2—yl)—

pentanoic acid

3-(2,4-Dichloro-phenyl)-5,5,5-trifluoro-4-hydroxy-4-(6-methyl-pyrazin-2-yl)-
pentanoic acid methyl ester (Example 117, 42mg) was dissolved in MeOH (1 mL),
treated with a IN NaOH aqueous solution (0.2 ml) and stirred at 40 °C for 5 h . The
MeOH was evaporated in vacuo and a IN HCl aqueous solution (0.2 ml) was added. The
resulting suspension was extracted twice with ethyl acetate. The combined organic layer

were washed with water and brine, dried over magnesium sulfate and evaporated. The
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20 conpound as an off-white solid (9.8 g). M5 (me) =
228.1 (MH). Exanple 120 {4- [2-

W@ 2904/0828h1 or o- phenyl ) - 1- hydr oxy- PCT/EP2008/062412

| -trifluoronethyl-propyl] - py_rﬁj{&gj n-2-yl oxy}- acetic
aci d net hyI ester 4- [2- (2, 4-Dichloro-phenyl)

Ee,g1du¥ wa Mnﬁeq bey qafg chor S n%r)aghy Qs{h(%gglel] T:th%’l da'?:'étg%riln %Iegt_a%é 2:1) to
gi5e ﬂis:)tltleammptomeétaeel cwptltss lseroisolid 6ieg) cM&dinde e tth:p (MH").
ester (0.03 nL) and silver carbonate (53 ng). The

reaction mxture was themgghipld a9 at 145 C
(Bath-tenperature) for 3.5 h, cooled down to r.t.

SR o O A SR B SR a2 e

gel, ethyl acetate/heptane 1:9) to give the title
corrpﬁhmdtlﬁeompxtmfdl esPrepared BOnaippy tdVBxa3iplé M sgps2 t438{rdm 2,4-

(502909 g@g@@gg@gﬁ gggowégm Ao BRIy oy

jsonicptinigaeid fehish was mmsly lap despribscy et &c%lorq) isonicotinic acid),
héh&thQ@IzJ(Q b%ﬁiﬂio)&eﬂﬁﬁﬂlm S Les- (éle cilalloro -phenyl)-1,1,1-trifluoro-butan-2-

- - 1-'"hydr oxy-
ff‘? lfolwﬁgrb ﬁ%ﬂw 6%&96}‘?{1}‘/ Piotﬁtwﬁrwmbgh@rgg@agl@gymeg/c 10%
W08 ¢)LaRthwctvas (UsEH0). Viestep A, hethylidQidetvas usddichstah @BlyRaing

t 5 t
U bt B o a ki B ) BB it g o0
iMeél't.eaction mi xture was stirred at 55 Cfor 17 h. The
reaction m xture was then cooled down to r.t., poured

PRLQra¥Bh OF 2 R\l R SXtiE Agh.ed twi ce with ethyl

acetate. The conbined organi c phases were washed with
brine, dried over MgSO4 an ncen in 10 vacu

The %&éﬁl QeSO B 3CH] @&5@3 aflﬁé?gﬁzy ﬁlﬁahrgt(é@?%ﬁmriéw@olved in
BIMP CB0gRL), afd bithted aettBhOKNEPL N eetaaeﬂ 00-26 ecgrlveereﬁ&tﬁ)n

I d | 9
Jffﬁz}tgl)’ee v(\;e?sgggly gur(«%iﬁ;i% %;‘( glﬁaéﬁ—éenfg 151 €) f?)ﬁg i]i co%qu down to r.t.,
p@yréd Dito watar &1 Pidenl lapd Extinyadecdoteyee with water. The combined aqueous
l}lﬁséé fld ?IreQ{ZH'wg%ﬁ' XQ LRV acftieQLrEhRYTIERS 116 ). After 10 min the

fcﬁﬂ(vzaslfﬂqgrqglhw@%d PNyt anddrépdgsnger high vacuum, to give the title

borthpbdd dMRrare Milte RIIRRY!E o): 219KArFH-228.1 (M-H
p(i/r?dl n-1 21yI }- acéil Cﬂggl dg)rret h?ﬁ eZst er ((Exarr)pl e 121,

40 ng) was dissolved in and treated with

IN NaOH (0.183 ml). The ?ﬁ%‘éﬂ&’i%lzﬂxture was stirred

at 55 C (Bath tenperature) for 2 h. The reaction

mi{4{ 2+f 34 Mshlbfvephaybt ety diown- ltlmiﬂuotometpiyl e®paljpysidea 2-yloxy}-
to pH2 by addition of t1@988 cand the MeOH

evaporated i n vacuo. e res g suspen3|on was

then extracted twice with et hyI acet ate, the caonbi ned
4-[2-(2,4-Dichloro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl |-1H-pyridin-2-

one (Example 119, 158 mg) was dissolved in toluene (5 mL), and treated with bromo-
acetic acid methyl ester (0.03 mL) and silver carbonate (53 mg). The reaction mixture
was then stirred at 145 °C (Bath-temperature) for 3.5 h, cooled down to r.t., filtered-off
and concentrated in vacuo. The residue was purified by flash chromatography (10 g silica
gel, ethyl acetate/heptane 1:9) to give the title compound as colorless oil (30 mg). MS
(m/e) = 438.3 (MH").
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organi ¢ phases washed with brine, dried over MyS04 and
concentrated in vacuo, leading to the title conpound

wW@200004028hi te solid (33 ng). M5 (nfe) = 424. 1 POHEP2008/062412

Exanpl e 123 25
2-{4-[2-(2, 4-Di chl or o- phenyl ) - -4t hydroxy-I-trifluoromet
hyl - propyl ] -pyridin-2-ylo amde The title
conmpound was prepared in g%%r%gyﬁéo Exanple 120 from
4- [2-(2,4 dichloro-phenyl) - drOXﬁ
{4 - 2,41 Blidverohghenyb ophydroxy- IHn@ylprcdnﬁ ?-proeyll xexgp? d-pyridin-1-
119, 100 no) and 2- byprmapcetafide &2 mo). MO (1 e)
= 423.1 (MH). WO 2009/ 040288 PCT/ EP2008/ 062412 - 82
124
3- (211) ﬁﬁ? 2HPisRiresRBEI) 1-hyqroxylririlugeqretbyl-propyl]-1H-pyridin-2-
bﬁ.’e ((Eziaﬁi@tdwn@y}(ﬁllh@yws diysolvad i FHY (118 biﬂ)az[hd t2eaddd Wiile t-BuOK (34

glffzf:(f%r%mtlge S AU n@? %]h g: ggersllﬁ gcﬁnal g eﬁter 056(3& m :) was ac?ded and
therrreatdtlao morerhyhs piropat b5 °Q fo+ lﬁyhr i Tdhie mee@tlom mlgtExcawpd tgen cooled
&&\«9 t(;l'pg) ﬂwecﬁﬁﬁgo Jvatlgf ;@%gﬁﬁf {W&X’feﬁtﬂ?ﬁg %’Kfl%m Jcdthtd. The

(q_mbfmgﬂ @fgag}cd)hﬁfﬁé XEFY quhﬁ§, mlt(lg)lyme, dried over MgSO, and concentrated in
Vacubl Tﬁ@&glaﬁ@waylburmeanw flash @Mrohcalusgr;pw @8 Ylsilica gel ethyl

S OB ey B ety 0 egq,ﬂ‘;lgpfgp@gaegx@ﬁeg "SRG {8 mg). Mis
OnGh Fo436:1phéHy).) - 1- hydr oXYy-
-trifluoronethyl-propyl] -1 H-pyr| di n- 2-one (Exanpl e

119, 100 ng) and brono-ac e (0.022 nL). M
(me) = 405.2 (MH). Exa?r%@%i 1622

24D|chloro phent/ 1,1,1-trjfluoro-2

242[2}1 )pgzhyérpﬁyzl tylrﬂ}qusmthﬁLprpBYlilo@XO Hpyridin-1-

[ 2- (2, 4 Di chI oro phenyl 3,1} -abethy4HOXY- |
-trifluoronethyl-propyl] -pyridin-2 onxy} acetic aC|d

(! i R P R D Ty i e S ARy S 2ok

pymlchmlﬂxj} -ateti¢5icid raetbylhester pibvatripdan] 20f 40 nighdva¢ Bissrgyed imadeOH (1

&%?, %dﬂ[%&d elﬂ{ @gg{'ddﬁ (g% %(\%1 leLZ %rtjegﬁlon%gllxgﬁg g\faégt%rf}ei%'\?(t:% °C
elépile buRpaHCHraAdere hﬁ@deaq’ﬂ@nlr@me wys thenespoled dmavp to ThepH

ﬁcﬁaﬁéd %Hﬂb%ﬁ&mﬁoﬂ\@ﬁlﬁ E@ﬁeo%q{@lcir%ﬂthtz M&ﬁi%iﬂ%rﬁ%@iﬂ vacuo.

etate The CcQ I ne organi c
@ﬁ? Fraultigg supepiien WR@%@H eé‘ﬁ%ﬁ%‘i‘i"é@n“t’lﬁh%kﬂl %Cﬁtavaﬂ«f&o

oeshid qﬁammskwdrwlfh ethd)Mirikd asdi Mgﬂ@mﬁagha@iﬂmte(dhﬁ vgcuo, leading

B o % ol o RARUP BUETRLERT 3R - Rl i
4103 (M#). Example 123

2-{4-[2-(2,4-Dichloro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-pyridin-2-yloxy}-

acetamide

The title compound was prepared in analogy to Example 120 from 4-[2-(2,4-
dichloro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-1H-pyridin-2-one (Example 119,
100 mg) and 2-bromo-acetamide (45 mg). MS (m/e) = 423.1 (MH").
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25 Exanple 127 2- {4- [2-
(2, 4-Di chl oro- phenyl ) - 1- hydr oxy-

WO 2a0pj04d280r onret hyl - propyl ] -pyridin-2-yl oxy}- PCT/EP2008/062412

1-nor phol i n-4-yl - et hanone St _eﬁz 1: Preparation of

{4-[2-(2, 4-Di chl oro-phenyl)-1-fiydroxy-|-trifl uoronethy

| - propyll -pyridin-2-ylo {a Eef(;c acid 30

{4-]2- (24 Di chl or o- phenyii%é{ ydroxy-1-trifluoromethy

I§ro ]I pyridin-2- yloxy}-acetic acid nethyl ester
ichlarpephengl)- 1@)-tmﬁ@0r9r23é?o(2\7e1@thqﬂw1%1@¥{y “Byritlin -4y -butan-

2009/ 040288 PCT/ EP2008/ 062412 _,-83 and treated with IN

NaC)—| (0.87 nmL). The reaction mxture was stirred at 55

(B tenperature) for h. The reaction xt ur
?E%H e GUNRRY oW Rrepared in anglqey i Fvale %On}r E?y@ 4-

Mldrb%eﬁﬁ)41N1}&1ﬁ1¢1b@91,l-$r1ﬂ1'ﬁ3r0rrﬁﬂﬁjrl ph@yl\}(emﬂpemamezahe (Estample
The uIt| Jg Spensi on theq, c

mﬂ@(’ mg?han blio acet "?[H ’g'ﬂearcl:eo medﬁb(‘)rg Hll/(% phggeéMH)

5 washed with br| ne, dri ed over MgSO4 and concentr at ed

in vacuo, |eading to the thxample Bdnpound as |i ght

yel | ow anor phous solid (180 ng). M5 (me) = 424.1

(Mﬂ!j 2@@81181'0 phenyl)-1-hydroxy-1-trifluoromethyl-propyl ridin-2-yloxy}-
Ei (2,4 D|chI oro pheny } HydroxyylptrplyfJ puyoro e

hyI propyl | - pyridin-2- yl o%f oniitr
- 1- nor phol i n- 4-yl - et hanone {4- [ 2-
(2, 4Thr titid crmop@heinyds)prefardd/dramslogy ko Example 120 from 4-[2-(2,4-

D‘icrh dgr?ﬁ)&gﬁ 1%&8&0?3(411'11}08%%@%? (ﬁ{f]ol})flp%ﬂé} —%%ﬁ%ilgxample
We9r é09 mgan wm%aCﬂommth Oiﬁ)mbhd\ﬂﬁ fra/q) 6= 442 N
HBTU (241 ng). The reaction m xture was stirred at

r.t. for 17 h. The reacti qxafiptd ee Was diluted with
water (50 nL) and extracted twice wth ethyl acetate.

T, ined or ses hed t h, bri.ne,

e B e o B T i Kt oo 4 y1)-butan-
resi due was purified by f | astz2-alhr omat ogr aphy 15 (10 g
silica gel, ethyl acetate/heptane 70:30) to give the

£1I9T2| %1 Em? %%(81% rrpﬁ!\ﬂ’ %g SISﬁgrdrE ﬂ]tﬁﬂum}netﬂ\@ p(rgﬁgﬁ]) pyridin-2-
{loxv-edhrad areghd ayen) (Example-120, 10 mgk wasalissplyed ey THF (5 mL) and

{rBaeBR LK LD | @DIAg)2AYED 2 RYfiddg at 49@@%1%&6:@19&@0%%131{4 (5 mg)
este e title conp was p(gapare

Eﬁ%ﬁ‘ﬁﬂeé a@;{ the rgpdion r{ugtuge ?qr%bqhsgrrgf t45 °C for ) h. Aﬁer coohng down to
dtchﬂ@@@benﬂeqeaﬁemﬂmwaﬁéd&ﬂﬁ;ﬁmbwe$bemm&6&8mmegnuﬁwamn

[l‘%%61 e tg}%a'}%@%ﬂ fe életh W%{;ﬁz' QI,Fgc(rﬁ)g e Cr§%glc phases were
whshet! h\ythdgma?z iinel ol Mghhgnd cpneoedieden f/atcmlm The residue was
E/ cﬁltonzf‘elto ﬁhy @{)%511932 etﬁgp% etafe/hepPafe: 30'7@) to give the

ronnnet 0l C Y ester
U&e@praeowl aslcRlprisss ﬁ@ma{é?smg) ZMSéﬁde)tTlé G-Frp¥sl ed
procedure described in Exanple 117 was used. M5 (nme)
= 513.3 Example 127

2-{4-[2-(2,4-Dichloro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-pyridin-2-yloxy}-

1-morpholin-4-yl-ethanone

Step 1: Preparation of {4-[2-(2,4-Dichloro-phenvyl)-1-hydroxy-1-trifluoromethyl-

propvl]-pyridin-2-vloxyt-acetic acid

{4-[2-(2,4-Dichloro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl | -pyridin-2-
yloxy}-acetic acid methyl ester (Example 120, 190 mg) was dissolved in MeOH (3 mL),
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[ M#] Exanple 129 4- [2-
(2, 4-Di chl oro- phenyl )-4,4,4-trifluoro-3-hydroxy- 3-

W@ eoomesizgs - pyrazin-2-yl)-butyl] - benzoic aci dPGUER1¥68/062412

title conpound was prepared in flnal ogy to Exanple 118,

from4- [2-(2, 4-

ancF Hea‘% P wgﬁ?&/ﬁ%pﬁ[ )/(?5]84} I@nz og geragtlon la‘}fxqil%x as stlfred ”P%M (Bath

(e@mnepul@) 10 @ h. g reggyionsniawrovhs thiah ceolsd HO‘dn (466, phy pdjusted to

gﬁZ giag()htlon%@§N3h uémcmgﬁg%%ﬂ@%’o}orated in vacuo. The resulting
CT/ EP2008/ 062412 l'oro: 3

ftgpglsgm( W@Sfth%?)gragtqs]w;cgw qt y}@gﬁyqe,_ e combined organic phases

{veshra Wil brmé[ aﬁécﬂov?er MQS(nraﬁﬂ)ébﬂlcentIJ@@ﬁZﬁ) v EcudClediAR tdhle title

SORGEE T e e

ChI or o- 3 rret hoxycar bonyl nmet hyI benzoi c acid nethyl
, i )71 » amfluoromethyl-propyl|-pyridin-2-

"o ' " xylic acid [CAS Reg. No.
P 10 E‘H & '%gﬁ&pé)g from 2, ES di met%yl pyrazi ne

foI I ovm n Dpr ocedure from Vi shweshwar et al J
8&»@ tentomsghenyh ‘oo Bl RgTIedH dEsRAls kB 2
ﬂ%xﬂnac@h&(éfdl@( mgn@ge@ialtmmohﬂeo DARIYVE pr(@ﬁl@w@e treated with

T%?—él:- )Iflbegrﬂgggﬁ%m@ﬁ]} réﬂﬁ%?@s@g 1 mlv§ 'Ehe regc‘uon mlxture was stirred

3, 130817 hi Theicsaotidh mpdaexyas dilutedtwitH wter (50 mL) and extracted twice

&ﬁ?%%&etag% r’]lgm cgm%uyed)orge[ngtpff zlses w%)rg %9’%6% vé)‘{‘;ﬂ Birul:[eh gili% over

n ana
MeSt ang hq)lmegtrgted in vacuo. The residue was purlfled by ﬂash chromatography

(3 1l§catgrel fe{hlipﬁ&tage/ Ry 30) "B LRY Ithe%ﬂ(eﬁ:oﬂﬁidﬁ)’lh aPWh?tg Kolid

p benzoi c, aC|d 15 net hyl ester (Exanple
&@ém@olvﬁsg( %% 492 9AME Dol i d (47 mg). MB (mie) =
373.1 (M#). Exanple 132 3-

(2- Chl or 0- 4- net hoxy- phenyl|Bxample 128
(2-chloro-pyridin-4-yl) -1,1,1-trifl uoro-butan-2-ol

Q? %4%@1‘39{"@8%@) 30 @%EJBE(?E%[Z%%M.% 20 AN pyPazin-2-y1)-butyl]-

chl or o- 5- et hoxy- phenybgnmmtd@hﬂ@mrnet hyl ester
[CAS Reg. No. 90919-41-8] and 2 20 chloro-isonicotinic

aci drRetifly &orﬁﬁ&ﬁfd wd ﬂr@ffaﬁ‘éﬁ in@hdogy 8 E}Pﬁn}ﬂe angep3 2G81, from 2,4-

@%E@é@iﬁ%ﬁﬁ?ﬁc@% |a85 %{Eﬁﬁtﬁbwgﬁswp %@o‘hh Qb%qﬁéﬁi%&al 2-

pEASnRaghoxMic ad2d RESR3Q Nl 5541241-8],gyhidndas made from 2,6-
é%lgﬁﬁyfaﬂ?g lfo"llowmg a procedqu%rgmx‘ylsgv%gsﬁ%gr et a?AF d:\;g Tehe? 2002, 2,

556. In step 4, 4-bromomethyl-benzoic acid ethyl ester was used as an alkylating agent

and the improved procedure described in Example 117 was used. MS (m/e) = 513.3
[MH'].

Example 129

4-[2-(2,4-Dichloro-phenyl)-4,4,4-trifluoro-3-hydroxy-3-(6-methyl-pyrazin-2-yl)-butyl]-

benzoic acid

The title compound was prepared in analogy to Example 118, from 4-[2-(2,4-
dichloro-phenyl)-4,4,4-trifluoro-3-hydroxy-3-(6-methyl-pyrazin-2-yl)-butyl ] -benzoic
acid ethyl ester (Example 128, 274 mg) as an off-white solid (165 mg). MS (m/e) = 483.3
(MH").
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25 (34.7 g) were dissolved in THE (720 m ), cool ed
down to -72 C and treated over a period of 1.3 h with

WA 2@9Mm8BuLi i n n-hexane w t hout exceedi ng - 7BCTZEP2ZN&062412

reaction mxture was stirred_%fs_-?Z C for 15 mn,
warmed up to -20 C (duration m'n) and treated

W th saturated aqueous NHéhCI fé) ﬁ” After 5 mn the
reaction mixture was extracled Fwice with et hyl
acetate. The conbi ned organi c phases were washed with

s dtChlqra6- [ hBariflugre-ddhydvesy- Mysolyl-2F (& mewhertt ppfaginargfl)-propyl]-
concentrat ed in vacuobggzdéglgnﬁmy@gﬁgge oil (46.5

The resi due was purl fied by fl'ash chromat ography
(600 silica gel, eth etate WD 2009/ 040288
pCT/ ERo B seRstns Wasﬁgﬁaﬁecﬁ‘é‘ﬁ%lﬁ& o Hyample i s >, from 4-
Chldre-3conphouydriamy bnahgebeﬁmle acif ndthyl dtér [IC @ RedVBlo. 600047-41-

. 294.2) In.ste d| S .an
40 o Shel R RIT Xt R B, A AP B iy mace
framBk@iphethtlpyranias fdhedng NBrc(qaﬂla’)e fmr@’mhweﬁhwaf]et alg J. Org. Chem.
%@@WEI 5%611%%'[6& p?lllcqu)q 1 é %as used as alk}/latlrég ﬁyat and the improved

| oro-
ptqqgilﬁyﬁesfg m]ExarrH)i&e |was used MS (m/e) 389.4 [MH f/

3- (2-Chl or o- 4- met hoxy- phenyl ) - 2- (2-chl or o- pyri di n- 4-yl
)-1,1,1-trifluoro-butan 2-mhmpkxestpl e 132, 48 ng) was
di ssol ved in 48% aqueous HBr (0.9 m and stirred at

nagur for Th eact |
aghb G R SRR ) LR Rl B S apyopy)-
NaHCCB and extract ed wi t h tenhgic agidet at e. The conbi ned
organi ¢ phases were washed with brine, dried over

My SO4h aRdke &}fﬁﬁ&g{rﬁtﬁg }JrEbaY@fﬁﬁoana% td E}?’iﬂlllﬂlé TQB *?Iro(ﬁ‘{\@ chloro-3-

re3|d rified'b rratogra

sh$pdd @@10 22 gtfqlfm écr@f%tﬂe% HeFreamd-Pyragn-g @ﬁovél t%ﬁ@zow acid
fﬂetﬁyﬁesﬁ&ﬂﬂ@ﬁﬁﬁledso 05d mahbd & whitd sodidi(d7 (ﬁ-’g4 W8 )(m/&6= 373.1 (MH").
(me) 364.0 (MH. 15 Exanple 134 2- {3-Chl oro-4-

[2- (2-chloro-pyridin-4- yI § trlfluoro 2- hydr oxy-
| - met hyl - propyl ] - phenoxy rﬁa - pr opi onam de
3- Chl oro- 4-

[ 2=(€-ﬂd¢ﬂoo4-meplwfimh¢nm)32l-92:61,1&03P)tridiﬁ+4u3dbd,lzl-hwjzftimmbutan-}ol
-met hyl propyl]-phenol (Exanple 133, 200 ng) and
2- br Dride &ﬁﬁ nﬂaﬁ%%?%éaqn(a%ﬁ%gm Exa%{i)lé n s@@p@@ttaxl from (2-

et am de ) rea roxi d
aﬁymaﬁan%}ewr a%ﬂ%%lﬁﬁ Bethy esutﬁrﬁ%«‘\é n% Al B ifmd 2-
Zhlbrooi3onileftifEt hMHnﬁH’tl@)ﬂleﬁtBﬁm de (272 ng) followed by
sodi um hydr oxi de (66 ng) was added and the reaction

m Xt Xftgrna etghg{e]p? 5 fuq(! § gaII éain dl% Eegl%tced B){ frie féﬁ'l‘dv%{lg rrgﬁt%%gd one-

was repea i me reaction mx
ﬁﬁﬂ)gt(@ddwsrth ice- water (10 mL), neutralized W|th IN
aqueous HCl, extracted with ethyl acetate (2x), dried

25 OY%I&QSQ%&HQX;FIN%@!FM AbRMofimhnYids YOAS Reg N&ES50:3-39-9]
Y\@lb zogl'larnldflI gg)rr?(}/mgtL% 2-chloro-4-methoxy-benzene [CAS Reg. No. 54788-17-9]
(34.7 g) were dissolved in THF (720 ml), cooled down to -72 °C and treated over a
period of 1.3 h with 1.6 M n-BuLi in n-hexane without exceeding -70 °C. The reaction
mixture was stirred at -72 °C for 15 min, warmed up to -20 °C (duration: 35 min) and
treated with saturated aqueous NH4Cl (400 ml). After 5 min the reaction mixture was
extracted twice with ethyl acetate. The combined organic phases were washed with sat aq
NH4Cl, dried over MgSQy, filtered off and concentrated in vacuo to yield an orange oil

(46.5 g). The residue was purified by flash chromatography (600 g silica gel, ethyl acetate
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chromat ography (20 g silica gel, ethyl acetate/heptane
1:2) to give the title conpound as off-white waxy

WGI00H402850 my). MS (me) = 451.0 (MH+). WO 20001/0EDASS:2412

PCT/ EP2008/ 062412 -86 Exanple 35 3-Chloro-4- [2-
(2 chloro pyridin-4-yl)-3, §r|fluoro 2- hydr oxy-
QR I enzoi c |d net b est: t
n%ar atl 1@ to g?(r ]the tflt?eucé)rm oll hgr(])(reas ge ?/%cous 01le(17§ g? HV[% ‘(M-H:
gﬁbhloro 4- 2- (2 chl or o- pyr|d|n 4- 5 yl)
-3,3,3-trifluoro-2-hydroxy- | -nethyl-propyll -phenyl

eSt efn stefhlR&Ry l4od1de was used agan alkylatln agent and the 1mproved
trifluoro-2

-C Ior i n- 4 - oxy- |
P%Péff X e%rlgff%n]Exa "(’%ﬁ%ll\é i) =13% @é@fﬁﬁ
di chl or omret hane (80 nL) was treated with triethyl
amne (1.6 nL), cool ed doviixainple B3 C and treated with
trifluoronmethane- sulfonic acid anhydride (0.99 nL) in

10, 5 : .
%f_ g}rﬂgfé—QiZh (Itkgl}](%g%%#dgr?—ﬁpl%g,? ,r3etr %r(?—g—l‘é/rd?(g{ya %ne%??'l ]pgopyl

wi t h di chl or omet hane (80 ntﬂﬂwﬁhb organi ¢ phase was

washed with water (2x) and brine, dried over MyS04 and

concwy@ﬂ&@ 4-hRe VG Yhenyine- @o&m&otﬁ%ma@u@ -yWas, 1 3t irluBFb-butan-

¥m0ﬁ h%?jﬂggﬂah# ggopégtv\@gggpo ﬁng\ne/ %fﬁﬁ??se];gf L(bQ Py apfgtirred at 105

@ (Bbagh tmﬁm@amfk) dcr 4h .| Thghtadiibawhixtiseadtheh pﬁﬁre@)on idBwater-brine

%qr%# 0?1 INE gl_%t(% a{ng'_&?w %t%(% w% £ afga ga re%to%l é,ne% orga[mc ]Fhases were
washed mashybrirte, deechgver Mgﬁ@lalnd bmpmaltcd chotdumﬁthhytsukstg@
P_é'sfdfut? Wask Buffﬁém}i I Hﬂheﬁo?’%}a (8 4g s111<3 gsel ethgl acetate/heptane 1: 4) to

3-chloro-4-[2-(2-chl oro-
give fheuakéomwaé ax9tr- Whlterfémwlld ;S%w MS GRényA 364 @Y-HD).
(1.9 g) in DVMSO (19 nL) and MeOH (1.73 nlL) was
treated with pal | adi um acaixahld 3 ng) and
1, 3- bi s(di phenyl 20 phosphi no) propane (DPPP) (79 ng).
?{( " gﬁlgg(?gg[ﬁ 1(3 chYVEI"g tpé/?%dﬁt? g e%.’),‘.’){}rlﬂugﬁo gn (Xtdl{(hong 1-methyl-propyl]-
stirring was contlpheumuh@snd@ﬂ]maPnU@phé¢e for
another 3 h at 70 C (bath-tenperature). The dark

r eacticlorILAT ALY £ N so- H{}’[‘?&{Bﬁﬂ vl B3 SR eR c(r@%ﬂl%e)th 1-
and | N aqueoqus ce Wt

extracted t
By Hiheng{&xey lﬁédzogrlﬁ%?rﬁ %‘é’é‘é‘é Zm%ﬂvwgﬁ@aawc{]q{m mg)
br dinRtHy2 Xaetarﬁﬁﬂh €Dy REre VBSR4 va’c'h sodehire pgRidedb&ehg) And stirred at

Eﬁ?%frﬂgtfbg\? Co duglowaiﬁ%rglgo- SHje %&pﬁ%wnamﬂe (272 mg) followed by
anbmratfﬁfdﬂﬁﬂc&(j(bh mg) avae adddsl and)the ceagiimemitiaretfutther stirred for 2 h at

R0 sBelrb G bE LTl lBat T g il i e
wagr (10 mL), neutralized with 1N aqueous HCI, extracted with ethyl acetate (2x), dried
over MgSO, and concentrated in vacuo. The residue was purified by flash
chromatography (20 g silica gel, ethyl acetate/heptane 1:2) to give the title compound as
off-white waxy solid (170 mg). MS (m/e) = 451.0 (MH").
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4- [2- (2-Chloro-4-nethoxycarbonyl - phenyl ) - 1- hydr oxy-
| -trifluoronethyl-propyl] - pyridine-2-carboxylic acid

WOoreionpko28st er Formed as a by-product during theCT/EP2008/062412

preparati on of Exanple 135 (StgP 2): 5 Starting from
trifluoro-nethanesul fonic acid

3-chl oro-4-[2-(2-chl oro- p%gldl?

yl)-3, 3 3 trlfluoro 2- hydroxy nethyl propyl ] - phenyl
ester d% the title compound was obtained as

arﬁo@bhmré [dRehlaepysisin-d-yl 339,3ntgifluores2 thydegxy=1-agehyl-propyl]-

(M) . Exanple 137 3- @Qﬁﬂﬁ@a&dn{egh | ester
(2 chl or o- pyrldln 4-yl)-3,3, 3- trlfluoro 2- hydroxy

.‘n »Preparg i 5 oro-methanes; n id ‘g__o —42 achloro-p ridin-4-

Vli)f—Btﬂ'W—hr-lﬂlllerQVhs}droheD—Z@éthvlaﬁbﬂvlmthl egat er ( Exarrpl e
135, 62 ng) in THE (1 5 nm) and MOH (0.3 nL) was

t t

f (r)?a% %ﬁﬁl 481[521 @ %@% rlc!hnq_&[lg%u’%az )?nfm#;l'g azgl?ycﬁgﬂ { %gethyl
Busipyk rrtf@nv\le(ﬁéa@pbdéﬁalt &ﬁg)u in didderometthng (180 méé wde &regigd with
gr%t l laHltu%j( IVU ﬁlh) WabRH d@%n%h(ﬁ"@arﬁ?ﬂrgdtéd sﬁﬁlh WlﬂJbréMethane

eous é %% reC| pita was | tered and
%ﬂd@}hyml f(Gy %an %@S fae fﬁﬁéﬂqn ﬂ”@u@d’t‘?ﬁéﬂﬁﬁd at-20
‘aZSfdM'IIStrﬁmSéAid th af b4, f60dwedy dildtRh with38ikhidrdrvkthhne (80 mL). The

réga@ lpglg%yw§ v\ée",*-%ir ngdb Wé];?y I( %X) fnﬂ)balpsﬁled over MgSO, and concentrated
in— taciid.| Thersohe tdsidue pras pyrr¢d wisly nischal enun26f loeeptdyeiepthyl acetate,

@gérgd gﬂ&ﬁg& hlfde‘f‘ﬁ %iguv;?éadﬁfgt%'tﬂeeﬁﬂé Lo AP 9% alifBht brown
mlﬁe(tlr%)gyd\éﬁh’;@ﬁ«;M— )-1- hydr oxy- |
-trifluoronethyl - propyl] -pyridi ne-2-carboxylic acid

s®b hybrepstion 655@1%1@ 486 (2-E0@rd Yy ridin heyF-SBID tirtliod8 D -hydroxy-
bta qed aﬁ %I ht low .solid (58 nmg). M5 (nfe) =

et

(2- Chloro 4- met hoxy- phenyl) -1,1,1-trifl uoro-2-
(2-i ﬁdﬂuqny)lﬁmdﬂhanekulfbl)m abidtach] @oel- [2-(2-chloro-pyridin-4-yl)-3,3,3-

%fgu%fg%l vrit %’uor oeﬁ)@%*awwl yﬁ‘:s&&rgpég? irglé)ﬁlzf'g(b gwj Xid MeOH

et FymLirsah{rateéreh@alslinvmaceiats (17 e ead W%Ms@meu
H&s‘pﬁﬁiO)ﬁl@QQﬂé@Pm q 7¢'|hfg§ 1Qrb0n Idtiofd): wab ﬁitﬂ%@ﬂc&gmftﬁé reaction

nder re e reaction 30 m xture
%’HBE‘%{E’F 3 By igs \aleg agltaaﬁowpéahwttrﬂn&wéfont%ag Bpﬁer CO
@tﬂﬁ{ud@h&é fdrCanBtth_erl A 70sat(bsdtespagueoud hNﬂh‘KﬁGﬁactlon mixture was
sol u e u xt r act th. e

R 88 iosp S Db AT RS BB S LYD& fPite with ctnyt
ectt. fbd companidorpiracpsswerac wasirddvidi biind(28Mdried over MgSO4
s erfég?ittreﬂé@&uvlafcﬁ% efl@:'}gs_rﬁ] Spuéglfeﬂ 6 ﬂgé‘heghr%gl%gﬁﬂ‘? (50 g silica

concentrated 1 n vacuo S puril
gq¢leflyl acetate:25-30/heptane: 75-70) to give the title compound as whife foam (924

mg). MS (m/e) = 408.0 (MH").
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chromat ography (20 g silica gel, ethyl acetate/heptane
20:80) to give the title conmpound as white solid (375

wWorggoooMBsg me) = 471.9 (MH). 5 Exanple 140 4-PEHEPI0B8/062412

(2- Chl or o- 4- net hoxy- phenyl ) - 1- hydr oxy-

| -trifluoronethyl-propyl] -pyridin-2- yl}-benzoic acid

et hyl ester 6

3 (2 Chl or o- 4 nmet hoxy- phenﬁFTPF%P].trifluoro 2-(2-iod
r|d|n 4-yl) - but an- £ npl e 139, 92 ny),
&c@bhxrbmh@hématmé@ en)dbﬂdly(lmntg}n&momthyl propyl]-

I 1 bi s( di pheny! phogN 1O} HBLFIRCRIPALIGHE( | 1) di chl or

onet hane in dioxane (0.7 nL) "“was treated MAth wat er
0 4 nl) andO NLQPZCIBhKO_351 nL)

QIANGA AS A

down to r.t., diluted with ethyI acetate mashed W th
wat e$taging fborh meﬂudbimdhmeenlfch@sadd andhl @ont N 2-alilecb-pyridin-4-

oo Rab b B IR Rl s ) 8 ity o
Yapybtpipedpyamap hecqlptl(tsesqlt;h@é&m)alﬂsl(ngm al. leH)
anor phous material (78 ng). M5 (me) 494.2 (MH)

Exanpl e 141 4- {4- [2- Example 137
(2 Chl or o- 4- net hoxy- phenyl ) - 1- hydroxy-

20-Ghlerd i Pa cbisa A e WBYarsisire SHleay - Farec T propy-

Exanpl e 137 from 4-14- [ Dep2oicacid
chl or o- 4- net hoxy- phenyl ) -1-hydroxy-

“tri ]gldill ‘%E@E%xi R P&?&%dm%;l}l?g 5. ?[rﬁﬁ’dc}ro éﬁb%wl n?e‘ih)q

et hy oun

pioal | rheazels avi meéh)d @ﬁtﬁ@(MPIQ@}S 62vpg| i ‘BYLF £1.3Gal)land MeOH
E(M HQL) v@%@@ﬂe@ with2 Maqueous LiOH (0.228 mL) and stirred for 2h at 65 °C

(2- Chl gr o- 4- net hoxy- phenyl ) - 1- hydr oxy-1 -trif H
I‘ﬁlgﬁra’['g}:qu lilq Or’gwlF a? ﬁel‘és Wg]{e}eV%ﬁ %’[6 (1:1’1 gﬂﬁua a IHS/I]CSI ue was
addted leﬂi&wItért(le @nIC)CHﬂindi’diﬂflt]e?&a&lﬂO bdadquecus MChed &@Y. The precipitate
Exa e, 140, .from 3;(2-chl ora- 4. . . .
RATTTRS S tEiged Oe il Rhdrdline oshe il cppppdusivte sl
J>4ougam Ptole) EBPaM-H)39, 100 ny) and
3- met hoxycar bonyl phenyl boroni ¢ acid (57 ng). The

conpound was obtained 30 BSno® B8l ess viscous oil (60
M5 (M e) 480.1 (MH). 2009/ 040288

PCT/ P2008/ 0624 anple 143 3- {4- - -
él,':( &aabqlxyﬁ%—tc%law pgﬂgﬁij F-)lr%)@rqwdlr—gﬂpo{romelhyl—propyl] -pyridine-2-

I-trlfluoronethyl propyl ] carlposylidacid2- yl } - benzoic acid

The title conpound was obtained in anal ogy to Exanple

137, rf L fiR g’d{%ﬁdutld%/}e{s%btained in analogy to Example 137, from 4-[2-(2-chloro-
4-methoxycarbonyl-phenyl)-1-hydroxy- 1-trifluoromethyl-propyl]|-pyridine-2-carboxylic

acid methyl ester (Example 136, 100 mg). The compound was obtained as light yellow
solid (58 mg). MS (m/e) = 402.4 (M-H).

Example 139
3-(2-Chloro-4-methoxy-phenyl)-1,1,1-trifluoro-2-(2-iodo-pyridin-4-yl)-butan-2-ol

3-(2-Chloro-4-methoxy-phenyl)-2-(2-chloro-pyridin-4-yl)-1,1,1-trifluoro-butan-
2-ol (Example 132, 0.38 g) in ethyl-methyl ketone (5 mL) was treated with sodium iodide
(600 mg) and HI-57% (0.132 mL) and heated for 2.5 h under reflux. The reaction
mixture was then concentrated in vacuo, diluted with water, and pH adjusted to 7 with a

saturated aqueous NaHCOj; solution. The mixture was extracted twice with ethyl acetate.
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5
chl or o- 4- met hoxy- phenyl ) - 1- hydroxy-1-trifl uoronethyl-p

WO o9030288/ri di n-2-yl }-benzoic acid methyl estBCT/EP2008/062412

(Exanpl e 142, 46 ng). The conpgémd was obt ai ned as

white solid (39 my). M5 (nme) = 464.1 (MH. Exanple

§§e COIH%&S(;[/ ol g&glrc% %se{s L %W%s@lhg ﬁ\thh)O S:E% scr.lﬁhur%n tt\ LR 0541 brine,
vehoen Mg&éh a@dtcan@@drated immaduog¥he tesidueamps BmlfB@i byt ftagn
gﬁr@%fa (éO g silica gel ethyl acetate/hei‘ptane 20: 80) to give the tltle compound
fluo,ro E)l\g horo %{v)“ yl) gl 1-trif

powhitg ?rf)‘l“@ 34471g0MHny) . The corrpound vvas

obt ai ned as I [ ght yel | ow solid (786 ng). Ms (me) =

460.1 (M#) Exanple 145 Ifxample 140
3-{4-[2-(2-Chl oro-4-fluoro- phenyl) 1 hydroxy [ -trifluo

4—0{51!215!1%1 Iﬁ{) op%l—lnletlp bhe I(_)%q‘legyﬁlal M%(%r OI %mao%lle Pge iglgl]—pyridin—Z—

e Co I'n ana
Exanpl e 140, from 3- (ﬂ}bM@nmwdetthmtem-phenyl) - 1,
1, 1 -trifluoro-2- (2-iodo-pyridin-4-yl) -butan-2-ol

( Exagmb & hléh.4-He By -pHRAA)-1,1,1- tr1ﬂuoro 2 (72 1odo pyr1d1n -4-yl)-butan-2-
tho ycar bonyl phe@OI bor oni'c. ac

Wels” 0Bk hitrrdRogsar SHYJB]II%‘th)é’%%le PSSR ¢ g2
[1,1%?bg(}fﬁ?;hérfmliﬁ%osgmﬂﬁ?erlgf}eﬁd?ﬁi}ad}ulﬁé{?ﬂﬁﬂhi&)rbﬂfﬁtkﬁne {fdiokare (0.7 mL)
}(vg% Vfaft‘fc[fg}t@ ﬁ@hﬁ%g ﬁ@pﬁé]z)b[ —é&;\%j@? ﬂi%’S_l 19{4)} and stirred at 80 °C under
aigof fferol6ck. Hdk zomwiion irIiiEtuifd”]‘&aS: dobled doompourid dikarsd elbthaitimd dcetate
sh%ﬁ@x'q atI? erlxlﬂ' 8r1e’|cfl er M%@é%{g% %k‘l%{%d%’l Vgél Tlimej residue

uoro pen tr| l"uor o- pyrid
why pifica- aphy (19 siligg pelagiblyl acetate/heptane I: 2) to give

ﬁre%f@%nfb‘oﬁh@!%H@ﬁ%@ﬂdv@%@%&u@%a@erh@@mk) Msh@n/(e) 494.2

9und was obtalned as colorless viscous o

ﬁﬂgp M5 (me) = 453.1 (MH+). WD 2009/ 040288
PCT/EP2008/062412 -90 Exanple 147 3- {4- [2-

(2-Cnhl or o-4-fl uoro- phenyl )Examipldi4dxy -

| -trifluoromethyl-propyl] -pyridin-2- yl}-benzoic acid

%g{g E:C ?@1@&@%% g%aﬂ ok 12PAL B RYIEBPP Pyridin-2-
chl or o- 4-f | uor o- phenyl ) - ¥henzeieyctd-t ri f | uor onet hyl - pr
opyl ]-pyridin-2-yl}-benzoic acid nethyl ester

( Exampé etld dmpoithdWids. obﬂiﬁecﬁ@%@l@gﬁ n@ié 837)6Qdnas- {4 [2-(2-
vﬁlgltozelél Sﬁ?el[té oXy~ ;%enyﬂgl) hy(i\llgx}— rlﬂtn?luorome%hy? pgopyll_? pyr%n—gpylf benzoic
{Q@d ethlybeseer 4AEkampleudd,oivehpaits ubmpoyhdwys qiteinyd s whinychlid (44

Y-S Thid)fL wor PrRgLRY! -
Example 142

3-{4-[2-(2-Chloro-4-methoxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-pyridin-2-

yl}-benzoic acid methyl ester

The title compound was obtained in analogy to Example 140, from 3-(2-chloro-4-
methoxy-phenyl)-1,1,1-trifluoro-2-(2-iodo-pyridin-4-yl)-butan-2-ol (Example 139, 100
mg) and 3-methoxycarbonylphenylboronic acid (57 mg). The compound was obtained
as colorless viscous oil (60 mg). MS (m/e) = 480.1 (MH").
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10
propyl]-3,4,5,6-tetrahydro-2H-[1, 2' ] bi pyridinyl-4-carb

w@2000/04028%1 d et hyl ester Trifl uoro-net hanesul PGIER2008/062412

acid 3-chloro-4-[2-(2-chloro- pygldln 4-y1)-3,3,3
trifluoro-2-hydroxy- I-nethyl propyl] phenyl ester

(Exanmpl e 135-Step 1, 1.0 ? 3

pi peri di ne- 4-car boxylic a0|8 @‘hfﬁ ester (0.773 nmL) in

1- nethyl-2 pyrrolidon (10 nL) were heated at 220 C in

3- i [er(dwehlerootrarethany-denm) iubedroxyFdrifluarameshylnprepyll @yridin-2-
was 15 then diluted wthywap&lofchefd M), extracted

twice with ethyl acetate The conmbi ned organi c phases

were _washed with brin ed over SO

o EHE Al PG Dt L e Oan&)h%ae%a#?d% frogn fiy4-12-(2-

ﬂilaﬁhmﬁmmlﬂ?ampmyhfd}ex;gl Shﬂh@t)ﬁngﬁiy,l pln@mﬂ]apﬁ,icaﬁetylpbenzmc
%cq%ngawzo (@(arﬁf)feelrélgf %W O) tI%g Z(())m3 O?] czxf_algcl)lytﬁltr’lfg ewélntte solid (39

i sé
mgx)d\ﬂsﬁrrﬁd)gc Q64(MM)H) 20 Exanple 149 4' - [2-

(2- Chl or o- 4- hydr oxy- phenyl ) - 1- hydr oxy-

| -trifluoronethyl-propyl] pdnfhlerf-

tetrahydro 2H[1,2'] bipyridinyl-4-carboxylic acid The

t I Y 4&8@0%? ovl\'gsi)hgrtl)}fl?llnleldtrll org a2| & odE) C1))}71'1 n ngly?) l:)l'ligt?an 2-0l
chloro 4-trifluoromet hanesul f onyl oxy- phenyl)
- 1- h¥hl¢ tittgyeorhpoetnd wdswbitonet inyinalopp pyEampl@ 539, from 3-(2-chloro-4-

{ 1P
ﬁfmt‘g pe}%eﬁ%lﬁ 7- gﬁ MB%E%# c{nil e }%)%q é{ wi{(g%ﬁlﬁéﬁ % %L_ng%gie%él 800
WS- 'Ht@tcamp@dnéswab pbmneyleb light yatow sblol& Sran@r Ml (ng/45= 460.1
gq M5 (mle) = 457.2 (MH. WO 2009/ 040288

CT/ EP2008/ 062412 -91 Exanple 150 2-Chloro-5- {4- [2-
(2-chl oro-4-fl uoro- phenyl) 1 hydr oxy-

| -trifluoronethyl- propyl] Hﬁn 2-yl }-benzoic acid
ethyl ester The title conpound was obt ai ned in anal ogy
t 8- {B{21(PIChlddd4-flfio@aplBenyD- Chi droey-4-trilluoromethyl- propyl] pyridin-2-
fluoro-phenyl)-1,1, 1- pyridin-4-yl)

- but an- 2- ol (ExanpleYQJfgkﬁgaga%"§@ﬂe§%9
4- chl or o- 3- (etho car bonyl ) phenyl boronic acid (75 ng
The Eonpbusrmprisn %wéatm iagngloppid Bgenple é‘&bnﬁ@nbﬁ chloro-4-

flg@ro':%') en 1M=“1 K[ﬁtﬁﬂumo@l@ %d@%ﬂin—Tt@n#ﬁl (@Xar{lﬂie 144, 97 mg)

pnc% 3 Inpthﬁfgf)ﬂ)g}ph q?l}ls 2?59 I(‘1">7d1|fn'g¥ helcgmpound was obtained as
ydlprldss Mstrs@il@n agd) cMaCntle)et hyd.1 €strEn. The title
conpound was obtained in anal ogy to Exanple 140, from
3-(2-chl oro- 4-
fl uoro- phenyl) 1,1,1- trlfﬂ%%rgkﬁu%z i odo- pyri din-4-yl)
- but an- 2- ol Exanple 144, 100 ng) and
3Séﬂﬁév(%ﬁﬂmwﬂumph@wbphbvﬂmomldmﬂewmqhquﬁgm -pyridin-2-
The conpound was obt p@@uaﬁ,gghgﬁhﬁﬁs vi scous oi
(66 ng). M5 (me) = 500.1 (M

The title compound was obtained in analogy to Example 140, from 3-(2-chloro-4-
fluoro-phenyl)-1,1,1-trifluoro-2-(2-iodo-pyridin-4-yl)-butan-2-ol (Example 144, 120
mg) and 3-cyano-4-fluorophenylboronic acid (65 mg). The compound was obtained as

colorless viscous oil (104 mg). MS (m/e) = 453.1 (MH").
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15 Exanple 152 5- {4- [2-
(2-Chl oro-4-fl uoro-phenyl)-1-hydroxy-

WO 2G09f04028%0r onet hyl - propyl ] -pyridin-2- PCT/EP2008/062412

yl }-2-fl uoro-benzoic acid The §qtle conpound was
obt ai ned in anal ogy to Exanple fromb5-14- [2-(2-
chl or o- 4-f | uor o- phenyl ) - 1- X

| -trifluoronethyl- propyl]]?éy ?ﬂ%ﬂ 2-yl}-2-fluoro- 20
benzoic acid ethyl ester (Exanple 151, 56 qg The o
cén‘éd@n@Ghé@oo%ﬂaomﬂh@gl)cbhﬁdmé)ﬁd -tyifluoramsetbyl-propgl]-pyridin-2-
nmg). M5 (nle) 472. 1 (My)pen b2tapRl € 153 2- Chl oro- 5-

{4- [2- (2- chloro 4-fl uoro- phenyl) 1- hydroxy-

[-triflu ronet pro yridin-2-y oi C

5. THae e ?@E%ﬁ‘&o"fﬁfd’%ée hploguta frah fgyy INER b
xarph-glubdst phéﬂ’y(b)m Bydfdx@’l@t—rﬁlubﬁ)methyl -propyl]-pyridin-2-yl}-benzoic

%cufl Ze]ﬂ?yrl]lg r%EE4 %mpféq heny IT)nF: cot ﬁ)o ! od‘ %/v?s ol%talng% as white %Ohd (32

propy I'c acl
H%hﬁ%sésﬂ@r—ﬁﬁwbﬁﬁHé)150 79 my). The conpound was
obtai ned as white solid (49 ng). M5 (mMe) = 488.2
(MH). WO 2009/ 040288 PCT/[ERRDNS(4362412 -92 Exanpl e
154 4' - [2- (2-Chloro-4-nethoxy-phenyl)-1-hydroxy-

r|fI ronmet hyl - pro
A %é%&ga? ozwﬁu gl}lss%ag} %u&fpﬂillpxzrpbg%bmym%d -frifluoromethyl-
et hypropst]e3;4,3Joaetraliydeo-QeIpoRiitspyvadinpbi-aatbedylicucihahdgyter
to Exanpl e 148, from 3-(2-chloro- 5

%Hﬁﬁ%/ Zﬁgﬁﬂ%‘)éxﬂfo&qc %a?s} ghl(%I I%&% %ﬁl?g(g 831‘?%{15' épklg 343 3-
wﬁﬁw@mﬁe@w&mm@hwmﬂ W@W@KEWB@IW@S(@% 18g) and
erléh% Q)ca_b ﬂtc L4 M'Flﬁp estélz)(@‘ﬁ% %L}?@l %eth{rIZZ—pyrrohdon (10 mL)

| or o- 4- met hoxy- phenyl ) dr oxy-
]Ne]{er epted 9f %%petq]% a IB}Cé(b\WV]e oven fpréOgmng}gzs The reaction mixture was

teh rdah;edrvattzwadeﬂ( molnbl)p yttdtddytlvicd vaer émyq)akét@teachéicomﬁned
breaieAReR 305 BR SR Bt G B i SRR Ged i yacuo.

Thc rdsidue masrpuifydd ipr ftgsl Ichron@ytdgraphbc70ey siladaygdl beRkhe/ficetic acid

Ob%e&w 4éd]%870+5 a5 ?,ﬁ?@ﬂjlé t?tleac%ngpo%tél?ws ﬁflow viscous oil (119

oun
bude)cob k1 BEl ol i d (49 my). MBS (me) = 471. 1
(N+H) 15 Exanple 156 4'- [ 2-
(2- Chl or 0- 4- et hoxy- pheny| )Eximhpydroxy -
| -trifluoronethyl-propyl] -3,4,5, 6-

tStetAel{J Pz?%’zdéﬁ]é) % #&}yd%#yo?%éo&[)—ﬁh é{roxy lctff'llrﬂ%g%((}/rllétﬁylapropyl -3,4,5,6-

-[2-(2- chIom0mhwhpdﬂﬁxyzﬁh@mmﬂhni4hydnmxyehadr|fIuor
onethyl-

The title compound was obtained in analogy to Example 137, from 4'-[2-(2-
chloro-4-trifluoromethanesulfonyloxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl| -
3,4,5,6-tetrahydro-2H-[1,2'|bipyridinyl-4-carboxylic acid ethyl ester (Example 148, 89
mg). The compound was obtained as light yellow amorphous material (46 mg). MS
(m/e) = 457.2 (M-H).



10

15

20

25

W@ 260p240288 Chl o

propyl | -3,

4,5, 6-tetrahydro-2H |

1, 2' 1bi pyri di nyl
r
I

et
yl -4-carboxylic acid ethyl ester 20
0- 4- met hoxy- phenyl ) - 1- hydr oxy- | PE€F/EP1008/062412
onet hyl - propyl ]-3, 4,5, 6- o1

tetrahydro-2H1[1, 2' ] bi pyridi ny? 4-carboxylic acid

et hyl ester (Exanple 154 7 rr?e) on di chl or onet hane

(0.5 nL) under argon, Sa vvlth IMBBr3 in

di chl oronet hane (0. 341 rTL) The sol uti on was poured

i Rt GhloeeSvidt[@r(21hlaoed; flenrprrbensl It hidsexyd ttifluoromethyl-propyl]-
di chl or onet hane. £9ﬁdﬁpﬁ@l}ﬂ%z&'&9€ﬁﬂ'e&m@ﬁ§ﬁs wer e

washed with brine, "dried over 25 I\/gS and evapor at ed

in vacuqQ. The resjidue was purified flash

chr ohBt BYF cprpeyd s abtpecingaplogh %ﬁéﬁ%ﬂ%ﬁ%&éﬁ%ﬂ@oro-‘l-
ﬂﬁd.r)o plﬂang]l)wel t-hefllidrol 2 (T anipopniding- }@)ﬁblﬁtﬁﬂ@l:l@l (Emrﬁpllees»s, 100

d gldfzﬁilong)?) (e%flsoxgrcarggny'f)pﬂienylgor{)nlc a)c1d (§g %E)g) The compound was

aratlon of
4bta{r12d @2 cdbilos visdouwstoild R nph eyl (/> hpbe.dxyH i ri f | uor o
nmet hyl - propyll -3,4,5,6-tetrahydro-2H |
1,2'1bipyridinyI-4-carbokagﬁmﬁgﬁﬁrethyI ester 30
"-[2-(2-Chl oro-4- hydroxy phenyl ) -1- hydroxy-l-trifluor

onet hyl - p 11-3,4,5, 6- te dr -
1534%1%3%?@%% flugroeRhesskyl- F&&Q%Y {‘Ofggtbélrpr@svléwndm-}
1, 31 ng) and sil ve}- zmowﬁ%MedﬁﬂTds‘é?ZO%/ 062412

-93 carbonate (18 ng) in DM (1 nmL), were reacted with

| 000 PERE A0 LRI LERT FEARIC Bk o] 32 chioro-a-

The reac
Hneroenttanzld tleld] - tltlﬂ\mre Zm{?t mdetmldlraéed)abletan Phel (Emplnéé4 100

I
QIVEJ %f;lllél g ﬁgrﬂgigaglaérﬁg}? gdﬂ\?irggl%n‘i”lﬂo?oﬁ hﬂg é ?&&g? &heQ¥RIpound was

phininer @dcalgries dseousirldpfgr Msip/e) 204! éMIHW%a gel ,

hept ane/ et hyl acetate 2/1) to give the title conpound
as anor phous col orl ess sdxafhplels2ng). Ms (me) =
515 3 (MH). Step 3: Preparation of

%j? ((g C%h& %réf ﬂﬁ%x%jf{’lg@%érl) 1{(})3{&]1 @%ﬁoﬁf%etkﬂt [gllopgfﬁ YyRidin-2-

1 2 1b|pyr|d|nyl 4- caWBd&ﬂhDU)b@ﬂdw?heltltle conpound
was obtained in anal ogy to Exanple 137, from4'- [2-(2

10| The tltle compound was obtalned in analogy to l{lxample 137, from 5 {4 [2-(2-

or o- roxy-j1-tur i f orQ

6{19{(1 élugrcsp ertyé)t } E‘P@ 21'|r_}_¥1uoromet yl- propyl -pyridin- 2 yl} P ﬁuoro—

[)énZBlc]d@idD@thYl@btﬁy Ex4mpbd 150Xy4 inQ).aldiedotipoyihd 8at ebtalnB@p colorless
un t ai ned as anor phous

Ylk‘iﬂ%lts O;Tg% m\i‘él;] ?‘315}9% 97%@“&%?( me) = 485.5 (MH).

Exanpl e 157 1,1, 1-Trifl uoro- 3-

( 6- met hoxy- 4- nethyl pyri dilixagpld 3532- pyri di n- 4- yl - but an
-2-ol 15 Step 1:

Zi(éhlw%—hql%z 42%&)}814- ﬂwdrbcwén;’»b My &oﬁﬂ[ltﬁﬂﬁ‘oﬁ)ni@thgﬂfﬁopyl
pan-| - one Br ono- 2- net, 4- et hyl pyri di ne Q CA

Reg. No. 164513-39-7]PYr Qkﬁ]W%@”%ﬂﬂ d to caesium
carbonate (488 ng), 4- proplonylpyrldlne Q CAS Reg. No.
17017T6&t 4 comidimdngs abidnahinamalogy to Example 137, from 2-chloro-5-{4-

2B AREOM PR R GBS sty
hg)zo;cracuﬁ alvd mete Example e’ ing). Sﬁhg compound was obtained as white
solid (49 mg). MS (m/e) = 488.2 (MH").



10

15

20

25

30

20 was heated in a sealed tube to 120 C over night.
Purification by preparative HPLC (Phenonenex Gem ni

WO0090428 col um, sol vent gradi ent 20- 95% CH3OMNT/BPD08/062412

HCOCOH  aq] ) gave the title coanjJ_nd (30 my). M5 (nMe) =
257.1 [M+tH+] . Step 2:

1,1,1-Trifluoro-3-(6-neth -4 hyl - pyri di n-3-yl)-2-
pyri di n-4-yl - but an- 2- ol %ernp#a élri al was obtained in
anal ogel to Exanple 1, step 5 from 2-(6-nmethoxy-4- 25
medhiztCpyhlodd-A-gethpyy-phenybi thhpd wxy11- giflwonemethghpropst-3,4,5,6-

ny) by T eatdmAko-$HL L 2 bHYritiAAL-cRboxylic acid ethyl est
tetrabutyl arﬁi’;mt;]nioum f[lhuzg]ri e tlryiqhy%lr ate 1(C(?)l.al Min gl'rHF,

0. 23 .and trifluoronethyltrinethylsilane (2 _ Min
THF, ﬂ%@gmmpcpm RERGERY lwnalpgbﬁq%amﬂe , &om 5-(2-chloro-
{-Phehotepiexylein, ditrifxéra- 1B icioh pyrialin-g ol Bitan @r8ldiEeivhple 139,

- 0 i 0, i
%(g) n%gﬁ nl ;%e (cgrl'}llgloﬂnﬁé) W:!ii//cébt(lﬁlfé )ag gqué@lg(%y ﬁlﬁ}%gh oFuls %és?d (138 mg). MS
069,000 28MRCT/ EP2008/ 062412 - 94 Exanpl e 158
1,1,1-Trifluoro-2-pyridin-4-yl-3-quinolin-3-yl-butan-2
-ol The title conpound (]Eqmglpl[@ﬂsswas prepared in
anal ogy to Exanple 157, steps 1 to 2, from

3-br i noline (CAS Re . ,5332-24-1), and
4- gr@g@%@wflmﬂﬁ%XY(E&@%sl'\-'E@@r.OW:U 19%?155-1?&9@1]-3,4)5,6-
(me) = 333. ltefditrthlo-2HE 82 NbpyHidfhyB4-carboxylic acid

(3,4-Dichl oro-phenyl)-1,1,1-trifluoro-2-pyridin-4-yl-b

ut ans@- | tle c ! . reg i,n

s b T Sy ST 0 W DEERIFS 7

dhlproofronhdxydphenyorlobeheené-t(ibagoretghyl moopyl I8 242, G@trahydro-2H-
n . - i 701 69=

@Sﬁj %%%&1@1%%&?&%}/% Elilé-l]g .ewgsgﬁ?gﬁg%lg NS4, BRI @ﬁf 2dmpound was

q_l?tfl’nfd-ﬁ fupp[}g]o&@ golorless’solid (49 mg). MS (m/e) = 471.1 (MH").

(4- met hoxy- phenyl ) - 2-pyridi n-4-yl -butan-2-ol The title

conpound (43.4 ng) was prdxangie i36 anal ogy to Exanple
157, steps 1 to 2, from 4-bronoani sol e (CAS Reg. No.

10492-4) d, [ Pyl ne, R ) : )
1508 TEal s PR LA L0y R B oM 456
1,1, 1- Tri f | uotetraBydro-2H-[1,2'|bipyridinyl-4-carboxylic acid

(4- met hoxy- 2- met hyl - phenyl ) - 2- pyri di n- 4-yl - but an- 2- ol

JRE 1t Pleh&rabOBPNNG - (02ch] & oBhyVa%y-BhERH- BGyHFbxANAHrP¥romethyl-
to Eﬁanp_e 157, steps 1 10 . Trom .

prog sk Oy ol inpdg-Carp ethyl egfer

and 4 20 propionyl pyridine (CAS Reg. No. 1701-69-5).

M5 (47 [2)(2=CBl360-2-rhithblity)- phenfgkalrhh &rotp2-td8ifluoromethyl-propyl]-3,4,5,6-

ﬁe{?rgﬁfy%g#ff{ 91 BRERY I Al U R cae P AL B4Y47 Be) in

dichloromethane (0.5 mL) under argon, was treated with 1M-BBr; in dichloromethane

(0.341 mL). The solution was poured into ice-water/NaHCO3, extracted twice with
dichloromethane. The combined organic phases were washed with brine, dried over
MgSO, and evaporated in vacuo. The residue was purified by flash chromatography (4 g
silica gel, heptane/ethyl acetate 2/1) to give the title compound as amorphous colorless
solid (41 mg). MS (m/e) = 487.2 (MH").

Step 2: Preparation of 4'-[2-(2-chloro-4-ethoxy-phenyl)-1-hydroxy-1-trifluoromethyl-

propvl]-3,4,5,6-tetrahydro-2H-[1,2'|bipyridinyl-4-carboxylic acid ethvl ester

4'-[2-(2-Chloro-4-hydroxy-phenyl)-1-hydroxy- 1-trifluoromethyl-propyl]-3,4,5,6-
tetrahydro-2H-[1,2']|bipyridinyl-4-carboxylic acid ethyl ester (Step 1, 31 mg) and silver
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The title conpound (5.7 ng) was prepared in analogy to
Exanpl e 157, steps 1 to 2, from

wQa 2200040282, 4- di f| uor obenzene (CAS Reg. No. 348rPGITERY008/062412

and 4-pr opi onyl pyridine 25 (CAS Reg. No. 1701-69-5).
M5 (me) 318.1 [ MtH+] . WO 2009/ 040288

C[)I'/ R t% @%Sr/ng) ﬁ[?lﬁl I((le rr]nSL)I, w%{]eﬁ;@rle%tg'cp v%tﬁ' 1o]d02ﬂ1ape Ld (w%rr(r)lygarild stirred
°Q for é7 boTﬂmy@MI%lan@turg)Nawaguwdelparvemerl (h0 aral oghextracted
ErgdRle et]a§l acePt€RBe LomBired oréarn hases werfz\lx(/)vashsgzd with bI‘ll’lGC), dried

1- br ono- 2- net hoxynapht hal ene
and MgSOung SRS 11 FicHe- W{MSSIﬁzé@WElwrlfWMI@gh gyronigtpgraphy
ﬁblca;eﬁ@% pAnk/Mhvt-lcetat&EXamp) gved @4 title co gound as amorphous

e LRGSR S o s

anal ogy to Exarrpl e 157, steps 1 to 2, from
oJsle aphome f AP iRet ethipy-pB8OA )t B-h@Jroxgiidtrifluoromethyl-
WS

(2 ChI or 0- 4- di aquﬁ” am no pheny

( 2- chhote gRPRHns- wasyaby a-niedlmfnﬁfogf fuBrsmed 3 from 4 [2-(2-
K164 ethloxi 4hARFINg- hyar&dylpfrmlﬁia&ﬁyﬂh)ﬁ pidim]onﬁS $5tet|rﬂgﬂro 2H-

W DT R bR a0 S8 T55b anpo s ais pRipound hvas
oy b arebhdoonBgh{yEASy Relgl (1Rong)6 FELGn/é L= 1B5.5980 Hy)

in ethanol (68 m), which was nade from
2-chl oro-4-ni tro-benzoyl q&laglr jdps7and mal onic  acid
d| nmet hyl ester according to procedure from Dai et
J. Med. Chem 2005, 48 6066. The m xture was
heai bd-Triffpqipdelo-methoxy-4-mety | Beridin)3-Fl-Rrihin-4-yl-butan-2-ol
stirred for 2 20 mn and filtered over Celite. The
5@p i1 e \Wach v s ek thidl tpyrilEM B 01 -l idin aY1esropdi00-dHe)
was added to the conbined organic |ayers, and then

d th
ari ed e R e B e P AT RRENE AR5 5 1R 262 me) was
adrbdttotdaesmro@axb@m@ (43BN gvef) prapidniykpiytidine ([ GAp Bcg No. 1701-69-5],
Xﬁf’dﬁ&%@‘dl‘ N nghﬁrﬂﬁﬁﬁo%hﬁ%‘g %&1H{%¥ﬁylzfrffﬁqhhl%[h£/lferrocen 1-

puri ? I .cation ﬁ‘?
Y12patia gy (Lh) G é,e;ga onbLATRSIRY 14 l]emgbmgxqgerﬁ )y Tdhe mixture

Wﬁsd l@élalté(fl' inRrseatedifibe to 5207‘*0 ovd? Qﬂi SPLH[HCQ@(Blb@)”ﬁlte I(aﬂlve5HQLC
no-. ano

Afengirt TREGHa AR € W? Gt ent 2585 TiGTiGEdn 0.1%

BT [@y) Hgdvieehe gokd atmpmﬁdv(ﬁt) gt Mgl (nee)et asel [Nheél'].

conmbi ned organic |layers were dried over Na2804 and

Tgtlgg gﬁﬂtl h aft‘?ﬂl(jrg—3\—/?69flllgtho];{;—%ﬁ1§§1ivfjb'\¢rid’f@% —Hv—ﬁi—tIVirlﬁﬂl—QXfl—butan—Z—ol

This material was obtained in analogy to Example 1, step 5 from 2-(6-methoxy-4-
methyl-pyridin-3-yl)-1-pyridin-4-yl-propan-1-one (30 mg) by treatment with a solution
of tetrabutylammonium fluoride trihydrate (0.1 M in THF, 0.23 ml) and
trifluoromethyltrimethylsilane (2 M in THF, 0.13 ml). Purification by preparative HPLC
(Phenomenex Gemini Axia-C18 column, solvent gradient 20-95% CH3CN in 0.1%
HCOOH][aq]) gave the title compound (9.6 mg). MS (m/e) = 327.1 [M+H"].
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30 chromat ography (silica gel, ethyl acetate/heptane
0:100-30:70) to give the title conpound as a |ight

W@ 0000%9288 | (400 ng). M5 (nmfe) = 250.2 [ MtH+] . PGNDEP2008/062412

2009/ 040288 PCT/ EP2008/ 062412 96 Step 3: 2-

(2-Chl oro-4-diall yl am no- pheny% - pr opi onal dehyde
Potassiumtert-butylate (1,33 s added to a

sol ution of 1-(2-chloro- 4]E ?le‘ﬁfa

di al I yl am no- phenyl) - et hanone (2. 36 and

( met hoxy metliyl-Yriflupree2rply pHiss dtybAiquimo Hhﬁﬂl buene-aAs

Reg. No. 4009-98-7], 3.75 g) in THE (55 m). The

i Xt’%@uﬂ\@&)rﬁﬁél{rfde(dzl%% )k ﬂ?e trecfi‘ﬂoa!ﬁ‘a %ﬂﬂ?E?&n&iﬂ@lW steps 1 to
Ad |t| (et X{/ggéhyl) heng 5 %g oni um

eHF OH’(OEIEkP § Rﬁ%t Lt d g e BoRIRY(Pyggine (CAS
R@ Nmnmladﬁeh;i M8 dmad) i=r 33301g[ M/asl tontinued for 1 h.

More (net hoxynet hyl)tri phenyl phosphoni um chl oride (324
ng) and potassi um tert-bg;‘txfyihl%iie 133 ng) was added

and stirring was continue or 30 min. HO (25% aq,

15 m) was added. The m xture was stirred for 1 h at

r oom t erfpSsaDighdorgrphenpibrl, b bitrilgorpe2-pydiat4-shbwan\iaeler
(100 M) was added, neutralized carefully by addition

of SOHE R c&hﬁﬁﬁﬁl@ﬂ@rﬁg) wibrepasd Mﬂaﬁ%&@@i EXdrh e@@Msteps 1 to 2,

R CBR AT L oIV ELGC AT HEr a1 AR WO Pl T od by

propsdnybtyridinet(QgiSaEgyN o 510l {6985 )gBIS, (nethy1350.1 [M+H"].
acet at e/ heptane 0:100-20:80) to give the title

conpound as a |ight yeIIo 19g). M5 (nme) =

264.1 [ MtH+]. 15 Step 4: 'Exafiple b

3-(2-Chl oro-4-diall Iamno phenyl?) 2-(2-chloro-Ryridin

- 4-yl)- 1},ig11quﬂ1ﬂqrp[%f4omeﬁmwhznﬂ -2mvaidind-ugarp dwhd

(100 ng) was prepared in analogy to Exanple 115, steps

4 tOTh@tltlé &(ﬁﬁﬁ)ound (43.4 mg) was prepared in analogy to Example 157, steps 1 to

e e N L

No3034 - @65)7)\/18 (hight= 3jelll[dw1ai]l.. M5 (me) = 445.2
[ MrH+] . 20 Exanple 166 N- {3- Chl or o- 4- [2-

(2-chloro-pyridin-4-yl)-3,8B.3uid idi uor o- 2- hydr oxy-
I-rret hyl - propyl] - phenyl}- rretpganesulfonam de Step 1:

3-(4- Am no- 2- chl oro- phenyl ) -2-(2-chl gro-Ryri di n-4-yl) -
1, 1, bbhrithore3 Hivashosy-gimehy ey lid pridn 4-y1- butn 2 ol
1,3-dinmethyl barbituric acid Q CAS Reg. No. 769-42-6],
828 R title t@hp@kids(2( Brrhg))hmyﬁrﬂfh@écbﬂﬂi an@logped Eﬁdﬂlplmlﬁﬂ)steps 1 to

%ﬁfg fg?;‘)'gfgmpz (I}Fﬁ(t ’%]Opwned@fgé ﬁfﬁ 5)“ 1%&% VR FUS? o-buta

propialylysidmert@ASi Reg DM (70269r1)) MSvims chedted [Mhider].
reflux for 3 h. NaOH (1N aq) was added and extracted
with DCM The conbined orgapisf i@yers were dried over
Na2SO4 and concentrat ed in vacuo The residue 30 was

urified sh ¢ togra sjli el . ethyl
gcet at e/het Qﬁ uQyo- nnig 1 trgﬂyorg) 2- pyr?c?mg4 -yl- butany ol
The title compound (5.7 mg) was prepared in analogy to Example 157, steps 1 to 2,
from 1-bromo-2,4-difluorobenzene (CAS Reg. No. 348-57-2), and 4-propionylpyridine
(CAS Reg. No. 1701-69-5). MS (m/e) = 318.1 [M+H"].
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give the title conmpound as a light yell ow gum (370
ng). MS (mMe) = 365.0 [ MtH+]. WD 2009/ 040288

wegnpaRReO8/ 062412 -97 Step 2: PCT/EP2008/062412

N-{3- Chl oro-4-[2-(2-chl oro- pyrééjln 4-yl)-3,3,3-trifluo
ro- 2- hydr oxy-1-nmet hyl - propyl | "~ phenyl |

- met hanesul f onam de Met hanesul OH%I chloride (60 ng)
was added to a sol ution of Xﬁm(p am no- 2-

chl oro-phenyl) -2- (2-chloro-pyridin-4-yl) -

- tri fLidrrifuarard-2-okthozgnaghthalenplyyl) dipraidis- 4()le hﬁtan -2-ol

The m xture was stlrred for 30 mn at room

t ggp'@ﬁ@ﬁﬂ'é @orrgéﬁﬂdf (6%arh eﬁd’r@(ﬂ’ﬁf eﬁial(?{ﬁ té"tﬁk&lple 157, tsteps 1 to 2,
enonenex |a- solven gr en
éemab O ECRE PR aAﬁé ]ng d\&%é‘*@héﬁﬁm@ 4-

papoiyiriddk (ORS Reg. Mool es9f Dams (MBe) €362 [¥443. 1

[ MEHH] . Exarrpl e 167 10

N-{3-Chl oro-4-[2-(2- chlor r dél4yl) 3,3,3-trifluo
ro- 2- hydr oxy-1| - met hyl - propy phenyl } - benzam de

N, N- di i sopropyl et hyl am ne (0. 117 m ) and benzoyl
chloride (&b %mﬂmtpyo -devephdaltaf-vl2 améuuﬁybhu@n -2-0l

3- (4- am no- 2- chl oro- phenyl ) - 2- (2-chl oro-pyridi n-4-yl) -
1, 1, Thé fidld &diﬁls&mau@tsaﬁgﬁw@ pr(ega'iemaﬂarbg@@/mﬁn 157, 509s 1 to 2,

By hE ComB LI a1 S S EwaE B0 B ?ﬁcﬁé&?@owﬁtﬂlﬁne (cAs

Rege par. a70 v69-5PIES (ﬁ@mmw&lﬁj.m Axi a- C18 col um,
sol vent gradi ent 30-95% CH3CN in 0.1% HCOOH aq]) gave
thetitle conpound (35 ite foam M5 (me)

= 469.2 [ MrH+]. Exanpl e n?é‘ag’%lealw
(32 Chl or o- 4-f | uor o- pheny]|

Cechhlerm4psiiallydaning- ghe)lyli 21(21d119r|0f1me§146 An-ad- trgluoreputan-2-
The title conpound (5 ngy) wasgprepared in analogy to
Exarrple 165, steps 3 to 4, from

phent CAS Reg. No. 700-35-6),

L Qre-PLCTLYL SReg NO.
69045 79- O) V\hlte sol i d. I\/IS (rﬂe) = 368. 0 [ MtH+] .
Exanpbe (2.69),5mrg@rnium chloride (2.6 g) and water (8.1 ml) were added to a

fcﬁut%]# o 1 fcﬁl%ﬁ@ﬁ%@@%ﬂ%&l) %QM%S@(%_ 35 Rsg No 7818:11-11, 960 me)

or onet
Hcgthangl §68 mbi Uhlqufwas made from -chloro-4-nitro- benzoyl chloride and malonic

&id anﬁ&h{ﬂre@tfelflacfcbttﬁﬁz@topi‘%)ié&mgfr()ﬁr pﬁil)e@ BIO ]thfeJti] i3 zmbs) 48,
- ri uor e
o%ica Theynisar PRURGHEC L Ty ndcee Be L09 (gl Bhefaded SUhved for 2

ﬂmﬁ; atd filteted besmylahifoThbiasalup map anshadAdit)CM (50MBDHWaLE (100 ml)

Q ac‘l’@ t(tl ﬁl%tc%glbglg%ﬁgrgal%g h’q% a%@ldtﬁgn &ty g{eggﬂthgﬁa%i’[%% combined

m)sp erefo ure was a
Dg@nwtl@yemlweme drigd pyariNa ¥k dnd danggtiratesl inrvacuo to give the title

Hyl t
SHNBEPLEREY o B S0l B SRR AP gD o e

gg@%qaﬂeﬂOMSFgm/@ =170.1 [M+H"]

Step 2: 1-(2-Chloro-4-diallylamino-phenyl)-ethanone

A mixture of allyl bromide (1.5 ml), potassium carbonate (1.5 g) and 1-(4-amino-
2-chloro-phenyl)-ethanone in DMF (4 ml) was heated at 90 °C for 15 h. Water (50 ml)
was added, and then extracted with ethyl acetate. The combined organic layers were dried
over Na,SO4 and concentrated in vacuo. The residue was purified by flash
chromatography (silica gel, ethyl acetate/heptane 0:100-30:70) to give the title compound
as a light yellow oil (400 mg). MS (m/e) = 250.2 [M+H"].
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according to LCMS) were conbi ned and concentrated. The
resi due was di ssolved in WO 2009/ 040288

WEQMPBR2EO8/ 062412 -98 aqueous |ithi um hydr oxXPGBEEP2008/062412

solution (1IN, 5 M), THE (5 m MeOH (2.5 m) and
stirred for 5 mn. LCIVSlndlcaQed conpl ete
Seflsonyslanool 8IS, AARAL G SRk AELe | evaporat ed
and washed with eth acetate. The aqueous | ayer was
1 dbeRgaterHTIaty Mg BINyggs 00 Sl o 1

A aﬁﬁﬁ&lbhéﬁf?éﬁﬁloﬂgmﬁ 3@%%&‘%6'[95%@'{5}71 tﬁ}ﬂﬁérﬁdﬁ’lﬁfsﬁhomum

rie 0 to

3 once nt r ac
Herids (I [C&SdsgpdantOP s e gike) 7 & | Ié ﬁ%ﬁ mijs The miFtyfq wasstirred for
s @lat Gbom Monfaih@re. lAaaltmgl (nhe@Rgxym eBy) téphdvyhphlospHonauralcBloride

(8 st At Sy oet PSR RRE e SRt yy continued

foeilch. S{@p (metM)XYI[nte-Yl)(@fﬁhylphmphohiUMCMOp&e@H)ng) and potassium
e}t DY faflz?((l)f kngg w(?k gJid’Eﬂral%H%hm{Ag &£S%¥{inhed fBY?d) dlifgc (25% aq,

-car ester
35 )L i Qﬂdéd AlMe|rpiguge b\ﬁé siprgd for @ bad mip@yp derpperidirnanl Yaen for 45
m]rn At %O”C{] Wtk Qbe nﬁPW&c@l’e@' neﬂﬁi’a?zdre']d-lg‘)arefdﬂ | %ddat_lon of sg)-dlum
| 1 NO a I um .
@%BE 1 4 Q?Xt\gﬁj ed &Hﬁbgwgﬁﬁf@@ﬁ%@rgﬁlﬁgﬁrﬁqu Cﬁ'led over
NE;!S@A@QH céﬂ&ntﬁabed\/hﬂ?a@bl Th@dzsﬂclnd @Jlas ptﬁflﬂlddixbylﬂtdb kh@®matography
gﬁlca & 0 ace%?e 3 @nsémez({ ) to gw}e ’thegtnge crcr):nfl( folnd Wa%ﬁnt yellow

Qih(bhgid@&?élpl‘fy:(zﬁ‘llh ddt+Hel. ethyl acetate/heptane
0: 100-100:0). The title corrpound (24 nmg) was obtai ned

8&p @ 80harhi8 s 4- RdilylanRo (e -3- BXR ol VidHH-4-vB01, Bl &Fifluoro-
g: &1 2- (2-Chroro-4-TTuoro-phenyl) -I1-hydroxy- |
romet hyl - propyl | -pyridine- 2-carboxylic acid
4- [2-(2-Chl oro-4-fluoro-phenyl)-1-hydroxy-
| -trThe uﬂxr mrﬁlbdwid (pr)@mgl) ]was pwph&ﬂﬁﬁaﬂalogaﬂob}xxyipld:l 18Cséteps 4 to

eq erz ro(z gmﬂgl eny %k{\é Inrd)eﬁydﬁ_%(f g lrslljl 0-4-
mqldpymdlhafﬁms B% 51q111§3037tf8é ?h kight )sellwwﬂsMSr (me/d) f=d1|45 204M+H"].
25 min. LCVS indicated conplete hydrolysis. Volatile

sol vents were evaporat ed. glhglEgegdue was dil ut ed
wth water (10 mM) and washed wth diethyl ether. The

m"(e %f"f %@ ‘&V@ﬁ%f?%%d Hféiﬁ*eﬂ) o 323%“&8&%@5%“ Triyeethyl-propyl]-

conbi ned organi c | ayglienyllanethandsafomareideNa2SO4 and
concentrated in vacuo to give the title conpound (22

%% 15‘??-(?-@%%%62 %njh%dbhé}@b(ﬂ £ Zhlorosg%‘uﬁn[élww]l 1- ?’r%luoro butan-2-

OlTD-= CTiT Or O- prieny
o, 1,1-trifluoro-2- (2-nethyl-pyridin- 4 yl)
-but an- 2- ol

A solution of 1,3-dimethylbarbituric acid ([CAS Reg. No. 769-42-6], 828 mg),
tetrakis (triphenylphosphine) palladium (0) (230 mg) and 3-(2-Chloro-4-diallylamino-
phenyl)-2-(2-chloro-pyridin-4-yl)-1,1,1-trifluoro-butan-2-ol (590 mg) in DCM (120 ml)
was heated under reflux for 3 h. NaOH (1N aq) was added and extracted with DCM. The

combined organic layers were dried over Na,SO4 and concentrated in vacuo. The residue

D—%

-

was purified by flash chromatography (silica gel, ethyl acetate/heptane 0:100-50:50) to
give the title compound as a light yellow gum (370 mg). MS (m/e) = 365.0 [M+H"].
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The title conpound (120 ng) was prepared in analogy to
Exanpl e 165, steps 3 to 4, from

W@ 2{od/0p128810- 2- chl or o- phenyl ) - et hanone ( CAS RegPCTMBP2008/062412

252561-81-2), and 4 WO 2009/ 040288 PCT/ EP2008/ 062412
-99 brono- 2- net hyl pyri di ne (CA Reg No 22282 99- 1)

opiH tangthaneefananfiganpl e 115 step 4. Wiite
SO|Id I\/S(rde) = 410.0 [ M+H+] . Exanple 172 5 1- [ 1-

(4- CMeﬁ{a(ﬁeQﬂi%ﬂyll C}I}-&YC&l (80 F@Wa]s added to a solutlon of 3- (4 amino-2-
or o- qui. nol |

f‘ior(cnp y r%k‘7p R PYadiEr o) dpiy- Frlfiﬁﬂrﬂ St %05 (38rmghigrpyridine
ON@ATE O ik tuawaf stifrel idry30 mirt dtirbdmn (tdmPerdturel MeXiamis by

é@%%%ﬁ? %i?ggggﬁﬁﬁgﬁeg G&?'ﬂréﬁ%q Igﬂg éPﬂlﬂ%Ca S:nt ag?adie'}%'z&%%
ThieChi ix tOulYe HEAOB aqlp gaveahe tit8ca@npaundl(4h m@ as elvdtifedpam. MS

- ( h enyl )-1 10 cycl opropanecarbonitrile
?@é ﬁBCl mﬂ%jtﬁ 4399-27-5) (427 ng) in 3 nl diethyl

et her vvas added at -78 Cto the red m xture and then
stirred for 15 min at -78 feamplel6i xture was al | owed

to warmto roomtenperature, then poured into water

(VH3-Th) oraid[ 2602t dhderogysyridih by 1913 St il 2rhy dFB6y-1-methyl-propyl]-
conmbi ned organi c | ayers ﬁerﬁ Eri ed.over Na2SO4 and
concentrated in vacuo. PREVERFHIRS%s purified by

flash chromat ography (silica gel, 15 ethyl

acet btN/dneqrapgetdylagine(@; 186, ml) had bendoyl chhereded 02HAND were added

h ,

& %% n ?f@ 84 ng{ovﬁE cflf&?o :%h&llﬁ) -2 g@ rEHRH? ﬁaﬁnaél gl)glpf 1-trifluoro
ut[d& 2ol (@h Intﬁ)én a@h@ RUS eé’blP‘BﬁW"laS %lrzedﬂttrwrfut%%a@re for2h
ﬁlrttl heh |c6n&nﬁ|ateﬂtu|i1 aneb. PUifcatibh be pePaRAWE mm@(mﬁom@@ex Gemini
8ﬁ oCrOJ)llﬂ}gﬂgiﬁ We?tqg'r&él,@p%%)r %%P} Cl\?}nedo 10? 1368814 [aq]) gave the title

ecqnpasmid 135 3ng)l as methimfoas. MSi(ghit) yebd.ofWMsdlild. M5 (nie)
20 = 378.1 [ MrH+]. Exanple 173 1- [ 1-

(2, 4- Di chl or o- phenyl) - cycl é" ﬁy
-2,2,2-trifluoro-1-quinolin-3-yl-ethanol Step 1: 1-

(2,4-Dichl oro phenyl ) {él opr opanecar bal deh%;de The
t i +1(&Chiprectifl noﬂj) chlprorpyridig-3-n)-dral-Bifluare- ‘butan-2-ol
Exanpl e 115, step 3 by 25 reduction of

1- ( 2THe dilebdrapapliemythy)-wasqyeoat mplylbl ﬂﬂEﬁsﬁ}n}ﬂ@f& Reds 3 to 4,

%{no%? F‘i‘ggo gﬁ %}%%Rpgijdn[eﬁgggt%l aN'\/hJ_r%Bﬁén%} %ndc{ 5 ﬁIoro 5-
tbdppyridine ¢ OAE RemH ND- pHEIYT-0c YehitmobigyMS 21/, 2368.0 fMudt'].
o- 1-qui nolin-3-yl-ethanol The title conpound (73 ny)

was obtained in analogy tg ® 115, steps 4 to 6
from1l-(2,4-dichloro- phenyl - ycI opr opanecar baI dehyde

and qui pol i n S 30 Reg . 5332-
whi- Hﬁ@m&gm %ﬁlgtrezp Y%.\ nlnfsiawgm Lityiflupremethy avrm)ﬂ pyridine-2-

hexanes) at carboxylic acid

A solution of 3-(2-chloro-4-fluoro-phenyl)-2-(6-chloro-pyridin-3-yl)-1,1,1-
trifluoro-butan-2-ol (100 mg), triethyl amine (0.4 ml), palladium (II) acetate (22 mg)
and 1,3-bis(diphenylphosphino)propane (41 mg) in MeOH (10 ml) was heated under
reflux under a carbon monoxide atmosphere for 20 h. The mixture was adsorbed on
Isolute HM-N and purified by flash column chromatography (silica gel, ethyl
acetate/heptane 20:80-50:50). Fractions containing the intermediate ester (not pure

according to LCMS) were combined and concentrated. The residue was dissolved in
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WO 2009/ 040288 PCT/ EP2008/ 062412 - 100 -78 C instead
of the hal ogen magnesi um exchange described i n Exanpl e

wai®oosnep 4. Wiite solid. MS (me) = 412. 1 [RMGHEP2008/062412

Exanpl e 174 1- (2-Chloro-pyridj Q- 4- yI) 1- [ 1-

(2, 4- dlchloro phenyl)-cycl opropyl] -2,2,2-trifluoro- 5
gqfk]ur%?)ﬂg 1tht1u E}(r(tirotxld% si%glgo ?Iq Eg gnifl {8 6(5 m@ ml@l%bﬂ {? 9 mlf]and stirred
fpr(Sznm HCHH mdm‘awﬁemyllp Jetclysirolpsio padadastzahidsblydets aack
gva%Ma@crcpan‘!i th© %%R?Y)ﬁk gésﬂi%e &%&M%lthl\pategéggﬁff a§(§w21§hed with

te sol
glhylacemicof be Wﬁoaf livar wasycigiffed it T (5 élQTE I‘féﬁljl‘*) anfl extracted
With letHyl b@kAe. Eh%bhﬁbhneaﬁr @l‘a@érs w&eﬁtﬁleﬂ ovér Na,SO, and

é(m(:ﬁletlr%tc ] o\;al?:}l henﬁ? %he tglgﬁpaﬁiépg inyfow | (())gt%\yhr(%mﬁl“g? a colorless solid.

NEpinalaclSPetefyibbensehe [M3PL'R ) was added to THF (60

m ) and cooled to -20 C. A solution of

2, 4-di chl or obenzyl cyani [ in THF (10 m) was

added within 20 m n. The ﬁ?ﬁf@%%ﬁaas stirred at -20 15

C for 20 min, and then a solution of nethyl iodide (4

m 4- 13-k @hlm?ztl ffworoyphenylid ey dramie 1-triflyeremethdprepylf-prgdine-2-
for 5 min. A solution of darbdiytioneldi sopropyl am de (2M

in THF/  heptane/ ethyl benzene, 32.2 n) was added

T) 18 4,& n1xture

[2-Chloro-4. / luoremethyl-n
IHErb(oaﬂzvlma)admmm vvlthl n5 mn. The m xture was
stirred for 1 h at roomtenperature. The m xture was

20 p@%ﬁ@komf%é %1&301%%&) p?H%Hyl?)ét 2169 - lwrldnn qgh)\th 1,1

acet nbi ned org ers _were ‘dried

m&b@m &ﬁﬂal %:sh(:léﬁtna&it bé- hlsrﬁdkPﬁélﬂbéPhoFﬁ]émPé&fPH%F@ %égng) "palladium
puy écﬁeta@ed(szné) Mtrleﬂﬁfﬁ @Iﬁm{qurlap ) (rﬁﬂnleth@ﬁolqeb ml) was stirred under

t 100- t
P oY b gnangs StgsPpelr £t 2015 Tl k€ By o on
Boli2e BIM-OF andoyurifitidrbydtagh )celaﬂ(nzgmemamlgf@m{m@rgel Ythi] 1,
%cg%rté/gg:lyt%eoo ?%({Tgé 20 dT}n%ﬁ%% a(%rg‘g &}do ZAEleaﬁ_vae{s o%i%ge%r%qg%ﬂ)rless
gil.t\S 6m/¢)ropR2.0 [M+H'].
2- (2, 4-dichl oro-phenyl) - 2- nethyl propionitrile and
2rephl 1o ﬂﬂ}@&@pﬂﬂhgﬂdﬂ e(n G '

rless o ' VFE .
%¥§ﬁ§§§5§§¥h62412 - 101 Exanple 176 3-

(4-Chl oro-phenyl)-1,1, 1-trifluoro-3-nethyl -
( 2- met[ Py P -G ool -AudroyphenyDt Bhydrogy- 1 -trifluoromethyl-propyl]|-pyridine-2-

carboxylic acid methyl ester (24 mg) was dissolved in an aqueous lithium hydroxide
solution (1IN, 5 ml), THF (5 ml), and methanol (2.5 ml). The mixture was stirred for 10

min. LCMS indicated complete hydrolysis. Volatile solvents were evaporated. The residue

was diluted with water (10 ml) and washed with diethyl ether. The aqueous layer was
acidified to about pH 4 with HCl(aq., IN) and extracted with ethyl acetate. The
combined organic layers were dried over Na,SO4 and concentrated in vacuo to give the
title compound (22 mg) as a white solid. MS (m/e) = 378.2 [M+H"].

Example 171
3-(4-Bromo-2-chloro-phenyl)-1,1,1-trifluoro-2-(2-methyl-pyridin-4-yl)-butan-2-ol

The title compound (120 mg) was prepared in analogy to Example 165, steps 3 to
4, from 1-(4-bromo-2-chloro-phenyl)-ethanone (CAS Reg. No. 252561-81-2), and 4-
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The title conpound (220 ng) was obtained in analogy to
Exanpl e 175 from 4- chl orobenzyl cyani de (CAS Reg. No.

WQA20958249 and 4- br ono- 2- net hyl pyri di ne (CAS 5PEEBP20DE062412

22282-99-1) which was lithiateg,with n-butyl |ithium
(1.6 Mn hexanes) at - 78 C instead of the hal ogen

F?#H 53! ré%hﬁl)égrrﬂ%ﬂg ﬁ§M§ ﬁg% Ié\ﬂk %F%f 1)1I3__A§( 1ch Yvas let]??%% w1'd{vB n-butyl

Kl@uﬁnrbil SWLom bexapes) di AZ&BGyinptedd of tilethnalogtrumagn@mm exchange

&écﬁﬁédl)‘l'ExQ gf’ezl 18 s?e Wi, )Ntlﬂ‘dzts%ﬁd 2v18(m/d @I(?@HJHH
, 6-Di chl or n-3-yl)-acetic acid net ester

HCl gas was bubbl ed throu%@(@ iol ution of knovvn

2, 6-di chl or opyri di ne- 3- B¢ 142 e (CAS Reg. No.

58596-63-7) (2.46 g) in MeOH (25 m) until saturation

was 14 bgsithtbroighenl) xyelopropsl-252,2triffdom@dt 1-gai@elin-3-yl-ethanol

tenperature for 17 h. The sol ution was concent rat ed

extract ed wth DCM The conbi ned organl c Iayers wer e

dri et sehisipn gk pSodyl A ua o el indxesanes.d -1 mé) wastadded to 3-
wmiﬂﬁolﬁ@ (@quz)eg Wi 338290l dsodMag) (digthyFetRGQ10 ml) at -78 °C.
% ufs i Sarrsd &y Bdlrdon! )i 4 sqlution of }i(#1chlgraphenyls:lret
twlopwtbmteﬁrb&ﬂjﬁl} {Ous Reg. No. 6|43%02ﬁh)3(42f7trh@ ia Gn‘ﬁl(xhﬂﬂyl ether was
%%c%éngzmv%st()%ﬁ%%gnt%d drg 284 "Eh %}ﬁrreg for 1;% 1n at178 % el%s nIixture was

from or O- pyri -aceti
atbtviedl to esir@rto aﬂ@rnﬁemptrhmrpyhmpmedzmt@ anrox4d ml:) aatldl egftracted
(gg@%éﬁ%ﬁ etHé'P Tﬁé@&nﬁﬁeébr aflcWYfershflrt @We@bler NESOMR) =
fczicemr%% Huvaﬁﬁ@ HH}@y%wéen‘mmmf@d by flash shyepgtozrapliyn glisngel,
etﬁywcettatét/led@m&recti 10@520Tstt)e tHehtettg;&tm@/wmmomroea@a k@give Fhe title

gﬁ%%?%@asr?ét%xﬁ&@ Oﬁh%ﬁ}% %?93 (En/ g)m QB%J%H dster and

qui nol i ne-3-carboxylic acid. Light yellow solid. M

$tep &) 1-+1-396.orohpHdnyl) - VWho PO 9| 24D 288 RCH/ IERRIDOBK-36241tPanol

- 102 Exanple 179 3-Chl oro-4-

( E)’rrg'tﬂ?fei/ flflé Edrﬁ?(?}tgldlz('gtﬂs %(% rolatalne)d in analoi;y to Example 1, step 5 from [1-
6@0(91%‘?%( AYROPFPX - HBONA- 5 BN QethMWthlalerysﬂqwq@t%MS (m/e)

L3781y Mipatjan- 2-ol  (Exanple 178, 2.60 g) was

suspended i n aqueous HBr (48% 52 m). The m xture was

5 stirred for 16 h at 80 Ii h at 105 C, for 7 h

at 110 C and for 6 h at 1 E‘ °r reaction mxture

was poured into ice water/ EtQAc, neutralized with

&qlréddPDishlioro-phepd@osy chaprapylbd, 2 ttifbyore-d equitolivi-Byl-ethanol

Et OAc. The organi ¢ phase was washed with water

Stepl: 1-(2,4-Dichloro-phenyl)-cyclopropanecarbaldehvde

The title compound (900 mg) was obtained in analogy to Example 115, step 3 by
reduction of 1-(2,4-dichlorophenyl)-1-cyclopropyl cyanide (CAS Reg. No. 71463-55-3)
with diisobutylaluminium hydride. Colorless oil. MS (m/e) = 214.0 [M"].

Step 2: 1-[1-(2,4-Dichloro-phenyl)-cyclopropyl]-2,2,2-trifluoro-1-quinolin-3-vyl-ethanol

The title compound (73 mg) was obtained in analogy to Example 115, steps 4 to 6
from 1-(2,4-dichloro-phenyl)-cyclopropanecarbaldehyde and 3-bromoquinoline (CAS
Reg. No. 5332-24-1), which was lithiated with n-butyl lithium (1.6 M in hexanes) at
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and dried (MgSO). The product was purified by
chromat ography (Si 02, cycl ohexane => cycl ohexane

WO EiioQi0e0288 1 => Et OAc /MeOH 9:1 => 1:1 ) and  PCT/EP2008/062412

subsequent|ly precipitated 10 fr§n1hot Et OAc to give
the title conmpound (1 83 g) as an off-white solid. M5

—(Zg ‘% %nﬁt%ag ofl F} ﬁﬂzrb gnef um XC n%e (ile%cnbda in 'Example 115, step 4.

Shedu
VﬁnmsmhdﬂﬂSKm@ﬂe=212thh6ﬁ|n 3- yI butan-2-ol 15 To a
suspensi on of

3-chloro-4-(3, 3, 3- trlfluoqgﬂQWMy 4oxy- | - met hyl - 2- qui no
I|n 3 yl-propyl)- phenol (Exampl e 179, 75 ng) in

g BRosrom ot Ranar- faj(if A dzgch.v#\%y e ey R s 2 ariftuoro-

mas stlrred at 0 Cfor 1 hedndobt roomtenperature
for 1 h. 4-Methylsul fonyl benzyl brom de (54 ng) was

adde u
gh%ép%e&rp]z rhlﬁggtrz glj\% §§fafnre?(%n al%&@éﬁé&%@%ﬁ: 13“3 {Tgps 4t06

frpm Lt 4 dichleypinheard) fcmlomoam debstn andrPpetl eout-odempridine

feks ﬁegjh N, 15803%-86- @hWHn%%hdi SN Wg)ur @GWFMQPPL.ed into

wat er and extracte Et OAc. The organic phase was

washed with brine and drlﬁ%:%§_804) The product was

purified by chromatograp , cycl ohexane =>

cycl ohexane /EtQAc 1:1) to give the title conpound

(26Q@-Gprapyradint43ih)- 3y &,4-diwvhkebipthen Wb 1 (101- &) flror630mathyl-butan-2-ol

[NHH+] 25 Exanple 181 Benzenesul fonic acid

e q AnQ%k- | - met hyl - 2- qui no

uspenS|on of

3- chloro 4 3 3-trifluoro- dr ox met hyl -

| i n- 3okt I-OBIO bshu}mahlémm E%%%M in7 F/dfs‘fpr?gl)e/ %rhﬂbenzene, 322

fRpivhadeled ROTAFE6( Bd) A cdofedNo I\b@ét: o et GCB1-amhiifobenzyl

S L8P warE D CENAF G POt DORSLIES pfiGoppasstied at 20

tajs 20minearikthze naslukibo oy medtyl ardndiae(4(rﬂl4 1I|1’@HFV(IESHI) adsledded. The

Ryl s R R Aol BB BERE AIC A% Py
Eeromee/ ethiybbeoraganiZc2 phawes agalsd wethined) mirnt. A himipeirewas stirred for 30
YMuE Qt \é@ éOeQ%’ t%%%&u{’g 658%@9810@@1%‘%4%11) in T3 MRUSLvagRed

S . product wa uri by
L‘%’%‘b rl ?Wlxt USGE y9S Stlrﬁﬁf]cfpbhgﬁgﬁ‘é’mﬁel’&l}/%?tﬁff’e;gﬁ gixture was

f)&ﬁr%t‘o {batl:} (ItOO r@ll) vifd bheactddiwieh ebppeuac. (RO c(ﬂﬁlblna& oBfanic layers

}gere “drie over a28b4 ang/S orgcentrzltea' 1n5\?a2cuo '[”he remliue was f)'ﬁ)rlfeed%y%lash

&H@ﬁ}a@kgr&nhy (4ilinegdhdxgMohariarie)0: 100130t 72Q) rtd §lva dlnotithe dosppuind as a
Mkt &1 (¥b£? N@g fLZig iltle conpound was prepared
e

I n anal ogy ps 2 to 5, from(2-

Step 2: 2-(2-Chloro-pyridin-4-vl)-3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-3-methyvl-
butan-2-ol

The title compound (80 mg) was obtained in analogy to Example 115, steps 3 to 6
from 2-(2,4-dichloro-phenyl)-2-methyl-propionitrile and 2-chloro-4-iodopyridine (CAS
Reg. No. 153034-86-7). Colorless oil. MS (m/e) = 400.0 [M+H"].
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chl or o- 4- net hoxy- phenyl ) -acetic acid nethyl ester and
i soqui nol i ne-5-carboxylic acid. Brown oil. M (nfe,

WO 39088 i on) = 396. 1 [ MtH+]. Exanpl e 183 10 PCT/EP2008/062412

3-Chloro-4-(3,3,3-trifluoro-2- % droxy- 2-i soqui nol i n- 5-

yl -1 - met hyl - propyl ) - phenol A solutlon of

3-(2-chl or o- 4- net hoxy- pheny!l 1-trifluoro-2-isoqui
nol i n-5-yl - but an- 2- ol (E&§:L1i5%@2 50 ny) in

di chl oronethane (1.3 nl) was cooled to -70 C._ A1

s G+ Ut Chlerebhemd b b 1t1r irdluone-demethy b2t himstloydatyiiglive 4(yd)- Bman 2-ol
m) was added and the m xture was stirred at -70 C for

30 NMrRe am@c&ﬁp&lﬁ (fz@aj m]gz Reas BbInet 4k Enbgyl t%QEX‘é.\ﬁlﬁaferl@rfﬂ)m 4-

tur sol ution was adde
gy séané%a&%é\gt S Ho- S ek BherRaaene: %ﬁ@yrldme Tcas
Regavy. 2182a%e | wakichask dthived vithai- Bllit.yl léthived ((.0yBGMexanes) at — 78
¥ concentrated. ,The I
sy g PR ihR0 FRah 6y Bael FlartflE 1 P4 b€ foam. s
Onkaﬁﬂbﬁglm@)Fﬁﬁ2ﬂHﬂﬂéﬂdonpound (45 ng) as a colorless
solid. M5 (me) = 382.1 [MH+]. 20 Exanple 184 3- [2-
(2-Ch|oro-4-nethoxy-phenyhﬁﬁﬁﬁmygﬁoxy-
| -trifluoronethyl-propyl] -quinoline-6- carbonitrile
gts_’te &46—%%%‘3‘ggé g: Slel) I&Plel ?rlﬁl?orrg%x 5I rln%tha;f ngra%}nhy yl)-butan-2-ol
4- chl or o- 6- cyanoqui nol i ne- 3- car boxyl i c aci d et hyl
giep ér (7 CR%hI@b-Rewin-Blyl 4284 dcid Gacdhvl €Selg) i n et hanol
(30 M) were added triethylamne (3.90 g) and Pd (5%

on Chgy %95%&5 b%%ﬁleﬂgﬂl%ougﬁ 9 g%ﬁhﬂ bP ki{Btwn skLdi }ﬁgroﬁwaﬁﬁle %

hydr oge t nos using a ba oon

eetaliyde (%%R«rg Noe p&XP60F3F 7)Aot én MdQH 42 emasntil saturation was

FQRERINThah B ureShRGEirrell Q?rcfo%@fé}ﬂﬁéfhtﬁ\ﬁsfof‘ o1 h fTHY ShRln was
t he hydrog enatlgﬂﬁyas repeate

EYHaR et I vacyp, e %W%SWHF# }ne‘@atsry e alkallzed with aqueous
sqi i Qg @Ry afSiea, exﬁ‘ycﬁéd)hﬁk @'(H\/[[ B QA Hined e%aﬁhc Byers were

gntf(f' %Ive(l:J l'béeF( hgl)dtclotnlﬁe%.} %gend‘{) %ﬁﬁﬁ 1t(le %‘1 /(6%6 fg %tg‘\ 35lid. MS
GOF) EP2008N06BAL2 - 104 Step 2:
6- Cyano- qui nol i ne- 3-carboxylic acid To a sol ution of

§te‘832a§] @, gubitRb 9Y§dlﬁaf Q@Wll 1-Grififdrd- ZQ(tShﬂﬁlethQ/ﬁb%razﬁllZ ;l& butan-2-
g) in tetranydrofuran (6 m) and ethanol (6 M) was

ded a 1 M aqueous LiOH solution (6.79 m) at 0 C
The m xture was stirred at O Cfor 1.5 h, then the
rri Xt mhetlﬂ@&mpddidf (2@ (ﬂngB Wﬂsbbtalndﬁl 1ﬁ@,ﬁﬁegl)8to|'ﬁamp]'d’ll':‘, steps 2t05

(:2pé g lﬁn? pgfl(ftlm—%gl agﬁt Cf a& maéltylees&er \?ndt'ihrrele }/lé)&reazme 2-
tarbb)eyhc onpdCGAG Reg. o.pp2a$54dhn. laght weHpveils¥S (dn/et h@66.hadl+H'].
used in the next step wthout further purification. M

(me, 1SP neg. ion) 197.2 d\Mf3td 178

3-(2-Chloro-4-methoxy-phenyl)-1,1,1-trifluoro-2-quinolin-3-yl-butan-2-ol

The title compound was prepared in analogy to Example 1, steps 2 to 5, from (2-
chloro-4-methoxy-phenyl)-acetic acid methyl ester and quinoline-3-carboxylic acid.
Light yellow solid. MS (m/e) = 396.0 [M+H"].
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Steps 3 to 6:
3-[2-(2-Chl or o- 4- net hoxy- phenyl ) - 1- hydroxy-1-trifluoro

woreohipko2gs opyl | - 10 qui noline-6-carbonitrile TPET/EP2008/062412

conmpound was prepared in anal gy _to Exanple 1, steps 2
to 5, from (2- chloro-4-nethoxy-phenyl) “acetic acid
nmet hyl ester and 6-cyano- qylnoi E@ 3-carboxylic acid.
Cff white solid. M5 (nmle) [ MFH+] . Exanpl e 185

3- (@Chbmériﬁésiatrﬁfhmyﬂ)hmrgm11m¢thyl%qnm21ip§-flrmopbb-:phenol
-indol -3-yl)-butan-2-ol Step 1:
2-(23 42@%14004 ﬁfem%;s}yﬂh)enﬂl?hﬁ -kl Ro bt hiRGIN-3 34 WhudanPE-0l

one To a solu
EEaX(a@PAe HiSc hod .gbwaﬁ%ﬁymdeﬁ i sare HEBE (8% rgnRe fhe figiture was
étaﬂgeﬂgﬁf 4h aﬂ.$0 °336r 1mh 31 I05t°ﬁ]; f(ﬁrfylﬂdit(lfl(] Pal’anﬂ%ﬂﬂ B anex0eC. The
a e on I et

reactt 8% p()Erfgl 1r'}t ice &ﬁ;'tgy/ lEft tAu’rneu aliz %tvgllﬂr} aqjregyss sat.
N@xﬁﬁ)i @&mmnaemglreatra@cd WltE BOATHEhe c@@arsoplwn wapmgshed with water

r
%Yl%%g@gh@g@@ %%ogﬁgq\g&ﬁ ﬁlgﬂe&w éHrbSLS (??%prhg (Sﬁsz, (gclohexane =>
b By o O MO 9 s 67 e ot pitated
ﬁbhﬂidt@@OA@ td gide methe%ﬁgiolaaa €1.88 g9 anrs wiretd 86lid M D (fde) =

| d for 10 mn - Fluor0|ndol (185 ng) was
g%ﬁ%§W1%£ m xture was stirred for 30 mn at 0 C and
for 1 h at roomtenperature. |Ice and dichl oronet hane

wer e added. The pH was adjExstopie 18 8 25 with saturated
aqueous NaHCO3 sol ution. The organi c phase was washed

W th Wasgs.crygi 4 Wauuofnw bETA 3N BnGRIE A @iifidro-2

to dryness e pro gyrl
chronatography (Si 02, eyaglshexbhetapradac 4:1 => 1:1)
to give the title conmpound (127 ng) as a colorless

sol i Wo aMspehdion of SChldeg 4- (13BB-tritlud3é-25hdvb 1 ] -meBi @42 -Quinolin-3-

T-bpbSefrre Betole 37 S o BudpN° @ﬁ}e&w?&fsta CUaRSrBdded

NﬁlH (60 9% dispersion in mineral oil, 9 mg) at 0 °C. The mixture was stirred at 0 °C for 1
agg Ff‘ro%h?&%‘%%?at&{%%gy g Q‘Meﬁﬁﬁ%tﬁﬁ)@?fgfﬁyﬁ B%)Qlludg’(éq Alg)o&fgs added

@ilﬁd:ﬁlleémét‘r’éf waﬁﬁlr(f@l @ regy terpEAIed 3NaMegism gybonate (32 mg) was

led%ﬁ%ha 'tl@éqmbﬂuf@v%rsﬁ}re@fdr 2 &Kgfk)roaﬂvgelgl élta@l[rE 2R¥¥H! 5 h at 50 °C.
er

arbonate (48
E&r%ﬁm%%rfﬂ%%wreﬂds%wﬁg% HPEE ft d‘?t‘%%f %h%gamc
phaze andlwathedadth EﬁmdaiﬁuﬂQMgsogl Tihe phddice ezaspmﬁﬁed by
xture te
O e oL e 8 e ok Bere BB B fogfve g e
tdrepswld/@htmgindedighegliowdold. eM.Stlme’ epfH60.déd 81 Ing of
the crude title compound as a |ight yellow solid. M
(n1e, ISP neg. ion) = 494 g2 [ MEAG ] - 5 Step 3:
3-(2,4-D chloro-phenyl)-1,1,1-trifluoro-2-(5-fluoro-IH
- i ndal yl)-butan-2-ol To_a sol on of crude
3-[2 BGQZ%C%H)'@HFCcﬂ%ﬂ ?aﬁlélﬁw-fl%aéo’p%fﬁm 2eydrer bty Zsquinolin-
| - carboxylic acid testyllpubyyl)-phéei eft&l ng) in
tetrahydrofuran (0.8 m) (trifluoronethyl)-

To a suspension of 3-chloro-4-(3,3,3-trifluoro-2-hydroxy-1-methyl-2-quinolin-3-
yl-propyl)-phenol (Example 179, 55 mg) and cesium carbonate (52 mg) in N,N-
dimethylacetamide (1 ml) was added benzenesulfonyl chloride (25 mg).After being
stirred at room temperature for 2 days, more benzenesulfonyl chloride (14 mg) was
added and the mixture was stirred at room temperature for 2 h. Water was added and the

mixture was extracted with EtOAc. The organic phase was washed with brine and with
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trinmethylsilane (2Min tetrahydrofuran, 0.23 m) and
t et rabut yl anmoni um di fl uorotri phenylsilicate (20 np)

wawree/oadeed at 0 C. After being stirred at rt POVEB908/062412

10 trifluoroacetic acid (127 ng) was added at 0 C and
stirred overnight. No deprotectlon was observed, so

WQ eﬁﬁnotndlIJllre M50, i” ﬁ dz“‘:ﬁ% ‘H&aeg bi‘r?gmc%% VARl (5102
@ff@ﬁwmnel %Pye)ftk)hm i3kt Lintor divendar éitle spmipdnindPSougr as an off-
WB§94bhdAMse(fmc{%Ya%QQ§ Mgof the solvent, the residue

was di ssolved in CH2 12 (0.8 rrL) and trifluoroacetic
acid was added at 0 C. After ‘f stirred for 1 h at

0 C and at room 15 tenperaliXdF’@q 8 h, the reaction

m xture was poured into ice water, neutralized Wi th

ag. 3—@I\Chla?@@)&nahbﬂ)t—'pbéh)@)ﬂilﬂniriﬂaot(ed—iyd@in(ﬂ]ﬂgzlzbufﬁh@—ol
organi ¢ phase was washed with water and aq. sat. Nad
sol uty 99% 0; e r c

St I’th{p})trlee (gfr{dﬁ\gasgj\f%{?éé\%rﬁoglalo to E)%a }legt%ﬂ sgegjg 20[81% frgm (2
phlorcet madiheryophansn-aasiic axidoety Qﬂt\er@ﬁd 1soqu1nohne 5- carboxyhc acid.

Bﬁiv&rﬁ@iytl\)(é Ay N RS Mo e 1((AWM 1 t et rahydr of ur an)

was added at 0 C fter be| ng 20 stl rred at room
tenperature for 1.5 h, reactjgn m xture was poured
into water, and extracte QAc. The conbi ned

organic |layers were washed with water and aq. sat.
Ne3GChloaord- (@53, % thiftwoe o- 2NiyS dxy-The quiradine 3- ylalsn gahiy li friopll ) - phenol
by preparative TLC (cyclohexane / EtQAc 2:1) to give

17 9A'§E %Entolﬁg (E:C%L(?oglr %g{jl%%y ?ﬁ/f]‘[‘qﬂ ?rlfeéﬂ(gh% eb@}é:énohn 5-yl-
biga: aolmEém%ds ey ) inglichiaromatiangdi 3.1 (s poledtoTA°C. A 1
M i@z ofEboYJ)ﬂ trﬂﬁbﬁfﬁe&n@mhl&bﬁﬁtﬂane (0.505 ml) was added and the
2 ﬁﬁ: Wegé(ﬁprl @QE[% m&)‘? andJ el?teOn‘)e fo% |I|-h| R rfau%(?dre of Xze zNaPer and
&{Mamqhe@hMCthdlﬂmﬁzwhﬁac(d%&l&d@ mNeure was extracted with

hl&gl% domet%ualtle ]Tlhe ohganlcnéi'%segvr\]fﬁt \Igetlslhag ¥\7d[{’1 altleradré%iz @pgdﬁ ,Vﬁtc'ered and
BdceTBatg]. Tm@rﬂduat wae pwaikedslyi crhrema‘axgraph& (8Ohoryclobexsing /EtOAC
jen @150 Hid @B 1AL dmbs 4c] i5GhE 019 RN do1iBT /P4 QRA) 48585 1
CAS+Re§. %i‘glo [8518268- %91?% ?440@()@3) In tetorlahydrg?u?an

M ) was added. The m xture was stirred at -78 C

for 30 mn and at 0 Cfor 1 h. A mxture of ice water

and saturated aqueous NHA@xafi@lditgson was added and the

m xture vvas extracted vvith Et OAc. The organic phase

C o@c@a?r or0; —I?E][hbr | DR il.—ﬁgdl(o%i triﬂuoromet Fd|°é)éfl %umohne 6-

chr omat ogr aphy (S| 02 V\D 2@!@@(#10&@1288 PCT/ EP2008/ 062412
- 106 cyclohexane /EtQAc 1:0 => 0:1) to give the

Sieb 1 €6-9IRRY N ofiftd3- ABboxDRL 1 SPBMLELREY pure) as an
off-white soll1d that was used In the next step without

further purificatio 397. 1
2 0 a suspension of 4- cﬂloro 6- cygnoqlfmohne 3- carbl)xl\}/flflc alld et%y?ester CAS

Red. N(A4(Bl8¢hl76>l9(]){$)@)eiﬂlydﬂ)anlb-l (30-phenyt adddditriethzlahride §8L90-8) and Pd
(9631 char%ge(d, 200 mg). The mixture was stirred under a hydrogen atmosphere for

3.5 h using a balloon. The catalyst was filtered off and the filtrate was concentrated. Since
the reaction was not finished, the hydrogenation was repeated using the same conditions.
The product was purified by chromatography (SiO,, cyclohexane /EtOAc 1:0 => 0:1) to
give the title compound (2.1 g) as a colorless solid. MS (m/e) =227.2 [M+H"].
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5 To a solution of
2-(2, 4-di chl oro- phenyl)-1-(1-phenyl - 1H i ndazol -5-yl)-p

WO 2a04d288 ol (180 ng) in dichloronmethane (5 mn PCIEB2008/062412

added powdered nol ecul ar sieve 3A (1 g).
Tet r apr opyl anmoni um perrut henate (16 ng) and

475t Dl Tor R0l iine 4 Sl p. (490 M) were added. The
{ nperature for 1.5 h. The
mxture was filtered and the filtrate was '
concéngsaltdan Phodrynregeinolime3 wrdguric askethrlchter €eldg) in
‘ge@)raﬁl/'ﬁr@ffﬁ&?% AP d(eBh 21 (EXE) whesatea 1 Aeotis ©iGH solution
éq:isg)wbo i.ve Fhe,tltle conpound_( 149 ng[% ag an, .

IR at@ °Soll MO seyire a5),° ([rl%ﬁ_h,] _ ersaygﬁnlg'_cure was acidified
#ith 3, M-aguedsH Ok Phe pyckipitdieval fil terelll o) ivashdd (Whthohemy dndldbmall
él{nggr?%o%leﬁ?e_r )ﬁl()l aﬁg& taonéigé the lcrd(ﬂ: tl%féaclogl%%u}lg ({%%STESI anh (:)Iff—white solid
thaf Fastugil o Herrexpitemyithoudt-fodthphmmificatidh. iM%l b, ISPIgeg. ion) =
Py LMp,gqpan-l -one was converted to the title

und.

conp Of-white solid. Ms (me, ISP neg. ion) =
463.0 [ M H+]. Exanple 187 3- .
btops3 19 6 2-6hdoror4-methoxy-pheny : —li—trlﬂuoromethvl—propvl]—

{@nBREOeXRARA ) - 1H i ndazol -5-yl] - butan-2-ol 20
Step 1: 5-Brono-|-(3-nethoxy-phenyl)-1Hindazol e

3-Me henyl hydr azi hyd | ori
< uspIRLHE T et it Ponhled iFPdapetiom
vhloto-¢nhethoxyTitengh) gaeticacphas thylvesser dnil @ekyay§04ip]ine-3-carboxylic

Lhtered ra ness to give
%&inreﬁg%tﬁﬁgﬁ%ﬁg%‘?@. n%ﬁ%zglgfﬁgbr onobenzal dehyde (1

g) and N-nethyl pyrrolidone (3.7 ml) were added and the
25 nixture was heated unddiamiPls BRave conditions to

160 C for 10 mn. K2CO3 (1.015 g), Cul (36 ng) and

t r ans2MMDibhie b yhen gly-al 19h exkiung o-21( 526l @b ra i Fven d 33 -y butan-2-ol
were added and the m xture was heated under n crowave
andi i ons,tg 1

wer e é\daed and the mxture was heé\t ;ed under mi crowave
condie keplsitipn of 5(32.¢-digrloaphrnyl)-prapiomodcisk € Atelegalio [25173-21-
i1, |3t)@fn%‘§i i@ﬂ:@raﬁ)ﬂﬁofﬂrﬁﬁ E%f:) WaS 18RACERIIE 86N, NABnethylformamide
prkgduTt was . purif |£d y c¢hromat otgr a(iJhy (Si 02, CH2C12
Anbexa duende2 79 mm)y Thgmystyis was aligrpd plaropprisewRgtyre ey 1.5 h. The
g%%eéljﬁ&ageé%@bfdw% arfdi tgg g;@g (aBiﬂ%hlo?id@ 8318 gri[ecﬁl%kﬁzls-@mng) was

: EP 41 - 107 Steps 2-4: . . :
SRp9 A8 T Sro g 2 A ool 0 aR S A solir e acid
ghlphénipl 1,2-didhldroethamd (3501 Iwas ablddant-02Caindistirrad & rd@yming 5-

- - - nh Aq Z06|

%g[]&lr@%g(?% dm%) %9%{6}2—,@%— rglﬁagﬂ?)o@?ag ?{éﬁgﬁﬁé hihda @ afid for 1 h
atgioapi lemaraéty dee aed dichleromethangweyie @hfiest dhpnEhyas)adjusted to 8
with saturated aqueous NaHCOjs solution. The organic phase was washed with water,
dried (MgSQ,), filtered and concentrated to dryness. The product was purified by
chromatography (SiO,, cyclohexane /EtOAc 4:1 => 1:1) to give the title compound (127
mg) as a colorless solid. MS (m/e, ISP neg. ion ) = 334.5 [M-H"].

Step 2: 3-[2-(2,4-Dichloro-phenyl)-propionyl]-5-fluoro-indole-1-carboxylic acid tert-
butyl ester

To a suspension of 2-(2,4-dichloro-phenyl)-1-(5-fluoro-1H-indol-3-yl)-propan-1-
one (61 mg) in dioxane (0.3 ml) and dichloromethane (0.3 ml) were added NaH (55 %
dispersion in mineral oil, 9 mg) and di-tert-butyl dicarbonate (48 mg) at 0 °C. After



10

15

20

25

30

35

5 1- [ 1- (3-nethoxy-phenyl) -1 Hindazol-5-yl]
-propan- | -ol which was oxidized to 2- (2,4

walc@wbloerss phenyl ) - 1- [ 1- ( 3- net hoxy- phenyl ) - 1H | POHEPR1005062412

yl]-propan-1-one and convertelrg further to the title
compound. Col orless solid. Ms (me) = 495.2 [ MtH+] .

%rlg?tﬂr%d#ﬁ% ‘% foi1 n‘{151 alid %t rqom t)e/:mperature for 1 h, the reaction mixture

or 0- phé

wag washled @ritd)rreetthwndmrwydh]led (Mgha 20 filteredydrid-conQengtagasio Evaporation
!)f‘th@@&lv&ﬁmntd@r YA r}ﬁes%@r%’afforded 81 m% of the crude t1tl§: compound as a

4-di chl or o- phe -tr| oro-2-[1-(
h&lrtrrs&w slish M Cnimsﬁdﬁgolpnk #P1-20 i HpA L. oI (Exanpl e
187) was reacted with BBr3 to give the title conpound
88p 3: $0b a1hieklsrd-gheAyl MBI (1 niifluotoSE (Fd@oré-OR) indo¥ TN )Dbutan-2-ol
[MH+]. Exanple 189 15
3- (2To a sylu?l R ?drglde?y ) 2]4 d‘lt]%‘lo%orh eﬂly i proé%o[ %1' (52fluortoh10)dole 1-
&rgwcrﬂrto atld(t@met}frh ON§t- (|§herrg) lify tettdhidrodburan €0.8 mlhﬁallﬂoggorm@hyl)
Eﬁﬁ&ﬁ&l@rl&%hl\ﬁh?&r&ryd?ofﬁﬁhh@ Xy Hﬁ?ﬂﬁ/d %MQIE l'aﬁﬁndi’ﬁém

react br onobenzal lve

flrﬂrlpe)te%wh’ﬂrra@é zgmga oXRFe asided ans Crfeey bemgosrrgd atz@ for 3h,
erHdd‘félacB& ﬁ&ﬁ(l&74ﬁg) was added at10 °tC ar}d stirred overnlght No deprotectlon
C ro en r.] u
Va{)?] |ejl sp ftﬁ%&&f:o asgre)l]l r]hzeg ‘ghaoQ 8&? Nflgﬁl[(i;rfgﬁgw alng extracted
withFpOA c. 186, conxtinainrgdni( Ryem eoxyashbe myth)waldt-anddhiedloger
O Irjgf;f:egl T o\{l%‘dd}k & thé gdléeélql Erg Le?t{dgwgﬁ?g?sgdlv%d in 91—)12C12 58 mL)
4116[ t[l-ﬂ(u,@rm@myd Whﬁearfﬁiléﬁ at OOV Aftra being Stirpq fqli rldparil IC-@1d at room

W e MRS o PX hdﬂh% @6hctin Auikdiréwas poured 1nto ice water, neutrahzed with aq.
di chl or o- pheny thoxY ) - 1Hi ndazol -
2

M N??Q%aﬁﬂ urtloa ﬁ@d %taact%ﬁwlé f ﬁlrft WéFmE Bhgsavas marléed with
GaRp @ﬂ}kﬂﬁh siioNacCl agstisohhd drlMBo‘(diTMQSGi. K5 sillyldtddHrtoHuct\d611
2009/ in288Cl PCT. EPZOOg/ O - égﬁ&@gn‘?l e 198 2-1 . ¢
?gsen[t,zt € 6121 2 _‘pll_lj) uﬂ 8’?% 165[9 Vﬁe | iS_rH drofuran and a solution o
tetabutylanonometrhfjlorpledpiyl in tetratdadrzafiiranl) wpb hddedhe ADC. After being
%ﬂ?fﬂh&dr@ﬁ%ﬁﬁ&g uﬁe n?i?l 5 ]i tlie rea%trlcf l1J>((_t)1r1r(§:_was [pfurieil 1gto water, and
FETASERYIBhBIAQ TEHCQfﬁE@z@ prggnig| lpvepivers washsd it wafsr and aq. sat.
188, é&@lﬁir[eﬁaﬁltﬂneldl g@@tl hT}ﬁEifrgdﬁ& wag E\dﬁﬁ&d‘ﬁy fn‘e h@tieonmpound

?S a col orl.e

%lﬂhjzxane Et;, ¢ %?i‘g)lg%e 17(5ﬂmg of the tlt?e Igroduct as colo41ess ool MS (m/e,

(2, degDioah) I-ot®@r.pamyl]) - 1, 1, 1-trifluoro-2- [ 1-
(4- met hoxy- phenyl ) - 1H-i ndazol -5-yl] - butan-2-ol

Example 186

3-(2,4-Dichloro-phenyl)-1,1,1-trifluoro-2-(1-phenyl-1H-indazol-5-yl)-butan-2-ol

Step 1: 2-(2,4-Dichloro-phenyl)-1-(1-phenyl-1H-indazol-5-yl)-propan-1-ol

To a solution of 5-bromo-1-phenyl-1H-indazole (CAS Reg. No [861905-18-2], 592
mg) in tetrahydrofuran (20 ml) was added n-butyllithium (1.6 M in hexanes, 1.35 ml) at
—78 °C. The mixture was stirred at -78 °C for 15 min, then a solution of 2-(2,4-dichloro-
phenyl)-propionalde (CAS Reg. No [858208-19-2], 400 mg) in tetrahydrofuran (10 ml)
was added. The mixture was stirred at -78 °C for 30 min and at 0 °C for 1 h. A mixture of
ice water and saturated aqueous NH4Cl solution was added and the mixture was
extracted with EtOAc. The organic phase was washed with brine, dried (MgSOy), filtered
and concentrated to dryness. The product was purified by chromatography (SiO,,
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10 Step 1: 5-Brono-I-(4-nethoxy-phenyl)-1Hindazole In
anal ogy to Exanple 187, step 1,

wa2000080288 phenyl hydrazi ne was reacted with PCT/EP2008/062412
2, 5-di br onobenzal dehyde to gi_vl% the title conpound as
a light brown solid. M5 (nmle) §03 O [ MtH+] . Steps

2-4:
%Y-Cf“i‘,eﬁ%“ﬁ EI0% 62 prelid t-efverhs Uis compRpst U 0% ROkt Rl
punehesnar <)ff whne 6lid ﬁuawezt ugdyih the-rtsut siep witboutifurtherahoifigation. MS

A
Fs bf ono- 1 (4 me]t hoxy- phenyl) 1H i ndazol e was reacted
Wlth-2 2-4 l-proplo aldlhydeto gi ve

tep 3 ; : PEeRANY 1 -one
1M ndazol 5 yI ] pr opan | -ol which was oxidized to
2- ( 2Tda solution of 2-(2,4-dichloro-phenyl)-1-(1-phenyl-1H-indazol-5-yl)-propan-1-

di 0 t ho azol

i R e e e R L S S
ctnmgmdamm‘oﬁuum iperuthoarte (MBMEhr] 4-metlpBmbrphviiide]4-oxide (106

%@%%eeadligg The thturk gvas stlrre at room temperature for 1.5 h. The mixture was

% | or o- phenyl) %/ roxy-
lLt%rﬁﬁi ang ﬁwé%@q%was ﬁ?l@fﬁptr]i ed to, éﬁ’?@%s The grofuctyyaspgrified Ry
hyERpERIoh@Bane /EtOAC 1: O > 1: 3) to give the title compound (149

or o or02 [1-(4 25
ﬁ@ﬁ%ﬂo%ﬁgﬂg‘flsj’h‘?gﬁ%@@dl ;%4]%/ an 2-ol (Exanple
191) was reacted with BBr3 to glvethetltle compound
Sisp &: $-02.61Dieldord-phemyl W1 ( mrifyioro- 28 1-phep WA indaydd-5-yl)-butan-2-
%_1(2)09/ 040288 PCT/ EP2008/ 062412 - 109 Exanple 193 3-
Chl or o- 4- nethoxy phenyl) 1 1 1- trlfluoro 2-

(6- nethoxy pyridin
conmpBuHlagx$0 EK@Bﬁlﬁ édStFth a?néa ‘b&gﬁh%qsombsﬁad é (i PfsepélpkHzndazol-
519/1)5pr0f)£1§1m((n%'wd%Qbﬂfe@teﬂ‘t@”ﬁ{ehﬁl%ycomm)ﬁﬂ) offaggtd selidc\1e (m/e, ISP
rret h e%{3e(g ﬁ{% 6- met hoxyni cotinic acid. Light 5

(n1e) = 376.1 [ MrH+] . Exanpl e 194 5-
[ 2 (2 Chl or o- 4- net hoxy- phenyl ) - 1- hydr oxy-
| -trifluoronethyl-propyl] Exitpbyt87di n- 2-one To a
sol ution of
3( X —Bhﬁlﬂ}ﬁo) .
o SB MR i1 BAAOY B-C ellox) PHORR ATl -
in dioxane (8.5 m) was ad&&ﬁm%e centrat ed aqueous
HO (0.934 m). The m xture was stirred at 100 C for 1
Btep Af $ Brom690l 3-AgtHoyphentlj-eApedatdl e, Et OAc and wat er
were added and the mxture was extracted with Et OAc.

The on gﬂ )gfgﬁel%y razme och(lc')vrtiJCF O(f[?ﬁgg fals lt“}lsg)% ecged 1n(1I aqueous

concen yhe ss
NaoH sn};qtlcasaral axodadﬁdi with e;dmlm ahe N&a(lmm,asel BB dmg (MgSﬁ)4), filtered

A doricertPfedid (M'yﬁg"sl; to give 3-methoxyphenylhydrazine. 2,5-

Dibromobenzaldehyde (1 g) and N-methylpyrrolidone (3.7 ml) were added and the

mixture was heated under microwave conditions to 160 °C for 10 min. K,COs; (1.015 g),
Cul (36 mg) and trans-N,N’-dimethyl-cyclohexane -1,2-diamine (53 mg) were added
and the mixture was heated under microwave conditions to 160 °C for 40 min. Cul (18
mg) and trans-N,N’-dimethyl-cyclohexane -1,2-diamine (26 mg) were added and the
mixture was heated under microwave conditions to 160 °C for 20 min. The mixture was
filtered and the filtrate was concentrated. The product was purified by chromatography
(S10;, CH,Cl, /MeOH 100:0 => 95:5) to give the title compound (659 mg) as a yellow
oil. MS (m/e) = 303.0 [M+H"].
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Exanpl e 195 5- [ 2-
(2- Chl or o- 4- net hoxy- phenyl ) - 1- hydr oxy-
wo 2q00/04028%0r onet hyl - propyl ] -1-methyl - | H pyri BCTER200816652412
To a solution of
5-[2-(2-chl or o-4- nethoxy phenylf 1- hydr oxy- I-trlfluoro
I H-

ozt e | R 4h2 ng) and lodonethane (41 ny).
m xture was stirred at roomtenperature for 3 days.

Et OAm, zﬁfﬁﬁ)% g{a 8 saddednang. (Bf}ﬁetﬁbﬁﬂlﬁ&l Waﬁi indazole was

€ organl ase was

t d
ex hy H t QICEL”%W@@&‘Q% @é‘?ﬂl?lﬁl‘%@‘/ ¢ B &g é%é dl%I@O-PhenYD-
oda&hemaﬁ/ ﬂwnlyr)LHqiumgzslhwﬂqiregiraphﬂ wh§ihO¥as oxidized to 2-(2,4-

§%ﬁfa& SRR st Ry B H- O bRt e Gind
dinvetthd fuathet snihdeitle aempolindjiolgrdss enlidoMS (nvB) £riPap [M+H']
376.1 [ MrHH]. Exanple 196 5- [ 2-

(2- Chl or o- 4- hydr oxy- phenyh%aﬁﬁgy HgOXYy -
| -trifluoronethyl-propyl] - thyl - I H pyridin-2-one

I I
?23 gﬂ ana y t o Egengfﬁéhbygr%xg_sl tﬁ{[@pmethll propyl]-indazol-1-yl}-
trlfluoronethyl propyl] -1 -pkehblyl- 1H pyridin-2-one
(Exanmpl e 195) was reacted with WO 2009/ 040288

PCT/ EP20 pogqaﬁmz e 183113%2 AF%&%I ng B lqu nffuoro 2

conmpou ung 2 COIDr1 83

meBB0y-@heivl) -HH} indBcdidpil £ buen- %ol ({E(Xammleolﬁ@’) was reacted w1th BBr; to

%13@ éle%ltiefdofﬂﬁé%e 283 BMQHE’%¥oarh Mgt(ﬂlyclz 1%p neg. ion) = 479.0 [M-H"].
nmet hyl - 6-oxo- 1, 6- di hydr o-

pyridin-3-yl)- propyl] phenoxy} 3 quoro benzonitrile

To a solution of

5-[2-(2-chl oro- 4- hydr oxy- phenyl) 1- hydroxy-1-trifluoro

st (- Dighdgryt ghehy it Hickriflirbrioy2- | 1d{ 2amethone- phex giq HeinlQgol - 5-y1] -

100 ng) in N,N-dinethylace&aFI__01(2 m ) were added

3, 4-di fl uorobenzonitrile ( 6 Mg) %and cesi um car bonat e

The n1xture was stlrred for 18 h at room

epyl ne-1- - mathoxpidher itiadazgle e added and 10 the

n1xture was extracted mnth EtCﬁc The organi c phase

was pashesy W ERaplkaB7, s@arpI led mét%ﬁ%%nylﬁ&drﬁﬁﬁ@@a%gcted with

gon“ﬁ%ed L S Sipe ik sRiamet oy s My 3032

fMd+gi've the t|tIe compound (133 ng) as a colorless

solid. M5 (mMe) = 481.1 [ MtH+]. Exanple 198 15

§teSM g g ggﬁapﬁm@ bRel Ry Fimlbld-b 4O O=fre e il - (1P
- 410 yI) propyl] - phenoxy} - benzonitrile

In analogy to Example 186, 5-bromo-1-(2-methoxy-phenyl)-1H-indazole was
reacted with 2-(2,4-dichloro-phenyl)-propionaldehyde to give 2-(2,4-dichloro-phenyl)-
1-[1-(2-methoxy-phenyl)-1H-indazol-5-yl]-propan-1-ol which was oxidized to 2-(2,4-
dichloro-phenyl)-1-[1-(2-methoxy-phenyl)-1H-indazol-5-yl|-propan-1-one and
converted further to the title compound. Colorless solid. MS (m/e) = 495.1 [M+H"].
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In anal ogy to Exanple 197, 5- [2-
(2-chl oro-4- hydr oxy- phenyl) -1 -hydroxy- 1-

wa eiophogsonet hyl -propyl] -1 -methyl- 1H pyri di PEREP2968/062412

(Exanpl e 196) was reacted wth.3-

chl oro-4-fl uorobenzonitrile ang cesi um carbonate to
glvethetltle conpound as; a (i) | orless solid. M5

(me) = 497.3 [M+H+]. Exafpl e 199 5-{2-

[2-Chl oro-4-(4-fluoro-3-net hoxy phenoxy) - phenyll] 1- hyd

r okya-[2-(2,4-Dichloro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-indazol-1-yl}-
trifluoronethyl-propyl}-1- mi)thlgm,l-l H pyridin-2-one To

a solution of

et 1 R TR RGP A SR T 2T et s 4 -

ﬁQ&ox?Qﬂieﬁﬂ)—lHnm@kﬂﬂ;]S&lI Butih)2- V)E(@am@ﬂedlm) was reacted with BBr; to

%IVC heO[ %Icpjnrf)%ilgag%/g(:(?l ﬁ%sks)%%orrrl”l\glﬁg ¢ I$12 n&g}’— 47r?d0 [M-H']

pyr|d| ne (219 ng). The m xture was stlrred at room
temperature under an air Exampdpldre with exclusion of

noi sture for 7 days. The m xture was filtered,

disl @t€picMdrB- 3, ﬁn@rlﬂ@&heﬁ 4 Hheth deANS HH&Hazol-5-y1]-
Th e(lzor gani c prlgwﬂaégg;was dri e \g\/ESOZL)OMy?%I tgr ed and Y
concentrated to dryness. ct was purified by

chr omat ogr aphy (Si 02, cycl ohexane /| EtOAc 1:0 => 0:1)

Step di ¥-Broine- It-{4-hethoampband)-( H3iddazoly as an of f-white
solid. M5 (nme) = 486.3 [ MtH+]. V\D 2009/ 040288

PCT/ ﬁl%)o%iq fgé]rﬁPle IS%JS%ephlEgr Lo glgrcl) 5)5 gﬂne W'rlj reacted with
i ch‘?@,nmb)enqu ahytl¢ ‘[q'ggyebt',h@tt]ﬁy |com¥)ound asa P/ght rown solid. MS (m/e) =

PP yﬁ%rret hyl - 1H pyri din-2-one 1In analogy to
Exarrpl el

h+dawl+5dvlﬂ}bﬁtmneo[Exan'pl e 199) was react ed W|th BBrS
to give the title conpound as an off-white solid. M

E g{ ifnﬁn%]zq?g‘g%o Eig% ll?@?ﬁ%ﬁ %Q& rﬁethg)gy phenyl)-1H-indazole was
feagteql wltb&bﬁa‘éﬂwworpmbpw Prqrnwml@ﬁ}llydq: 19 gitqR-(2,4-dichloro-phenyl)-

P}{'IJ(@JrHétgoﬂnﬁhe@De]ﬂ{—'l-ndazol 5-yl] pro an 1-ol which was ox1dlzed to 2-(2,4-
or o- phen g

5’6 ‘;ZW%,BPBWU( ki |1é4-|1=6e ogfuglbea){gl azol—%/— 1 }I)rgpgn ¥ one an8
parivased filrthee td thio itly lcaing o (12d. A2 wgl)ltelfdihrhﬁf/ls (bug)anods. [ RA+H'].
m) was added nethyl - 6- net hoxyni cotinate (2.5 g) .

2, 4-Di chl orobenzyl cyani d x%]g,&p 8€9 g) was added potion

wi se. The m xture was heaté 60 Cfor 1.5 h. After
coollng to room 15 tenperature, water (100 m)

adtén! 7aWﬂ@lmoxrml)m}ahYW@gﬁédf\ﬂWI’pIﬁﬁ?t@thHOP@H hedazol 1-yl}-
The aqueous phase was neutr gJheggld Wi th concentrated
aqueous HCl and extracted with

In analogy to Example 183, 3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-[1-(4-
methoxy-phenyl)-1H-indazol-5-yl|-butan-2-ol (Example 191) was reacted with BBr; to
give the title compound as a colorless foam. MS (m/e) = 481.0 [M+H"].
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Et OAc. The organi c phase was washed with water and
wth brine, dried (MyS04), filtered and concentrated

Wa ogioyaess to give the title conpound (1.407 ROT/EB2088/062412

yel low foamthat was used in 11'Oge next step w thout

further purification. M5 (me) = 321.0 [ MtH+]. 20 Step

2: 5-12-(2,4-D chl oro- pherE&I)n zl-xcle9tsyl | - 1H pyri di n- 2- one

To a solution of

2- (2, 4-dichl oro-phenyl ) - 3- (6- met hoxy-pyridin-3-yl)-3-0
2d2-@hlors- @mctthMYeplqulYQSBl ditriflnoro- 2 {etimsxlagre - g8idin-P-yibutan-2-ol
added concentrated aqueous HC (11.5 m). The m xture

was ghé ﬁﬂ@@brﬁﬁdun%ﬂwi& Iﬂ&pa%ﬁ fa-andidy SPEVBMle WaSeps 2 to 5, from (2-

vapor at e suspended i n water, (

ﬁfrl? €‘P¥Y @1 roktad getn E%ﬁt%@ngérfesﬁhpﬁawﬁl%m? Light

Ml@mﬁdmsl((:ﬁﬁe)SﬁBml{m+HFﬂle solid was filtered off,

washed with water and dried to give the title

conpound as a colorless s 0.4 9). Ms (me, ISP

neg. |on) =281.1 [M HH] %gg?jé)qe

5- { Di chl or o- phen¥ acrylo 'l -1H pyridin-2-one
Za(nghllgrgq) -4ringthoxy-phenyl)-1-hydroxy-I-trifluoromethyl-propyl]-1H-pyridin-

5-[2-(2, 4-di chl or o- phenyl ) - agghy! ] - 1H pyri di n- 2- one

(800 ng) in 30 CH2C12 (2.8 m) was added

o s b B salBoR BB h e e B eBe A L g amethoxy-

pﬁlcﬁﬂr?)nj'l) buas - Bdd@kamphel 93] Xt2ung) invdsxasit i(8.6 @d) ats fdded

Hlect R Al B L0 S SRR BRI &l 2 FOF g 1 . Aier

@Qﬁm@e rteteun tandearatues GEAC prewsigr wereFdded eyl dhgeniwkge was
gﬁt?a%@d\(/@gl Ei AL PACo glC%%QevqasVMrIeh (MR, flltykﬁ aﬁﬁgaﬂéeﬁtrated

e was concentrate 1? ness to give
gb‘%%‘i?ﬁép gimsthe tiigcogpogng { %;97y &}W%hswqhﬁaw&éy& ISP neg. ion
ysedoogn-Hie. next step without further purification.
MS (me, ISP neg. ion) =291.9 [MH+]. 5 Step 4:

5-[2-(2,4-D chl oro- phenyl) xgrr%p ](c)bgyl | - 1H pyri di n- 2-one
5-12-(2, 4- D chl or o- phenyl )=ac f yl']-1H pyridin-2-one
(840 ggﬂ was hydrogenated in Et OAC usi ng 5% Pd/ Al ox
84242 @tIOy%mdlmP@rﬂ%Ethel -hydrpxy-¢ drifoeredngtkdpropyf) - layethyl-1H-
a l'ight brown solid. M5 (p{&dinlSbndeg. io0n) = 293.8
[M H+]. Step 5:

2,4-Di chlar I ropi onyl | -1 - met
dl n- Egaﬁ%luilgn Ph Sali%a(ﬁogﬁyrtoé —%ﬁél?ﬂﬂyep I)— 1-hy rgxy 1 trltﬁ)uoromethyl-
§ro[p2} 1 (12 4yddiakd- eﬁ@eﬂadaﬁfpyd D%p[tﬂprmghw N M&hwhylﬁheﬁmzlde (1.5 ml)

wsrnﬁl %%p%wgere(iﬁd%ﬁ\y%é nlgl%RjI%)arpleth m-*j I Ve OhI% [HR}HX-LL”-T was

Sireql 4 room temperature for 3 days EtOAc and water were added and the mixture was

Skt gﬁ Bt o IR ) b e
p py hhe pgp lﬂft svas puritl ed by chromatography (SlOz, cyclohexane / EtOAc 1:1

5>[02r) (t8 ﬂz‘edh&ﬂ”'ﬂl@&ﬁnlﬂﬁﬁiﬂy(hb RigRiraé L0.Y n{£|§§ Y bFN,N- N
one onve e 0 oun
T b P gs ghfe) 5o (M L

Example 196

5-[2-(2-Chloro-4-hydroxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-1-methyl-1H-
pyridin-2-one

In analogy to Example 183, 5-[2-(2-chloro-4-methoxy-phenyl)-1-hydroxy-1-
trifluoromethyl-propyl]-1-methyl-1H-pyridin-2-one (Example 195) was reacted with
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[ MPH+] . Exanpl e 202 5- [2-
(2, 4-Di chl oro- phenyl ) -1- hydroxy-1-trifl uoronethyl -prop

W(yIZ(]09/041}2% hyl -1 H pyridin- 20 2-one Step 1: PCT/EP2008/062412

5-[2-(2, 4-Di chl or o- phenyl ) - promaonyl | -1-ethyl-1H pyrid
in-2-one In analogy to Exan'pl

§B£ %(6 %22]’64}161‘ tit hely%[q? L{) )cgl\}\)nglrgzgs%ioﬁ(ﬁ]yl\/[% élal/ 9{1{1}1%;' iorf ) =360.0 [M-
Hobloet hane to g| ve the title conpound as a colorless

oil. M5 (nfe) 324.2 [ MrH+] . 25 Step 2:

5-12-(2,4-D chI or o- phenyl )iy dfoxy-1 -tri fl uor onet hyl
-propyII-I-ethyI-IH- pyridin-2-one In analogy to

af%p ﬂ%@oao RERLE ﬁrgluﬁﬁ%ﬁmdfwobmﬁwlﬂ {L-@eihy}-6-oxo-1,6-dihydro-

1|+ pyri di n- Dyeidén-3ad)- pmwﬁrpledom 3-Aeotd-bdreosivrifpound.
Of-white solid. Ms (me) 394.0 [ MWFH+]. WO

‘[2 00 9’%9 468 8oF g}l’é "T’E % 0! Q:ﬁ 38: %%roxy Bi}e%yﬁxﬁﬂpérgx; 9 ?’[rlﬁuoromethyl—
peppB ororethye Fopwidimdryic) Examplerl8yLl0f-mg)iin N dmettyjdcetamide

gf ﬁg%ére a&ded@4 Muoréﬂé‘nz&ﬂfﬂlg(% Az Pﬂﬁi cegu?rpcal%onate (272 mg). The
4 Bro or o- pheny )-acet [1-1-nmeth éﬁedand

Wtﬁrezwqfﬁgrrs -f(g lgq-s%fsrﬁgwste@ﬁe@fure EtOAc and ice water were a
theneixturt was exnercledbrich BYINOTRY btgdhggrl%s&\aisb?sh&d witA&atkr, dried

ed,one drop.o
NIRSQnesrof ] sty g, (i oR T et BOAs Uy
divemmtography (8%, sitclaherahedtEtOd0 95 Herpeéi Atougiee thetitlé cémipound
?%g n\l@?ﬁgt&ﬁg%gg o%ﬁg %ghzg)d egS g%ﬂeﬁg sol vent was

evaporated again to give the crude acid chloride. To a
suspensi on of zinc powder HBmPle¥8ny) in
1, 2-di net hoxyet hane (5 nml) was added

t gtClabis {8 ichloesyl B3 pifluie ) Rahy daoiy Mthyl( 561 -F@}hyl &-oxo-1,6-
suspensi on et hane

RPN on Wik Sidin 3y PRt e ch R s

bath and a sol ution of 4-brono-I|-brononethyl -2-

chl ohoarbogy ém Exqriple 287,¢) [2-2- QhIQP(dﬂﬂﬂEﬂMXwéth)dhé Ky8romy)1-
o%!nﬂ#;h 1- g&%gﬂ lofﬁ%fhyisQHn%ﬂldm E%eft‘aﬁd{{ﬂ% 1‘9@)Sw§stlje£crt§pwlth 3-

C. and‘fo room enper ature,
crlﬂeroxs flyosabgpeonipile ind ¢esiugcaahenatnio §ivq the sitle compound as a

ES16AERLSIAL &S (nlfeg =proodust+mas purified by
chromat ography (Si 02, cycl ohexane / EtOAc 7:3 => 0:1)

to give the title conpoun 60 , hot conpletely
pure) as a colorless soli %XQ ? ]r%@g | SP neg. ion) =

338.0 [MH+. Steps 2 to 3:
5- [ 2- (Mt2Br2eGblope-¢HH dhwrienythpxy-phymgy Xk phenyl i flydoryne

thyl - propyl| t'rhﬂuoqgltlllam;fl—ﬁﬂiﬂ%'}r—i—%e@ﬁﬂ—'ﬁ-ﬁﬁyridin—}one

To a solution of 5-[2-(2-chloro-4-hydroxy-phenyl)-1-hydroxy-1-trifluoromethyl-
propyl]-1-methyl-1H-pyridin-2-one (Example 196, 200 mg) in CH,Cl, (4 ml) were
added 4-fluoro-3-methoxyphenylboronic acid (282 mg), copper-(11)-acetate (307 mg),
molecular sieve and pyridine (219 mg). The mixture was stirred at room temperature
under an air atmosphere with exclusion of moisture for 7 days. The mixture was filtered,
diluted with CH,Cl, and washed with 1 M aqueous HCI. The organic phase was dried
(MgSO,), filtered and concentrated to dryness. The product was purified by
chromatography (SiO,, cyclohexane / EtOAc 1:0 => 0:1) to give the title compound (139
mg) as an off-white solid. MS (m/e) = 486.3 [M+H"].
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20 I'n analogy to Exanple 1, steps 4 and 5,
5-[2-(4-brono-2-chl oro- phenyl ) -acetyl]-1- nethyl -

WO kbopi#i288 n- 2- one was al kyl ated with i odomet haPET/ER2008/062412

give 5-[2-(4-brono-2-

chl or o- phenyl ) - propi onyl ] - 1- rret t11yl 1H pyridi n- 2- one

whi ch was further convert idae ti tI e corrpound

Col orless foam Ms (nfe, | ion) = 421.8 [ M Ht].

Exanpl e 204 25 )
3-{24 2 #¢hdene-4 (4 Aheroo3-plidreaxyphenaxyd-phenfl] Udnyslroxy- d-trifupromethyl-

xy-pyridin-3-yl) - iybans 2-[bihySi QRbytidin-2-
2- (4-Brono- 2-chl oﬁ% gﬂ}eny X IEi)r?telt F}%xyongyrl di n-3-yl)

6 o PO O BT AgD &2@"@39% Vidiog pribcthgyy ghenosy)-

p]lﬂér@{ + dlaydrody suhﬁaquﬁmﬁthyl p’reﬁ}d]i @dnﬂh?lth—pyrldm 2-one (Example

?I i Iweas é%acteg gp ?ﬁ glve t}re it e{c%m%%?é? agan g% ﬁe SO 1e1ei}/[8 \le/e)
éZﬂZHVH‘W) 1.2009/ 040288 PCT/ EP2008/ 062412 - 114 Steps 2

to 3:

3- (4-Brono- 2-chl or o- phenylgx-a,;lnip]eﬁt rifluoro-2-(6-nmetho
Xy-pyridin-3-yl)- butan 2-ol I'n anal ogy to Exanple 1,

ste 2-chl oro- phe 1-(6-
ﬁ-ﬁa—y% Reidpre- oy ‘iﬂY Prdisstd- Rx;é]éwa?msﬁ%&e iR fymethyl- 11

|odorret hane to give 2- (4 pyadid-2ond

chl or o- phenyl) 1-(6- nethoxy pyrldln 3- yI) propan | - one

5- [2-

(4- [BT@ ABUPeBiPD POPPABHI-Yer t RyENOIAQ52-2) i forbitenelt (Y ml) was
E’dd%ﬁ%éthylléﬂh{%ﬂ{d hlg%tl%éartg(WS )102 44 'Dl@ﬂ@tloggﬂzyt %aﬁiﬂ%:@b& g) was
é‘?d;FFl)POBPB PSS f'?%ﬁléxtmswaééﬁ@fégf%ﬂm 65 '&ﬁé - tﬁ%r E%‘Hﬁ’&dﬂ goom

yneraateiwater W00 oac eddddainddhe MOtturdwaivahaewith diethyl ether.
gﬁ)l % le%ﬁg’ phc’asle Iw('.ejl's ne':\{%ra(li%c? evitﬁ cgr}c%hg'ra{eg{lglclﬁgdus %%h%xtzrg)ged with
EthBr Eﬂm oPgaph Wvase whrewash}d dithwatanapd dvithr brineudrieh€YpS0.), filtered
%@Mcl&ntré‘tecﬂdﬁ@més’s—'{o §15e mértitfé'c[;m%ogﬂ@ (Lhéy @%la%ﬂo& foam that
52y 12&69411 Hregtst gerHithe w-fprbenaurificatig Mk jmfe) = 321.0 [M+H'].
trifluoronethyl-propyl]-1H pyridin-2-one (Exanple 205)

pep 286 kyl auagvicmotd phatoeideanel Hi@ridine-onbe title
conmpound as a light yellowoil. M5 (me) = 438.2

Mt
ST 210 3 P of s e ihlgromhsmy - 1 Ry i e Didsese-
pestphoyitribe Op3AS]E) 1n ﬂrﬂtdlymnle}élé Irg}}/wamddeé <com@ntrTted ajii¢dus HCI (11.5
g wat\ﬁ@éwgsr SRAAGEr 3 17h 30R) RIYhE QIRATR %Vélporﬁt?(? RS the

residue was suspended in water (30 ml). The pH was adjusted to 7 using concentrated

aqueous NaHCOjs solution. The solid was filtered off, washed with water and dried to
give the title compound as a colorless solid (0.84 g). MS (m/e, ISP neg. ion) = 281.1 [M-
H'.

Step 3: 5-[2-(2,4-Dichloro-phenyl)-acrvlovl]-1 H-pyridin-2-one

To a solution of 5-[2-(2,4-dichloro-phenyl)-acetyl]|-1H-pyridin-2-one (800 mg) in
CH,Cl, (2.8 ml) was added N,N,N’N’-tetramethyldiaminomethane (896 mg). The
mixture was cooled to 0 °C and acetic acid anhydride (0.64 ml) was added. The mixture

was stirred at 0 °C for 10 min and at room temperature for 4 h. The solvent was
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chl or o- 5- met hoxy- phenyl ) -acetic acid nethyl ester and
1- met hyl - 6- oxo- 1, 6-di hydro- pyri di ne-3-carboxylic

wa@eiodo428ght grey foam M (me) = 376. 2 [ MrHHCT/RB2008/062412

Exanpl e 208 5- [ 2-
(2, 3-Di chl oro- 4- net hoxy- phenyl) 1 hydroxy 1- trlfluorom

t h
evag_érate%’ orpci’ér led_uced;fre%s)ﬁre T}l s}/({ue V{as d Qeed} 1n1H1{6Ac and waéhed with

oteh Tffercmgnnéczplsasdwehtcmonmatﬂétdm;x@h engivy tf@dék:lcorr@@udd (857
Qé’ ) hgﬁt bwhl Q&ilcﬂ-t'hg?\;vg‘syl!lseg TRe held sfézb A9t ngﬁler R}lrlﬁcatlon

3-car oxylc aC| Col orl ess solid.
nHé Pingg. ipn 2 =298. %MW ] . WO 2009/ 040288
PCT/ EP2008/ 062412 -115 Exanple 209 5- [2-
$12p 3- D[ zhp aroicKioRy ghexy)r- pioeiiy)|- 1H pydd@xyome t ri f 1 uor om
et hyI propyl] -1-nethyl- 1H pyridin-2-one |n anal ogy

J E%(?gRgﬁc}%lcﬁ]]oro 8h§|}1yrl[)e%%r\610¥l llll—le P]\{/rl(%m f %ne g,840 mglf) vgas
hy rbgmtedrmtﬂt@Ac psiop 94 P@Almitdaylcaﬂabrsptprgl‘ch the Btle pempound (233
%t%(?%n\é\@%hw&hf%dlgﬁ‘ﬂ 1o§55%8§% (8- i‘H} the title

t yeI ow fo neg.

rrpoun

I -tr| fI uoromet hyI propyl ] -1 10 met hyI

| H p},ﬁ’arﬁluldgy% eranfeaps,15-[2-(2,4-dichloro- phenyl) propionyl|-1H-pyridin-2-
one[ \fv%s aﬁky%l(? %h doglorﬁe %rhegtolrzgﬁ&egﬁg il P (t:]oel{qg Lg(do rs%lpclo?(g%l il ms
éfnéfr)—131011-[rﬁcéfﬂy] 6- oxo- 1, 6- di hydro pyri di ne- 3-

carboxylic acid was converted to the acid chloride and

§1lé9 %?ﬂW@-‘f’ﬁ,hM)iEﬁ%%—%gerWil)t h—h;!fdr@v— 1-trifluoromethyl-propyl|-1-methvl-1H-

broponet hyTl - 2- chl or o- 5-T T udr o- 4- met hoxy- benzene™ ( CAS

P?é%‘.lﬁﬁé% 853569-69-4]) to give the title conpound.

Steps 2 to 3:

5 [ 2k ﬁla(b‘glymdj Exzﬁrnf)lle LlOftQa 4-37EL- t‘mél(xdith'tﬁfﬂyﬁh)en)]l) -lpy(qﬁ&x};l]- |1-methyl—
IaI}cyln n- %entﬁg as c?l%%‘%é( é teheitltlm:i‘:o ogncli_L é?(}i(r)rllgsls il Mgrem/e) 380.2

[M+@El chI or o- 5- fI uor o- 4- met hoxy 20 phenyl) - propionyl]

-1 -nethyl- 1H pyridin-2-one was al kyl ated with

i odonethane to give 5-  Example 202
[2 (2-chl oro-5-fl uoro-4- nethoxy phenyl ) - pr opi onyl ]

l.-1H p i.ch was further .
L?vn&»‘{] ﬁadx]f%f%nﬁym‘&ne/ Dt éY%af%AJﬁl&uow%Pﬂe@QP% Ir¢thylgdd-pyridin-
(me) = 394.1 [MH+] . WD 2009t040288
PCT/ EP2008/ 062412

Step 1: 5-[2-(2,4-Dichloro-phenyl)-propionvl]|-1-ethyl-1 H-pyridin-2-one

In analogy to Example 195, 5-[2-(2,4-dichloro-phenyl)-propionyl]-1H-pyridin-2-
one (Example 201, step 4) was alkylated with iodoethane to give the title compound as a
colorless oil. MS (m/e) = 324.2 [M+H"].

Step 2: 5-[2-(2,4-Dichloro-phenyl)-1-hydroxy-1-trifluoromethyl-propvl]-1-ethyl-1H-
pyridin-2-one

In analogy to Example 1, step 5, 5-[2-(2,4-Dichloro-phenyl)-propionyl]-1-ethyl-
1 H-pyridin-2-one was converted to the title compound. Off-white solid. MS (m/e) =
394.0 [M+H"].
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- 116 A Exanple Fil mcoated tablets containing the
follow ng ingredients can be manufactured in a

w@oweessHNnal manner: | ngredients Per tablet Wer/RR1008/062412

Compound of forrmula (1) 10.0 3.200.0 ngy

M crocrystalline cellulose 23.5"ng 43.5 ng Lactose

hydrous 60.0 ng 70.0 ny 29\” dtl)n%;KSO 12.5 ng 15.0 ny

Sodi um starch gl ycol ate 1278 0 mg Magnesi um

stearate 1.5 n@i (Kernel Wei ght) 120.0 ng 350.0

gy [2-f4-Brer@oat ch @th.@uybrbbwromlﬁyllfluemmﬂhﬂslerosylﬁ lmgpethyl-1H-

7.0 nmg Pol yethyl ene gl ycB;,n@iQOQOQeS mg 1.6 ng Talc

1.3 g 2.6 ng Iron oxide {(yellow) 0.8 ng 1.6 ny
0.8 1.6 red| ent

and the mxture IS granul ated with a soI ution of
pol yVo ayhm&nﬂoﬂl bflDmethyi-6aatet,6- dﬂn}&irgifmhdirﬁﬁecarboxyﬂ][b xed (606

t d
B SEEEAT 5 1R SRl 3, TR MR AL R
pxdyedoiide(dp3 nTheTkempdhs veﬂsetltra@ qu@pefdtemptemt@m for 1.5 h and was
%H%eﬁéentéf@d% 'd@ﬁleés USRS AFe@hnd R8s ARRY %n&fﬁ{bts'o%ﬁfjwas

| m coat . 09/ 040288 PCI/ EP2008/ 062412 -
%ﬁﬁt@ Q@a@atﬁs%\feéée eode aridichlgridrel 3 dFYsBRisIRY of zinc powder (517
higgirepllzemnsth@ tighenamlf aat vddd tét?ak@s(tr@fh@ﬁﬁ?hd)s@ﬁaie)pallachum(O)

L AT LSRR, RN TR i
The mixture was cooled in an ice bath and a solution of 4-bromo-1-bromomethyl-2-
chloro-benzene (1.125 g) in 1,2-dimethoxyethane (5 ml) was slowly added over 30 min.
The mixture was stirred for 30 min at 0 °C and for 1.5 h at room temperature. The
mixture was filtered and the filtrate was concentrated. The product was purified by
chromatography (SiO,, cyclohexane / EtOAc 7:3 => 0:1) to give the title compound (603
mg, not completely pure) as a colorless solid. MS (m/e, ISP neg. ion) = 338.0 [M-H"].

Steps 2 to 3: 5-[2-(4-Bromo-2-chloro-phenyl)-1-hydroxy-1-trifluoromethvyl-propyl|-1-

methyl-1H-pyridin-2-one

In analogy to Example 1, steps 4 and 5, 5-[2-(4-bromo-2-chloro-phenyl)-acetyl]-1-
methyl-1H-pyridin-2-one was alkylated with iodomethane to give 5-[2-(4-bromo-2-
chloro-phenyl)-propionyl]-1-methyl-1H-pyridin-2-one which was further converted to
the title compound. Colorless foam. MS (m/e, ISP neg. ion) = 421.8 [M-H"].

Example 204
3-(4-Bromo-2-chloro-phenyl)-1,1,1-trifluoro-2-(6-methoxy-pyridin-3-yl)-butan-2-ol

Step 1: 2-(4-Bromo-2-chloro-phenvl)-1-(6-methoxy-pyridin-3-vl)-ethanone

In analogy to Example 203, step 1, 6-methoxynicotinic acid was converted to the
acid chloride and subsequently reacted with 4-bromo-1-bromomethyl-2-chloro-benzene

to give the title compound (not completely pure) as a light yellow solid.
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Talc 5.0 ng 5 The conponents are sieved and m xed and
filled into capsules of size 2. Exanple C Injection

W@ 0090488 can have the foll ow ng conpositi on: PCORP0SICH2412

of formula (1) 3.0 ng Celati e[150 0 mg Phenol 4.7
nmy Sodi um carbonate to obtain a flnal pH of 7 \Water

éog %1 ) ; soI gt lhpns_

O ‘ O EX i
buanid-els contai ning the fol ] ovm ng i ngred| ents can be
manufactured in a conventional manner: Capsule

cont ﬁﬂrﬁl(%?w@x'ﬂg{)lgfl it@;ﬁs"@e{rﬁi g |2)(45or9rr{832 cP(%'rJ) %Wel’{ﬁ)xl (6-

Soya bean ol i all
FisthDah g BRSO S alkg i S pHOBBRHNG ) E1Ya by bromo-2-
tigord/heiy)- Dt6 gafiisarlyepyeidi-8)sprbphn-0-o1d wiieh ahd further converted

BB e ol ot B LRTER 420 0% T Ty “Tron

oxide yellow 1.1 ng 5 The actlve i ngredi ent |s

di ssolved in a warm nel ti dixaniple 3 ot her ingredients

and the mxture is filled into soft gelatin capsul es

of | zapphﬁﬁﬁa)@t&ﬂ&bé;%enmq lfly‘drbﬁd1&ﬁﬁhoﬂﬁﬁ&ﬁﬁrl%roﬁ@\%ﬁﬁ-ﬁﬁidin-2-
are treated according to the usual procedures

2009/ 040288 PCT/ EP2008/ 0624121€- 119 Exanpl e E Sachets
containing the follow ng ingredients can be

manufregtaltiggdo ERariple 194, 2-(4-bromo-2-chloro-phenyl)-1-(6-methoxy-pyridin-

Gl

3-yl)-propan-1-one was converted to the title compound by treatment with concentrated
HCl in dioxane. Colorless solid. MS (m/e) = 410.1 [M+H"].

Example 206

5-[2-(4-Bromo-2-chloro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-1-ethyl-1H-

pyridin-2-one

In analogy to Example 195, 5-[2-(4-bromo-2-chloro-phenyl)-1-hydroxy-1-
trifluoromethyl-propyl]-1H-pyridin-2-one (Example 205) was alkylated with iodoethane
to give the title compound as a light yellow oil. MS (m/e) = 438.2 [M+H"].

Example 207

5-[2-(2-Chloro-5-methoxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-1-methyl-1H-
pyridin-2-one

The title compound was prepared in analogy to Example 1, steps 2 to 5, from (2-
chloro-5-methoxy-phenyl)-acetic acid methyl ester and 1-methyl-6-oxo0-1,6-dihydro-
pyridine-3-carboxylic acid. Light grey foam. MS (m/e) = 376.2 [M+H"].

Example 208

5-[2-(2,3-Dichloro-4-methoxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-1-methyl-
1H-pyridin-2-one

The title compound was prepared in analogy to Example 1, steps 2 to 5, from (2,3-
dichloro-4-methoxyphenyl)acetic acid methyl ester and 1-methyl-6-oxo-1,6-dihydro-
pyridine-3-carboxylic acid. Colorless solid. MS (m/e, ISP neg. ion.) = 408.2 [M-H"].
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conventional manner: Conpound of fornmula (1) 50.0 ng
Lactose, fine powder 1015.0 ng Mcrocrystalline

w@eioviknse (AVI CEL PH 102) 1400.0 ng Sodi um PCT/EP2008/062412

car boxynmet hyl cellul ose 14.0 g _Pol yvinyl pyrrolidone
K 30 10.0 ng Magnesium stear atd 10. 0 ng Flavoring
additives 1.0 ng 5 The actﬂ'x\ée ilnﬂj@edi ent is mxed with

| actose, microcrystalline &P ©Se and sodi um

car boxynet hyl cellul ose and granulated with a m xture

8f [2813yNichiarpyir hysirpxio pheriyh) - ivdiy droxy- Ithiflugremethat-prapyl]-1-methyl-
m xed wi th magnesi um st egyakedang dnee flavoring

additives and filled into sachets. W 2009/ 040288

PCT/ EP2008/ 062412 - 120 d aj 1. Conpounds of. the
genel™in %mﬁﬁarépleé%Sa[MZ,%gE@@rﬂ-m%Rw il ! o1
Rhiordidlethhiep@iphl] - 1I5methys 1 G- Rirklio2-dde (Rk@mplie Q0K wasRieskted with

d.Ri e independent| vy fro. agh at her, are_ ;s cted |
PP eRs i SRRt A SRR S By A5 Efk o - 3958

0d-H-leycl oal kyl - G _7-al kyl, hal ogen, hal ogen-
G _7-al kyl, halogen- C _7-al koxy, hal ogen- C _7-al kyl -
sul fonyl oxy, hydroxy, hy@’xgﬁlﬁecam?- al kyl ,
G _7-al koxy, G _7-al koxy-G _7-al koxy, hydroxy-GC _7- 10
2é—ﬁg—zz—ﬁh?gop5?ﬂg0?%4—%let oo)%’—phce)rlly )—ol’—hyg rz))t())(f)—)l(—ytlriﬂuoromethyl—propyl]—1—
car boxyl - G _7- al koxy, GletifdalHkpxyidiarbony|
G _7-al koxycar bonyl - G _7- al koxy,
Qeﬁ?l:_ g\_l[g_?é(ﬁﬁl&%% hgm—&%ieﬁleagf.:tﬁ’{e%%)f){iropionvﬂ -1-methyl-1H-pyridin-2-
CI —_7-dal KyT cdr oonyt oxXy-Cr __7- ar ROXY,
em¢ nocar bonyl -G _7-al koxy, di-GC _7-al kyl am no,
di - CZ_7-al kenyl am no, C _7-al kyl sul fonyl am no,
In analogy to Example 203, step 1, 1-methyl-6-oxo0-1,6-dihydro-pyridine-3-

carboxylic acid was converted to the acid chloride and subsequently reacted with 1-
bromomethyl-2-chloro-5-fluoro-4-methoxy-benzene (CAS Reg. No. [853569-69-4]) to

give the title compound.

Steps 2 to 3: 5-[2-(2-Chloro-5-fluoro-4-methoxy-phenvl)-1-hydroxy-1-trifluoromethyl-

propvyl]-1-methyl-1H-pyridin-2-one

In analogy to Example 1, steps 4 and 5, 5-[2-(2-chloro-5-fluoro-4-methoxy-
phenyl)-propionyl]-1-methyl-1H-pyridin-2-one was alkylated with iodomethane to give
5-[2-(2-chloro-5-fluoro-4-methoxy-phenyl)-propionyl]-1-methyl-1H-pyridin-2-one
which was further converted to the title compound. Colorless solid. MS (m/e) = 394.1
[M+H"].



15 phenyl car bonyl am no, phenyl sul f onyl oxy,
heteroaryl -G _7-al koxy, wherein the heteroaryl ring is
W@ 200804288 from t he group consisting of oxadi arOl/5#P2008/062412
i soxazolyl, thiadiazolyl and tetrazolyl and is
unsubstituted or substituted by G _7-al kyl, phenyl oxy
and phenyl -G _7-al koxy, sa'glg @le ring being
unsubstituted or 20 substi?t%eg—by one, two or three
subst.i t r i Sthn f -
nal onh BT sEE SRy EL [oNSuHOHBIFRRR' 3 P Fyffuacured ina
cyremaotior@l manabkyl sul fonyl, C _7- al koxy and hal ogen-
C _7-alkoxy; or R and Rid or RRd and Ri e together
are -CHCH CH=CH to forma phenyl ring together wth
tlngredignison atonms to which they are attachBertablgt R2 s
sel ected fromthe group consisting O Cl-7-al kyl,
@-rdelcycl oal kyl -cl -7-al kyl, carboxyl -C _7-al kyl,
G _7-al koxycarbonyl -G _7-al kyl, triazolyl-G _7-al kyl
d _phenyl sai d..phenyl being unsubsti tut or
3ﬁﬁ§ﬁwﬁﬁﬁééb%§a829, two or three hal ogen SEQJB%; #9-0 mg
2009/ 040288 PCT/ EP2008/ 062412 - 121 R3 is hydrogen
ovlicBicristalikg/dellulmse R2 and R3 toget her with 22B& me@r bo#B.5 mg
atomthey are attached to forma C3-C5- cycl oal kyl
MiaRse RtirbSs @ heteroaryl ring selected froghihgs 9r oy mg
consi sting of pyridyl, pyrazinyl, 5 pyrimdinyl]
pyridazinyl, 2-oxo-1, 2-di hydropyridinyl, quinolinyl
A nﬁgpﬁnyl, cinnol i nyl, pyrazolyl, inidazdl§l;
t hi azol yl, pyrazol o[ 1, 5-al pyridyl, imdazo[1, 2-
oy dyikch ghpdotraxal | nyl , benzot hi azolyl, 12.5mg 17.0 mg
benzotriazolyl, indolyl, indazolyl, 3,4- dihydro-1
tihaRguhrakime! and 8 4 dibydro- 2 pyr o [35%:p) [ 45 mg
, oxazl nyl, said heteroaryl ring being
unsubstituted or substituted by one, two or three 10
sl Wedglets sel ected fromthe group consildPionng of 350.0 mg
hal ogen, hal ogen-C1_7-al kyl, cyano, Cl1_7-al kyl,
@@ coxe! oal kyl -C1_7-al kyl, C1_7-al koxy,
Cl_7-al koxy-Cl1_7-al koxy, cyano-Cl_7-al koxy,

dyoxy-Cl,7-al ko hal ogen- Cl1_7-al koxy, ,carboxyl
SR Rt ot Moo oyl - T 7- al kowy &1 98 7.0 me
al koxycarbonyl, Cl1_7-al koxycarbonyl -Cl_7-al kyl,
Colrtailensg)sal G¥Ay| - C1_7- al koxy, 15 0.8 mg 1.6 mg
R6R7N- car bonyl - C1_7- al koxy, wherein R6 and R7 are
ifglependently selected from hydrogen or Clj&-gkkyl 06mg
R6 and R7 together with the nitrogen atomthey are
ttachgd tg forma heterocyclic ring seIectS% from
3§W}%W’%5ﬁ OWbhi peri dine, norpholine or -6 mg 1.6 mg
t hi onor phol i ne,
Titanium dioxide 0.8 mg 1.6 mg

15.0 mg

The active ingredient is sieved and mixed with microcrystalline cellulose and the
mixture is granulated with a solution of polyvinylpyrrolidone in water. The granulate is
mixed with sodium starch glycolate and magnesiumstearate and compressed to yield
kernels of 120 or 350 mg respectively. The kernels are lacquered with an aqueous

solution / suspension of the above mentioned film coat.



phenyl, said phenyl being unsubstituted or substituted

by one, two or three 20 substituents selected fromthe
w@e@oap428hsi sti ng of hal ogen, hal ogen- Cl_7- al kpCT/EP2008/062412

C1_7-al kyl, hydroxy, cyano, qqﬁquyl,

Cl_7-al koxycarbonyl and Cl_7-al koxy; pyridyl,

het erocyclyl selected fromgthe grpoup consisting of

pyrrolidine and piperiding¥§§39%lfheterocyclyl ring

bei ng unsubstituted or substituted by carboxyl or

Cl_ 7C€apsktes yotaintay the figllgwiph engyddiddits dndlekydnufphienlioxy

and Hpeqql-Cl 7-al koxy; R5 is hydrogen or nethyl; n

P Fmgﬁﬁxpharnaceutically acceptable salts

t hereof. 30 2. Conpounds of fornula | according to

gl wherein nis 0. b 3. Conpounds of formnul 1
ac%%g%#%g toclains 1 or 2, wherein Ais GRL W EgL&EEQE

2099h QARRKGRGTIA 2008/ 062412 - 122 4. Conpounds 2{0n%
formula | according to any one of clainms 1 to 3,
gggrein Rla RRb R~ R d and R e independently from

WSt her are selected fromthe group consisting 619-0mg
hydrogen, G _7-al kyl, C3_7-cycloal kyl-C _7-al kyl,
hehiegenarchhal ogen- G _7-al kyl, hal ogen- G _7-al koxy,20.0 mg
hal ogen- G _7-al kyl - sul fonyl oxy, hydroxy,

oxy-C _7-al kyl, 5 G _7-al koxy,

2%%%-alkoxy-€i_7-alkoxy, hydr oxy- C _7-al koxy, >0mg
am no-Ci _7-al koxy, cyano, carboxyl,
car boxyl -C _7-al kyl,
carboxyl -G _7-al koxy, G _7-al koxycar bonyl ,
G _77h¢ ksntysainany biekdd_and ahikeXynd filled into capsules of size 2.
Ci _7-al koxycar bonyl am no-Ci _7-al koxy,
G _7-al kyl car bonyl oxy- G _7-al koxy,
am nocar bonyl - G _7-al koxy, Efamfle (7- al kyl ani no,
di - CZ_7-al kenyl am no, C _7-al kyl sul fonyl am no, 10
phenyl.car bonyl.am no, phenyl sul f onyl oxy,.
Pt el R SeiaT e Tela et ibieroar yi +ing is
sel ected fromthe group consisting of oxadiazolyl,
i Gapaaldydf fotrhiladi)azol yl and tetrazolyl and is 3.0 mg
upsubstituted or substituted by G _7-al kyl, pheny
éﬂ%ﬂﬁﬁenyl-Ci_7-alkoxy, sai d phenyl ring being H&ﬁgn@
hedbisti tuted or substituted by 15 one, two or threg7n%
substituents selected fromthe group consisting of

BYRAIPABRMEgen- G 7-al kyl, G _7- al kylo ogigrdiapl pH of 7
OWaRP for ChiedticH doyileoms T onyl , G _7-al koxy and ad 1.0 ml
hangen-&f_? al koxy; and not nore than three of R a
Rib Rrg Rla and Ri e are hydrogen.



5. Compounds of formula | according to any one of

clains 1 to 4, wherein Rra Rib 20 Rl', R a and Rie
wae@sel2est ed from the group consisting of hydPCEP2008/062412

hal ogen, hal ogen- G__?-alkylu]HéQroxy, G _7-al koxy,

cyano, carboxyl, G _7-al koxycarbonyl, di-C2

7-al kenyl am no, heteroaryl G 7 koxy, wherein the

heteroaryl ring is selecteg£¥¥%%i#he group consi sting

of oxadi azolyl, isoxazolyl, thiadiazolyl and

t et r Sofbgltimenpsiles emsaibiagithafoddwmg isgredients gae e nRBufggtured in a

QnvladddY hanpRbenyl oxy and phenyl -G _7-al koxy, said

phenyl ring being unsubstituted or substituted by

qgﬁi two or three substituents selected fromthe group

SAPSPECPRENEY hal ogen, hal ogen-Ci _ 7-al kyl ,

G _7-al kyl, hydroxy, cyano, C _7-al kyl sul fonyl,

@ondpalrddoofyfoandaiBl ogen- G 7 al koxy. 30 6. Conpounds0 mg

of formula | according to any one of clains 1 to 5,

WARbG! xR @ 1s  hal ogen. 7. Conpounds of formula | ggm,

according to any one of clains 1 to 6, wherein Rais

hal ogen and R~ is selected fromthe group consistin

divhagwgid Sors beandgtikoxy and phenyl - G _7-al koxy. Wo8-0mg

2009/ 040288 PCT/ EP2008/ 062412 -123 8. Conpounds of

frarmallyehydrapesaedpragt bis any one of clainms 1 to 7, 34.0 mg

wherein R is Cl1_7-alkyl. 9. Conmpounds of fornula I

ing, to any one of claiml1l to 8, wherein R3
%%%?%%gﬂgIS 10. Conmpounds of fornula |I according tglo'onlg

igy‘one of claims 1 to 9, wherein R4 is a heteroaryl
r'Waightef capsideicdntens t he group consisting of pyridyl 165.0 mg
pyrazinyl, pyrimdinyl, pyridazinyl,

X8 dapdaldi hydropyridi nyl, quinolinyl, isoquinolinyl,
cinnolinyl, pyrazolyl, imdazolyl, thiazolyl,

pvrazolo [ 1,5-a] pyridyl, imdazo [ 1,2-a] pyridyl
d%ﬂ%&kalinyl, benzot hi azol yl, benzotriazol yl, 75.0 mg

i ndol yl, indazolyl, 3,4-dihydro-1Hisoquinolinyl and
Flgcerd &i%ydr o- 2H-pyri do[ 3, 2-b] [ 1, 4] oxazinyl, sa}xl0mg
het eroaryl ring being unsubstituted or substituted by
Q0fionigs0 Or three substituents sel ected frognhhe @y Hiber)
consi sting of hal ogen, hal ogen-Cl_7-al kyl, cyano,

7¢aléyl, Cl _7-al koxy, cyano-Cl_7-al koxy, carboxyl -

Jlapign H%Vk Cl_7-al koxycar bonyl , phenyl, pyridyl, 04mg

pyrrolidinyl and phenyl-Cl_7-al koxy. 11. Conmpounds of
flesrottide Vellascor ding to any one of clains 1 to 9, 1.1 mg
wherein R4 is a 15 heteroaryl ring selected fromthe
group consisting of pyridyl, pyrazinyl, pyrimdinyl,
pyridazi nyl and 2-oxo- 1, 2-di hydropyridinyl, said
heteroaryl ring being unsubstituted or

The active ingredient is dissolved in a warm melting of the other ingredients and

the mixture is filled into soft gelatin capsules of appropriate size. The filled soft gelatin

capsules are treated according to the usual procedures.



substituted by one, two or three substituents sel ected
fromthe group consisting of hal ogen,

wh2a0009ensCl_7-al kyl , cyano, Cl1_7-al kyl, PCT/EP2008/062412

C3_7-cycl oal kyl -C1_7-al kyl, Qqﬂégalkoxy,

Cl_7-al koxy-Cl1_7-al koxy, cyano-Cl_7-al koxy,

hydr oxy- Cl_7-al koxy, hal ogen- 2 1 7-al koxy,

car boxyl , carboxyl-Cﬂ_?-al%%??gggfboxyl-Cﬂ_?-alkoxy,
Cl_7-al koxycarbonyl, Cl_7-al koxycarbonyl-Cl1_7-al kyl,
C1_ 75&hRiexgatamemipe {@lowingingesdjents can be manufactured in a

R&RIN:&al henybs C1_7- al koxy, wherein R6 and R7 are
I ndependently selected from hydrogen or Cl1_7-al kyl or

and R7 together with the nitrogen atomthey are
gﬁ?@ﬁﬁﬁ?%éﬁg?@?Zba heterocyclic ring sel ected fromo0m8
pyrrolidine, piperidine, norpholine or 25
tlhicosg fiphgbivder, phenyl, sai d phenyl being 1015.0 mg
unsubstituted or substituted by one, two or three

i r group consi sting

ﬁgP%%%ﬁ#ﬁﬁ%fﬁﬂEﬁ%ﬁgfgggﬁﬁﬁﬁﬁb 1 7-al kyl, hydroxy,%oo'Omg
cyano, carboxy|, Cl _7-al koxycarbonyl and Ci_?-alkoxy,

iy carboxanéibyleelidog vy sel ected fromthe group 14.0mg
consi sting of pyrrolidine and piperidine, said
et wintyetolldoné Kobei ng unsubstituted or substitutem.0 mg
by carboxyl or Cl1_7-al koxy-carbonyl,

nyl-Cl.7-al kyl, phenyl oxy and phenyl - Cl_7-al koxy
A BberbatiRE Dot Rhooss) obzats o 154 12 Corpoundy’ ™8
of formula | according to any one of clains 1 to 9 or
HavopjngrdiliivesR4 is pyridyl, said pyridyl ring being 1.0mg
unsubstituted or substituted by one, two or three
substituents selected fromthe group consisting of
hal ogen, hal ogen-Cl_7-al kyl, cyano, Cl1_7-alkyl,
C3_7-cycl oal kyl - C1.7-al kyl., Cl1 7-al.koxy, .. :
Y R e e Wil e, et piigg gellulose and sodium
byrtlooxyetiil calhidbdeaxy gramalagenith @mixtaé kbpolyvicdpesdydone in water.

- 7-al k XV)] - 7- . ... .
TR DA RN mo BB e sl Y e p g and filld
oto Fachgiskoxyc arb o nyl - C 1.7 - al koxy,
R6R7N- car bonyl - C1_7- al koxy, wherein R6 and R7 are
i ndependently selected from hydrogen or Cl_7-al kyl or
R6 and R7 together with the nitrogen atomthey are
attached to 10 forma heterocyclic ring selected from
pyrrolidine, piperidine, norpholine or
t hi onor phol i ne, phenyl, said phenyl being
unsubstituted or substituted by one, two or three
substituents selected fromthe group consisting of
hal ogen, hal ogen-Cl1_7-al kyl, Cl1_7-al kyl, hydroxy,
cyano, carboxyl, Cl_7-al koxycarbonyl and Cl_7-al koxy;
15 pyridyl, heterocyclyl selected fromthe group
consi sting of pyrrolidine and piperidine, said
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heterocyclyl ring being unsubstituted or substituted
by carboxyl or Cl1_7-al koxy-carbonyl,

w@b@opho28d 7- al kyl , phenyl oxy and phenyl - C1_7- BC'RBR2008/062412

13. Conpounds of fornula | acg QQQing to any one of
claims 1 to 12, wherein R4 is O pyridyl substituted
by one, two or three substlQﬂe s selected fromthe
group consisting of hal ogerm; - 7-al kyl, cyano,
Cl_7-al koxy and carboxyl - Cl_ 7- al koxy. 14. Conpounds of
formula | according to any one of clains 1 to 9,
wher biGprrRaoynsls of theeggenerabfioynulei ng sel ected fromthe
group consi sting of quinolinyl, isoquinolinyl,
ci nnol i nyl, pyrazoIoLl,S-a] yrhgyl i m dazo [ 1, 2- 3]
pyridyl, quinoxalingl® benzot zonI, 25
benzotriazolyl, ind IyI, i ,
3, 4-di hydr o- 1H i sgqui ~4-di hydr o- 2H
pyrido [3, 2-Db] , 4] oxa2|nyl aNd heteroaryl ring
bei ng unsubstiRr bstltﬁﬁéd ﬁyQOne two or
three substituents lsgelected fromthe group consi sti ng
of hal ogen, hangenRC1 7-al kyl , cyano, _7-al kyl,
C3_7-cycl oal kyl -C1_7-al kyl Cl_?-alkoxy,

7- al koxy- C1_7- al koxy, cyano-Cl_?-aIkoxy, 30

gky Cl_7-al koxy, hal ogen- Cl_7-al koxy, carboxyl,
car boxyl - Cl 7-al kyl, carboxyl-Cl_7- al koxy,
&1_7is&l-RGxrddr bonyl , C1_7- al koxycar bonyl - C1_7- al kyl ,
Cl_7-al koxycar bonyl -C1_7- al koxy,

RERTN- &0y RC]imYe hdf&% frdﬁ’i] @2[&1' Jih&erakcRa fﬁfrﬁ the group

i ndependent | e ected rogen or ﬁ% 7-al kyl ‘or

R6 arffsRing Béé)fdl‘i%%enmﬁ e Wecm FY% Hoorlthey are

att aﬁzlh_e%te_nt Balogm-E€0oyf- gl}kﬂ hﬁb@é’rﬂﬁ)/f}hllkﬁxyf , ha g& g 6 tabb@1-builohyloxy,
pyrr in i i di,ne,~ norphol i.ne .or

Ehi oRBPBRonT 8 ey 285 G a0bEs Herr Ekob08  alsg s hydroxy-Ci-
125 ghexyyhmisad;-plkerylcyd®, ng unsubstituted or

S UbSHrBW?Sﬁ%éxﬂr@l 7= 51\3% &rrb(;)gi{ €S, %%?{7 Ct ugﬂgo%fcarbonyl

sel ecte 8r0 conS|st|ng 0]
hal ogemnalkexyragiogyl-C-calkgxg Geyialk legwlan@yar% 7-alkoxy,
car be¥¥blk§@3nb3nﬁbk)ﬂt€¥9éﬂ<% )é!mlﬁ(lsqu YC@lyJﬁFk)éXy

SHEISEN A RO

hetepmﬂyhhyknwhngn@q%n@ﬂuﬂ&mbﬁkytuted or substituted
byeﬁﬁj?rt?roe)i(&h] é17 CIPXBCC flaeter aérk hn§ |1$ séfct7d fro&n the group
15. Gowpbog déonﬂlaﬁ@hyhubaaﬂolyédb@ddmigl anol tatmgmbylh enfd)fs

cl ai Hﬁs_u%stﬁtﬁte%o‘? ﬁs41¢ut\9@§ is quinolinyl, said

qU|noI|n r|ng 1N stl Gted or substituted by

one, P em oy and gh ‘EI}Y sau‘t%% spidgesyl sr&gelzeelwdurfspbﬁﬁmé or

gr oUgubRBfSddSthyl 6}& fifo &aﬂ?@@%ﬂbsthaérﬂgﬂbc@&f?orﬁhﬂfé/ roup consisting of
cyan cycC

K -C1
O RSk e T SO B s ksulony, G, -
alkoxy and halogen-C,.;-alkoxy;

or R"and R' or R' and R'® together are -CH=CH-CH=CH- to form a phenyl

ring together with the carbon atoms to which they are attached;

R>  is selected from the group consisting of C, 7-alkyl, Cs s-cycloalkyl-C, ;-alkyl,
carboxyl-C,.7-alkyl, C;_7-alkoxycarbonyl-C,.;-alkyl, triazolyl-C,.;-alkyl and phenyl,
said phenyl being unsubstituted or substituted by one, two or three halogen

groups;



car boxyl -Cl1_7-al kyl, carboxyl -Cl_7-al koxy,
Cl_7-al koxycar bonyl, phenyl, pyridyl, pyrrolidinyl,
Wpb@apkss and phenyl - Cl_7-al koxy. 15 16. ConpRCrEB2008/062412

formula | according to any onqrgf claims 1 to 9 or 14,
wherein R4 is benzothiazolyl, sald benzot hi azol yl

b Nng. bei,ng unsuybst | tuted or substltuted by one, two
gr tﬁQ%d“%d%sfafﬁekyé sel ected fromthe group

consi stjng of hal ogen, halogen-Cl_7- alkyl, cyano,
Cl_7omRiayid R aggetheyeitothielegtbogntam ghanare aiGichyd i fessya Cs-Cs-
halog%nml ﬂug .al koxy, carboxyl, carboxyl - Cl_7-al kyl,

car boxyl -C1_ 7 alkoxy, ClL 7- alkoxycarbonyl phenyl ,

yridyl, rroI y. | oxy an
Bhengﬂa ierewarg'iyw ectfa fr%%&ﬁ e 1Sf18$ Ripigyl, pyrazinyl,
5 accopgimglidyh mrnylanmﬁ bbxell @- dilihydropganéﬁnylv\@mhehmyl Fi’éoquSn(ﬂmyl
B;ﬁ chlrglarl?,rllyl I o O;’gllmll&azo gf }ﬁ?zgg ]i)/g Z%F(ﬁl%gar]ﬁ{énégr 1911(?2120 [1,2-
ri nga tpendnd @nsopbaémylt b@r@dtmzo%ﬁxnzqtua@dvlbmddmb mctaml‘/bﬁ 4-

thr e&hz('i‘[l%sfﬂitﬁﬁlﬂhﬁ)hnzein QG £ %Hyﬁmfél rgﬁ)?y@ b§ ﬁnﬂ bdzif}g

of hal | ‘'ogen C
C3_ 75y @%gagfépp@g being ujpstgrsklw*ted lesubstgp]@é)byf one, two or three

10 % ;s@sﬁ@léﬁtsgélsﬁecﬁfrlSMe gENPNOn St & koxy, hydr oxy-
0]

Kk hal age ko
car OBRgF o8 5T ke mbRett k. G espalkyl-Cur-allol,
Cl_7Cal- klknw &l batlyoxy-GL-alealy koxyeah batlyoby,Glydvoxgt Ry#-alkoxy,

ClL 7
LT
i nde@iéﬂ@’@ﬁltbpwls@l eelkewy Cﬁfb@ﬂvl Qyarlsgler- oﬂleZYC’#ﬂmnkkrﬁl oglkoxy,

15 R6 aptR’RicHB (%%M@ﬁ L-aidx, WG Lag & a?etlﬁa%ﬂehaé’ntgrrs‘é‘lected from

attached to et cyclic rjng selecte

pyrr léyd[ragqgeor r7pag'fXT@F Rean(igp‘ﬁ)égqhiehgné 1‘96 nitrogen atom tliley are
t hi omeichbdld faem ateedrydyclis Ahg sdddresdyro@lyn@lidine, piperidine,
unsubstlnﬂted ﬁé subgﬁhtuted by one, two or three

subsPRIRIINS O TPTOIAPPFom t he group consi sting of
hal oplemyl, k@t phemd Gaing vakidystitutéllor7subbtityted byyoaheoteso, or three

cyan r Vi
0 g pglbs R R e BT P R
het eocyiyly hydrexe syae, FarbmriiHe grbupcabnayl anil g ratkoxy;
pyrr rkglne and piperidine, said heterocyclyl ring
bein unsu tltu%ﬁg or substltuted§ﬁ¥ carP Xy 8 o :
Cr THePIRgu celf pm thg geqip| copgistingfipyrroli g‘ﬁéf‘}? Bipgridine, said
and hhemyydTling-beldgargubstiButeCorpiistidsedify dadlsaxyl @ €,_;-alkoxy-
accordt (to any one of clains 1 to 7, wherein R5 is
5 hy ro ﬁ 19. Conpounds according to claim1 having

t he phmnhﬂa7am21BB&RMaWaRMHmeAChyamox%

25

R>  is hydrogen or methyl;
n 1s 0 or 1;

and pharmaceutically acceptable salts thereof.

30 2. Compounds of formula I according to claim 1, wherein n is 0.

3. Compounds of formula I according to claims 1 or 2, wherein A is C-R™.
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[-11 1e FSC OR5 Rlc R Rld wherein Ra R" R™ Rid
and Rl e independently fromeach other are sel ected

WO e@ni04d288 gr oup 10 consisting of hydrogen, CIPGFEPH9$/062412

C3_7-cycl oal kyl -C1_7-al kyl, hé 9gen,
hal ogen-Cl1_7-al kyl, hal ogen- f 7-al koxy, hydroxy,

g;r go?(d‘ l&ﬁﬁunfl% OF Eorm\{llld | ehc%grrdlti)r(l) Xt¥)| an%é‘mg oft cl§i¥1lls 1 to 3, wherein R'%, R™®,
BheRy IandL‘R Tind¢eoslgnt ysfmrd epcﬂwecrtylar arp paedtast fingm the group consisting of

tt t
H\E@H%ﬁ{ udémaggls gr%é? HQ&IK*IO(% 7e£léﬁé}}ag nb%ns%egtr ?ngglg 15
halpggeh APy Balogan-¢u gialkyl-sultonyiexg) hdroxydrydrog-koxlkyl,
an plalkak@ggra-au@qﬂcl?L i h){ﬂthySC&ethSi}e dnifii @@, $-A’oxy, cyano,
DS AT e T Chi iy Cazalprusaibomh oy
Ray—h&ohyﬁrb(a@ghCof—amE? (alyhj/l{oxyct%ﬁbcbrwlmilnet@lmeaikgﬁy, ring

dyl

pi/? gﬁ(&ﬁ Ohﬁ%’s &e?gfk%gf S:ljl‘m&ﬁ‘ aZ| ﬁ%&gu?/nol inyl,
éy@az@lkyllamlﬁlqnd@ély olalljenyl tamuaz 61y y1alk‘/18|§iiy aylonio 1, 5- a
EN y%{bon'ymrg%%h[?nﬂls@fo@n]yloﬁly” dyl, qui noxalinyl,

enzot hi azo dr o- IH-|so uj nol.i nyl and
tgro&%)fdﬁ&llgﬁy,p\ylgqr%[tg l}z{et@]oa{yl ilng}sqsgigétfii y t@&r@up consisting

bed-ednasiyl, isokdxglyhahiagiabsigideslt terardobd aod isqHBBbSutEd Br fibstituted
ng, _tli\(o or three substituents selected fromthe

g¥ tp? Shsi st i ng of hal ogen, hal ogen-Cl_7-al kyl, 25

Penlaaly kpdl ph&F/1-T:1 ¢yt comd seid phebyl i heyhg uiGuibstitatel @x yybstituted by

| kyly,
0 400 o RO R
p?llki}’ 9:?/ hy@qom,cm%o, Cﬁh@ sgign 1’1@17 alkoxy and halogen-C;_7-

| -C1_7-al koxy; WD 2009/ 040288 PCT/ EP2008/ 062412

7 R5 hydr ogen or .he and rmaceutically
é%%%?ftr%‘ieéh%%htr%e diardop & 3 "’(ﬁérﬁf)oifﬁg’éﬁ@lge‘?'ornul a
according to claim1, selected fromthe group

consi sting of 5 3-(2-chloro-4-nethoxy-phenyl)- 1, 1, s b
1- t r b.fCampasils 5 faratulbyy] aqoyrdazg to-a2y pihy obdbiars- 12toc, whefc,m R R

ﬁlc li}dta HfR “ﬂ‘g 96 &t SRRy roldh b ot hdro en, halogen,
g

haleaencﬁl mﬂésmhrﬁkpﬁsoﬁymﬂwy,l Qyano, rarbogylj €| ualkexyzabenylet
;. Pﬁlkblg}lilﬁﬂro}" ) - butan- 2-ol,
et on Pl Gor oLy P RIS BYFRarhng

Eepilbord) 1?’?’2“’ EiRyPe pyFicanhiias §3 srlepled from Biegroup consisting
of oxadiazolyl, isoxazolyl, thiadiazolyl and tetrazolyl and is unsubstituted or substituted
bY C1_7—alkyl,
phenyloxy and phenyl-C,.;-alkoxy, said phenyl ring being unsubstituted or substituted by
one, two or three substituents selected from the group consisting of halogen, halogen-C;.
7-alkyl, C;.7-alkyl, hydroxy, cyano, Ci.;-alkylsulfonyl, C,.;-alkoxy and halogen-C;_;-
alkoxy.

6. Compounds of formula I according to any one of claims 1 to 5, wherein R is

halogen.

7. Compounds of formula I according to any one of claims 1 to 6, wherein R is
halogen and R' is selected from the group consisting of halogen, C, 7-alkoxy and phenyl-
C;.7-alkoxy.
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3-(2-chl oro-4- propoxy-phenyl)-1,1,1-trifluoro-2-(2-net
hyl - pyri di n-4-yl)-hexan-2-ol, 10

W@2(02/08288 chl or o- 4- net hoxy- phenyl )- 1, 1, PCT/EP2008/062412

1-trifluoro-2-(2-nethyl- yr|d|?34 yl)-butan-2- o

3- (2-chl or o- 5- et hoxy- phenyl) 1,1-trifluoro-2- (2 met
2y|d g % o&%@u&ﬁdéﬁ%hr&ul f_ﬂe:ci(_n%lrlrligr lioua(r)leg)_nE of claims 1 to 7, wherein R* is
C2s-adyhyl - pyri din-4-yl) -butan-2-ol, 1, 1,
1-trifluoro-3-phenyl -2-pyridin-4-yl-butan-2-ol, 15
3-(2, 4-dichl oro-phenyl)- 1, 1,

1-tré. f(td#ﬁ?&m%l's I%derﬂiu'l‘er Bactbrdilt @Nmeg o8k of cldim 1 to 8, wherein R’ is
&%14 di chl or o- phenyl)

e84t ri f 1 uor o- 2- pyri di n-4-yl - but an-2-ol, 3-

(2, 4-di chl oro- phenyl)
-1,1,1-trifluoro-2-pyridin-2-yl-butan-2-ol, 3-

(2, 41Qj|Q;imhpmmdp h&foyin)la I according to any one of claims 1 to 9, wherein R* is a

% % lg?fl hﬁl? o%lgc% frgmlpt;(g %H)‘u‘ﬂ c%néﬂtu{%e(ﬂtp?ﬂaﬁ ﬂlrazmﬁ pyrimidinyl,

pylrld_tm;r.n/l r2r<fx|0ub$x§hlwdmmléml auynalingl gaqginglinyl pgnnolinyl, pyrazolyl,
#niddz oyl diheb [%yﬁﬁ@l@f{’i ¥=a] Pyridd, 1m1dazo[1 2-a]pyridyl, quinoxalinyl,

%e%g{l%fy&%;pz 13%(gy141napl§ |11§fag ]%E éﬁly&&-‘ydro 1H-isoquinolinyl and 3,4-
dihydrol2 M riykida 3 Db PH piy 6 xadingt, Saiyl Ihetetdaayl-rirgdleing W@rsubstituted or

gl_ﬁ)_sfipulig({ by ?I’regl(t)virfl gr oth?ebeesﬂ st}tu%pts fel%:tetd fI‘OIE groyp consisting of
hdogdm, balggcph@nylal)kyl cyano, Cir- alkyl C;.7-alkoxy, cyano-C;_;-alkoxy, carboxyl-
?% gt‘rlké)x% N orag% ceaﬁbw p(ﬂleﬂylsp)% d'yp lﬁsfﬂ'gl'ﬁmﬁl aznd%)'henyl C.7-alkoxy.
-1,1,1-trifluoro-2- pyrldln 3- yI butan-2-ol, 25

i § rZ} 3| Iél?[g)lu%[flggf qtg)alinﬁ a§ aS?ForgH)(gatH 2By gpe of daims 1 to 9, wherein R'isa

ety l"mg pélesiyd ﬁrom the group consisting of pyr1dyl pyrazmyl pyrimidinyl,
Uor

)ét’ld}fligly nd2 8X(EJ hé d1F§{ ro%yrid%ylysaacr ﬁeteroary% ring bglng unsubstituted or
Qtfbsumtﬁ bj}ocvrmsrs/tmyﬂ thpgersuliftitu@aty beJectdgufram tize gloyp c@asisting of

ﬁﬂoé 1h§lh?§}f e Ph& lyk ano,dC1 7- alk;l Cs. 7 qfcloalkifl %1 7-alkyl,

| uor o- I n-3-

Crr-alkgne Laytallgy£n. Sl cygno(, 7@11@)%*%;‘/&@%@%%9& halogen-
€L,- Mkl’i?f rcmfbbsdﬁr thB’O)@'}LUﬁ qianclyﬂcyﬂboia@@r} %k&ly, C3palkoxyc3rbonyl

C or,0- uor o en ri uor o- rraln
e ghSRsgatealby -t B Mokpeippgh brahd.” = P
RR Netd"nbmyylmemylt@xy @haryini Rfiand & yike indxmmndnttyl seledted from

Eéjrﬁ%ﬁ?}'& eﬁl’(}ﬁ %? )l(]‘l ;( tqé ﬂﬁe% &fgfll I:T‘oﬁlggéen atom they are attached to

(4 hﬁt@ﬂqpx«;{@ I lﬂiﬁéﬁwtw tromipyrrolidirfe} le@f:r@dlge, morpholine or
{}goﬂgﬁ thy“ di n-4-yl) -hexan 2-ol,

R qn‘y 151118@)?1 ﬁ%ggl;?ﬂlsgt%;%d w@ﬁtltgtc@ by RS, §Vo oF three substituents
deldceddfftarariee gﬁ‘oufg 2ohgdting %y hﬂbgeﬁy hjlogér-C;.7-alkyl, Cy.7-alkyl, hydroxy,
%? netﬁg n-4-¥h%ﬁibu % ol
aeﬁ%aﬁ Y SRERMLERY CLGARRA) - 1, 1 1-tri £1 wor o-
npdpt,i di n- 4 yI but an-2-ol, WD 2009/ 040288

g%é%gﬁ)ﬁgééaggﬁﬂjﬁlotpg gf\lﬂ?]ug) colnflstinglof ]Pyrrohﬂnﬁ SP% p]zperldlne, said

hegespieydhyltrimg-being) unsulistityted or substituted by carboxyl or Cy.7- alkoxy carbonyl,
byl yORAy R pRYEIS A= Lakady- but an- 2-ol , 3-

%2 gh oromz Plugio phe%? Q{Z (f%ghloro pyrldln 4-yl)
-1,1,1-trifluoro-butan-2- oI 3- (2, 4-dichl oro-phenyl)

-1, 1, 1 -trifIuoro-2-pyridazin-4-y|-butan-2-o|,
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51, 1, 1 -trifluoro-3- (2-phenoxy-phenyl)
-2-pyridin-4-yl-butan-2-ol, 3- (2,4-dichloro-phenyl) -

W@ 2009040288 t ri f | uor o- 2- (2- met hoxy- pyri di n- 4- yl ) PCT/EP2008/062412

-butan-2-01, 3- (2, 4- dlchlor ghenyl) -1, 1, 1
-triflyoro 2-(5-nmet hyl - pyrazin<2-yl) -butan-2-o01, 3-
E t2r f’%f uor or 7 tig hF p0¥11}11111 al actor%linﬁlta E;}r}}f 5)ne %f ctla1msé to]‘_) or 11, wherein

({ég P38yl 31.1d p;;_ndLyl dihg tmg gngﬂp@n‘gult or substituted by one, two or three
sdUstifleHRT Qeg(ec( ﬁoﬁﬁ‘h@ croﬁglkﬁhg)zofﬂa)ogef? Lﬂaﬁﬂ;eg @l alkyjr Ocyano,

&n r Fﬂka’EJQP @EZd‘e%kBﬂéflﬁyﬁlkaz?ﬂ%@% (1-y-alkgge an@lkew cy@g0-Ci.r-
§1Bogh n h?&r@xﬁﬂﬂ 71<iﬂ<roﬁty ﬂﬁﬁfg\éh)cl 723:lkoxy, carboxyl, carboxyl Cy-7-alkyl,

2-
b St grtkogt. ¢ B EHPePY. Qh@%wjﬁal’bfnﬂﬁ ELCIoe

dkomkhﬂmnwLQr7ﬂkquthyl 1 H pyrazol - 4-yl) -butan-2-01,

Y,
AL, R e e s o
Byqrogen i @ﬂ:ﬂ-zﬂk)d npﬁeﬁyql R’ toggthen with the nitrogen atom they are attached to
erfﬂ Hlé%%@yc%c Qi @Qleétéﬁ f:'}oﬂﬁl p)@flﬂﬁﬁlezp@lemdﬁe, morpholine or
r or o- phenyl ) -
ﬂPWpPHWBIBQZ pyri m di n- 4- yI butan 2-ol, 3-
PRerdt, dhid |ﬁ)|h@1ﬁ}0 bping l’ﬂmkﬂbsﬂﬂutéd dr :Idbbfﬁﬂutt@lﬂﬁ' -odre, (W drethPe¢lsuBstituents

eéeczf:dga%rﬁ ftl&er %I%Bﬁ é%%l%tln_g f% H%qu%kéalo én-C,_7-alkyl,

Ctvak&hby@mmyhyMKpp@bykﬂ Gpyalkatiyn@boByl and C,.;-alkoxy;
d&cﬂchloro phenyl) - 1, 1, 1 -trifluoro-2-pyrazolo

E pyridin-2-yl-butan-2-ol, 20

ete@cndﬁduselmt@d GopHibAgroupiconsisting offyeretiding apd pinsridine. said

h&)ﬁo@ W rrgWelmgQits abstiznt®d or s@b‘stlﬁlzed“b)déa%)@f & @hefkbday-carbonyl,

uor o i,m dazo

hﬁﬁr?hy Ph@ﬂﬁﬁwfnéﬂ*wné %@é&p%ﬁchloro phenyl) -
1, 1, 1 -trifluoro-2-quinolin-6-yl-butan-2-ol, 3-
(2 4-di chl oro-phenyl) - 1, 1, 1
- t ri 3. wenppda@nds bhoxalulan- ﬁe(ydd}rtgub any gnobf cl@ms 1 to 12, wherein R* is
ﬁ%mgﬁf Wlﬂﬂ%{%ﬁ l%y&ll du't\p% ﬁr %\lrgﬁ su%stbtégnts séﬂé&é’&' 4.8 tf?@&a}ﬂ) )con51st1ng
af figogendC chilylocysnenyiJralloxy andiaartioxyoE o 2ko®e et hoxy- p
yridin-3-yl)-butan-2-01, 3- (2,4-dichloro-phenyl) - 1,
1, 1 -trifluoro-2-(5-methyl- | -phenyl-1
H- py[@lﬁihmlﬁruh‘lkl} of fouhanr] a¢c&lling tf) any one of clalmsf t?l), 9, where%n Rtisa

enzot.hl azo or 1-tri
ReIgPanD P aad S rbmighe b ity EAPYY iougindiiiyl,
einnolinyliqrycazdtod Lb rdpaddyh -i@idalze [Jut-alpyBdy) quiBOxalinyl, benzothiazolyl,
§er{z% 4azgl:yp Iﬂgcﬂ)r )g 1BH§£%’)JI 3,4- dhydﬂ%l%lzlg?quinol n)yl and 3,4-dihydro-2H-
Pﬁmﬁéﬁzilbl oxamnﬂz 4- dlchloro phenyl) - 1, 1, 1

sdid hét'el"b(al:}fl’ 'rl% %@in@lﬁlsul%tlﬁitécp&t ﬁiﬁst@tu@d byone| #vo or three substituents

(it hlsﬁégrﬁ P g %%%Pf élogagru)%ﬁﬂya% Cy7pikyl, cyano, Cy7-alkyl,
C&quﬂm@??mﬁ72mqaﬂhqxﬂhb@,Gpidkbﬁwcxbukykyeﬁﬁﬁ*@1§amox%
C

o PR PARR b carbpor ik Gy-aligh carbor-Co
Qlk()ﬂ}% Eevraildoxyl@lpywhﬁob 3«]114(57(1}’93-1“@04}’2-@ 7d1ﬂlQ’hICar7c&119h@fcwb<)n}i Cir-

gytrlfluoro butan 2 ol, 3- (2 4-di chl or o- phenyl)

A, 1-trifluoro-2- toI -4-di hydro-2Hp yrldo
SIi N_ cagponyl; C4]7@)(lg§qynwl'per91|n)R @Q@lé\’ﬂ ape igpiepegdently selected from
ﬁ?dr@ﬁ’ér%r@ﬂy efﬂ(}kl Qf ®° EH@Rg’{c)gether with the n1tro§en atom they are attached to

formla lr:l'eterroqu/clhc ring sgle&ec\ HorlnI pr;frrohd1ne,b[l)'l1per1d1ne, morpholine or

thiomorpholine,
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3-(2-chl oro- 4- met hoxy- phenyl )-1,1,1-trifl uoro-2-qui nox
alin-2-yl-butan-2-ol, WO 2009/040288 PCT/ EP2008/ 062412

WO 2009840288 PCT/EP2008/062412

3-(2-chl oro-4-fl uoro-phenyl) - %, , 1-trifluoro-2-quinoli
n- 6- yI butan-2-ol, 3-(2, 4- dICh or o- phenyl) - 1, 1, 1

pl%eriy sal rp%Fn};l %gm% nsﬁlbshguted or su'bgtltuPéélrblyd(;nre]:, %voy or)three substituents

e(czadcfmro tthoe grofip a@mmmg@ﬁyal))gm halogen-Ci-b-abyb- 2- (6- net h
QH( laﬁx ogy %ganob E'ﬁr%@xﬂ @l 7Lalk(§>%/§ar%§}1yl “aRd Cy.o- alkoxy;

| oro- phenyl)
Pwmﬁ’l trifluoro-2-quinolin-6-yl-butan-2-ol, 5

haao%?alylselé&e&frdhpﬂhk QF El}iﬂlﬁg . pYrrbtifiini fahd PIRridin@ldad

F%{E%cgcl%rr an i Olpﬁ}lalrlts(igr fu%ﬁg‘iul]ﬁﬂ byzcarboxyl or Cy_7-alkoxy-carbonyl,

pBenybththkpy mhzmyhe@ anld)phepylafytdlkexyphenol , 3- chl or o- 4-
[3,3,3-trif|uoro-2-hydroxy-|-nethyl-2-(2-nethy|-pyrid
n-4-yl)- propyl] - phenol, 10

3- $ |4%§|Juor Sﬁ 5 0f ﬁ)lPllngfa?I aQP&g}ﬂr%)to anfl onél-% u&%llf]n-s l-tg 9 or 1{44where1n
FZIS CJQU?OAm&i ﬁl’”é‘-obﬂ@ﬁwg elrgg_q{yabséggg,t_ed pr substltuted by one, two or

tHréd Subs@ieRE bhydte i ORYthé groRylcoBiifting-of hakydn, haREEHIC: ;-alkyl,
aci d, 4-chloro-3-

£ 3_trifl uoro- 2- hydr oxy- 1- met hyl - 2- (6- et hyl - pyr azi
;. 2alklyl) Cpr-opylddlkyl- (hervﬂ]qilccla;eélkioxylﬁalogen C;-7-alkoxy, carboxyl,

HROX X uo
gar{jéxy?? lzre?ﬂ’;f} cguzoo ]n7 %k&%}hg %—)a{kggfc%}ﬂ(%nyll ?g; %yil} ﬂ’g]rndgrlzl_
Pyafrdldznxlmlfemwl@marzi h@@b’b@w Ia]-knﬁt hyl - 2- (2- net hyl - pyri di
n-4-yl)-propyl] - phenoxy}-acetic acid tert-butyl
ester, 13-chloro-4-

[3, 316’%Gorrﬂ1ﬁddﬂ1@5 of %rmmrl%yoﬂdrﬂg&b Rt} oRe 6f2cmﬁts hytb-oRyMiddivherein
E T:?/ B‘%ﬂtg a1d benzo qur(])?y)f )rqqg %&%Eg u(rzlsﬁ?\)stltuted or substituted by one,
P& G t&fetersubi;tuo‘fms 2l deyedrieony the gretipybnsisting-ofrealbydm, bylbgen Cir-
%15% éz/}la}lo{)(; oPMi(;ltg {2{;}; [B%p?yyl Cacea k‘}F‘d%'? alkgox} 2113?@68 r&:* élkoxy,
cqjh@mlcprbpxxl Qrt-alkyll croboxyd 5aH@tXm@1-7 Phoxagarhomylyphenyl, pyridyl,
gﬁ%lﬁﬁnﬁ ﬁ{entrl%%/ and %)henfyl Cy.7-alko

3-chl oro-4 | uor o- ZX%ydroxy | - et hyl -2-(5-m
et hyl - pyrazi n- 2- yI) propyl ] - phenoxy} acetic acid
tert est.er,.acetic aci
2-{ 31%%?1&%% 9 SISt At Ry BPHRL My iRy wherein R is a
heretohw ripy sdedted Remythg gpuppyhiistinghdpexy dlyk timjdazdslt @id, thiazolyl,
{ d gg‘[glco?bﬁ) Tr]?lé @leélg élnﬁubds'rugu)geq pr subtstﬁtu edé)y(qgle twohor three substltuents
selezteyl fyorprﬂmq)gm}lp comtmﬁ@ﬁ &lygerebhé@n Earokki, cyao @1 7- a kyl, Cs.7-

t [Jaﬂ@/llb(ly a Y alkoxy, Cy.7-alkoxy-C ;- alkoxy, cyano-C,_z-alkoxy, hydroxy-
2 c Ior d f1 Uor q- et hox 5

henyl
j}X)f, :fl.ahg%ﬁ@:? ,rféfWV FRPas %= 12 a},lfy)l _carboxyl-Cy_s-alkoxy,
C1 7- alkoxycarbonyl Ci.7-alkoxycarbonyl-C,.;-alkyl, C,_7-alkoxycarbonyl-C,.;-alkoxy,

R°R’N-carbonyl-C, 7-alkoxy, wherein R® and R” are independently selected from
hydrogen or C, 7-alkyl or R® and R’ together with the nitrogen atom they are attached to
form a heterocyclic ring selected from pyrrolidine, piperidine, morpholine or
thiomorpholine,

phenyl, said phenyl being unsubstituted or substituted by one, two or three substituents
selected from the group consisting of halogen, halogen-C,_;-alkyl,

Ci-7-alkyl, hydroxy, cyano, carboxyl, C,.;-alkoxycarbonyl and C,.;-alkoxy;

pyridyl,
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but an-2-ol, 3- [2-chl oro-4-(2-nethoxy-ethoxy)-phenyl]
-1,1,1-trifluoro-2-(5-nethyl-pyrazin-2-yl)-

wWheioan4@28ol , 35 3-[2-chloro-4-([1, 2, 4] PCT/EP2008/062412
oxadi azol - 3- yl met hoxy) - phenylhz% 1,1-trifluoro-2-(5-nme
thyl - pyrazin-2-yl) -butan-2-ol, 3- [ 2-chl oro- 4-

(?[erofCYclM sele%oa( ?rz O| th ﬁYqu (:ton(s)l)s(t¥rlgr]ofg)yr og/ldrlnkc; a{u::‘[ Rlpfhd ne, v(bl
bago@cpdd 288 h@(ﬁg{t&i@g@@&t@@ th@stlt-ul@?(b)@@arboxyl or Cy.7- alkoxy carbonyl,
) ']

D A B B R A R - 1 -

but an- 2- oI 3- [4- (2-am no-ethoxy) -2-chloro-phenyl]

but ah81 Eogppotu{glld]; loy f%rrr%uﬁa I(a%ccg}ﬁ$nt3gytlc) ag?r/ E)rallez i)p cle%m)gll)to 7, wherein R’ is
Bydrdgahl or o- 4- (1-met hyl -1 H-t etrazol - 5-yl net hoxy) - pheny
[1-2,1,1-trifluoro-2-(5-nmethyl- pyrazin-2-yl)

-butan-2-ol, 3- [2-chloro-4- (3-nethyl- [ 1,2, 4]

t hi ath- &oohpdings aephbrg jo clphehiing the formula

-trifluoro-2- (5- nethyl-pyrazin-2-yl) -butan-2-ol, 3-
(2-chl oro-4-fluoro-phenyl R3- 13 1, 1 -trifluoro-2-

(2- met hoxy- pyri di n- 4- n-2-ol, 101, 1, 1
-trifluoro-2- (5- et yzi n- 2-yR¥ - 3- napht hal en-

| -yl -butan- 2- oIR % gzl n-2-yl) -3-

(2, 4-di chl oro- phen Iuoro butea- 2-ol, 3-
(2,4-dichloro-p ,
-trifluoro-2-is - but an- 2- ol ,
2-cinnolin-4-yl-3 (aQw dlchloro-phenyl)
-1,1,1-trif|uoro-butan-2-o|, 3- (2, 4-dichl oro-phenyl)
-1, 1, 1 -trifluoro-2-pyrazolo [ 1,5-4a]
pYedeth n- 3-yl - butan-2-ol, 15 3- (2, 4-dichl oro-phenyl) -
1, 1, 1 -trifluoro-2-

L- phepet hy

E 5 gm Igr oﬂlpérrlﬁi'g* QM%e%%ﬁal)ienﬁ%;ﬂ(%‘} Qeﬁ;thg)qﬁﬁ’l A selecﬁed f? 151 the group

- 1, 1¢ansisting pUlmrdsogrn @m alkg, Cs 5cyqigalkyl- C1 7 alkyl halogen,

(2, 4hegb§tl?1| @[ RalR eHMbgen (]31 ;]MQBQXYIYdIIOXY, C,.7-alkoxy, carboxyl

-trifl th py -py di ne-2- carbonitrile, 3-

(2- cFIr ?’8( Eiﬁﬁﬁ%tcﬁ'&% 6% lﬂhaé -1, 01, 1

-tri f)lh oy 4nd f)Hch]lB(hyJaim)Wlsdidrkanyﬂ r)ng-lhzhﬁg&!ihsﬁbstﬁ@teﬂ br
oro

(3_2 r‘r%ﬁ%%% @Vr‘?l}% %t el*e sul])'%[ﬂl(l%ﬁs %le(ggel ffjrom e group consisting of
3 (ZhdhgmubdéngChﬂﬂyﬂpﬂeﬂywykIhlam«mVamdhdpgﬂQprade%
4-yl -butan-2-ol, 3-chloro-4-

§8 3 1s%efeweﬁ 'ﬁ%ﬂ{ @le% &sciﬂfoq?ébénﬂg OEE h;lélky% @Y/- 9%’)!&;%&11-&: J%[k%l and

pyl) -phenal or 0- 42 et h oxy- phenyl

"t ri e o-alkgli sopr opyl - 3H benzot ri azol -5-yl) - 25
but an- 2- ol ,

R’ is hydrogen or C, ;-alkyl;

R*  isa heteroaryl ring selected from the group consisting of pyridyl, pyrazinyl,
pyrimidinyl, pyridazinyl, quinolinyl, pyrazolyl, imidazolyl, thiazolyl,
pyrazolo[1,5-a]pyridyl, imidazo[1,2-a]pyridyl, quinoxalinyl, benzothiazolyl,
3,4-dihydro-1H-isoquinolinyl and 3,4-dihydro-2H-pyrido|[3,2-b][1,4]oxazinyl, said
heteroaryl ring being unsubstituted or substituted by one, two or three substituents
selected from the group consisting of halogen, halogen-C,_;-alkyl,

Ci-7-alkyl, Cs.7-cycloalkyl-C,.7-alkyl, C,.7-alkoxy, halogen-C,.;-alkoxy, carboxyl,
carboxyl-C,_-alkyl, carboxyl-C;_;-alkoxy, C,.7-alkoxycarbonyl, phenyl, pyridyl,
pyrrolidinyl, phenyloxy and phenyl-C,.;-alkoxy;
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3- (2-chl oro-4-net hoxy-phenyl)
-2-cinnolin-4-yl-1,1, 1-trifluoro-butan-2-ol,

WG 2a0h 040288 4- PCT/EP2008/062412

(2-cinnolin-4-yl-3,3,3-triflu h9- 2- hydr oxy- 1- et hyl - pr
opyl) -phenol, 3- (2-chloro-4- nethoxy phenyl) - 1, 1,
ﬁs trgfh&%&90§nﬁﬁ{?20|° [ 1,5-al pyridin-3-yl- butan 2-
3 chl or o- 4- (3,3,3-trifluoro-2-hydroxy-1-nethyl -2-pyraz
andpharmagtysigallyccaerdalle sahisohsrEgf-  phenol |
2-(2-chloro-pyridin-4-yl)-3-12-chl oro- 4-
[3-((1H)-tetrazol -5-yl)-propoxy] -phenyl}-

1, 1, 10.1@onkpoi@dS oPé@dintad-toerdsrg to claim 1, selected from the group
%2 chlorg 4 hydroxynethyl phenyl) - 2-

ASEHPH P pyrldln -yl) -1, -trifluoro-butan- 35
g—%g—lé’hg)fr?—r - QL opg rHIl)gll (_1)5((1 tr r1]1|010r2 ?yrﬁ LA ly}‘l))jraz\{n)z yl)-butan-2-ol,

pﬁéntyiﬂpoacét(aonabyldpyr@ma }dhﬁ@h@nﬂ 2ol
é%Z <Al OQBQI M{Ho% Bhé‘hﬂbf i 1, 1 trlﬂuoro 2 (2 meth ylfyrldm -4-yl)-butan-2-ol,

| uoro- 2 - 1- met

éﬁ%ﬁb qroﬁr%bweynpleﬁnal&rldl Vi pergs)- @%0?818’1 PYﬂdm -4-yl)-pentan-2-ol,
PCT/BRZOQ Igﬁaﬁ}ﬂ-gherryl)lﬁll tﬁﬂuoro 2-(2-methyl-pyridin-4-yl)-hexan-2-ol,

830 S St S By i ggrord- (s iyl xridin: A5y -butan-2-

dkL chl or o- 3-
R O RN N
B2 6-dishlptouphasyld- b bRy Gty ey

1@@D&§M@hﬁ3ﬁﬁe 1H¥ﬂwﬂ§h£{2(§
rifl.uoro-4-

hl or o-
ééQ ﬁéf ﬂﬁpropp/hl%l nﬁél;ﬁvsluorﬁeh%%rlé -Ylaluytan-2 z10q
622 4fditlﬂhll(9pl@en}9f)elny,|l)trlﬂlloﬂ&)yﬂb@ﬂ&in -4-yl-butan-2-ol, 2
| -
E RGP bR PR oimyrp g P e,
3{24&hdﬂomnph@wb htbﬁyﬂummaypymmnZQy@thg}Z«ﬂlO acetic
b0 O pRsk B 1 {4l Loy daslLehbongn hany!)
uor onmet
3ﬁ26><tcfﬂ9¢%phqna )nLl L -trifl yoro- %r@éltuﬁ)le gﬁlrlzﬁmmﬁwl, ester,
d4yclbprop(12s ‘62 @JCEJHI&B%}QH?HM' ], l—TrlﬂlﬁMng)ﬁ)"hdlh 3 -yl-butan-2-ol,
-tr| uor ofre & -Zkhpg qln-
;,1(}1 Pi2e %p&)heggls) 1; 1 -triffuoro-2-pyridin-3-yl-butan-2- ol,
2 4h[oz2ephedyl il atil- ﬁrfblop@arpﬁri)dirlslw%ncmyz bhtrifl uoronet
yk-p ] age
g (% d&qﬁé{ri?l?e\{q dlhpl%pgluoroy i p_yl_rlc,%? £ ?11 blﬁfln %ro& 5.
pa2 @zilddomlxl}enet)hlok%trlﬂpoynorbpmmdhn_\;d yl-busen-drel2- ol ,
3-(3-chloro-phenyl)-1,1,1-trifluoro-2-pyridin-3-yl-butan-2-ol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-(6-trifluoromethyl-pyridin-3-yl)-butan-2-ol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-pyridin-3-yl-4-[1,2,4 ] triazol-1-yl-butan-2-ol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-pyridin-4-yl-hexan-2-ol,

ydroxy 4-

3-(2-chloro-4-fluoro-phenyl)-1,1,1-trifluoro-2-pyridin-4-yl-hexan-2-ol,
1,1,1-trifluoro-3-(2-methoxy-phenyl)-2-pyridin-4-yl-hexan-2-ol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-(2-methyl-pyridin-4-yl)-butan-2-ol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-(2-methyl-pyridin-4-yl)-hexan-2-ol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-pyrazin-2-yl-butan-2-ol,
1,1,1-trifluoro-3-(2-methoxy-phenyl)-2-(2-methyl-pyridin-4-yl)-butan-2-ol,
3-(2-chloro-5-trifluoromethyl-phenyl)-1,1,1-trifluoro-2-pyridin-4-yl-butan-2-ol,
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{4- [2- (2,4-dichloro-phenyl) -1-hydroxy- |
-trifluoronethyl-propyll -pyridin-2-yloxy} - 20

waeewvoni2ss i | e, 3- (2,4-dichloro-phenyl) - 1, I1PCI/EP2008/062412

-trifluoro-2- [2- (2-hydroxy-_§tzggxy) -pyridin-4-yl]
-butan-2- ol, 2-{4- [2- (2, 4-di hIoro phenyl)

32 cxg)ro )%Yzﬂucrro )PP{eIn)fflhlif)lrf)E%th\é p}i)‘ry(% t’ﬁé’r‘]%aﬁ‘ez obe 4.
1,2, 1(121ﬂ410cp amygdm piyenyd-tolyl-butan-2-ol,
3‘%2 %hﬂ)rg gl thd%B &916?1 15132‘:’("20831'01% Iﬁg@ld‘f@ﬁw -1 @Mr@ﬂher@bwa)l 2-o0l,

benz aCI

{32@2 éZdlghlall'OCPIl]le@WB héﬁyﬂ)loro 2 -pyridazin-4-yl-butan-2-ol,
1,4,146rrubFd- Bl(gmn&yhylwh N}Qf Iﬁ(ﬁnmeiilrwtalpyr(ﬁkz' n-2-yl)
B DRSNS, P Sy P iy by

B]—(24yd1¢hlp1roepiydn]yl) 1, B0-th8naor Z (aaichyrgytzin-29t)ebytad3-2-ol,
%2&‘1 418{1&0 gﬂ@qgﬁoﬁ%iﬂﬁﬁﬂwf)a(%qeth@ pyrazin- —yp butin 2-ol,

IFuor o-
S0 ) @r@,élq:dlchloro phenyl) 1,1,1-trifluoro-2-(6-methyl-pyrazin-2- yl) butan 2-ol,

(2%, 412~ 91@ @rc@cmaﬁotﬂ{ea 14} M )—Eﬁf}gbrg A.(d- Heﬁgﬂl Sy SN DMrthn-2-ol,

fge (CE 06?.140@1&%)91568%: 4%}510@ %@qﬂ’ﬁyfﬂyﬂ‘é%‘l“ﬂ)h&/&ﬂ65219‘1?”‘
bamhipydl; propyl] - 35 phenoxy} - 2-net hyl - propi onam de,
348 BOTp 5 phsgyr ol Aot gpp:25 sty - pgpel Y sy 210t

21t2tchidreor mpthly)- pyridieizd) -6- @clh-dichietdrphergd)- &, 1 - #luoro-butan-2-ol,
t -
R R Rl ke

yrial ne- car X lic acid
%@H ldégltOePhe b @911 uws%pw@w@zlﬁ - 132

3 chﬁﬁﬁofb hen l) 1,1,1-trifluoro-2-(1-methyl-1H- 1m1dazol 4-yl)-butan- 2 ol,
Lﬁét(%’ﬂ‘%{] bl”ﬁ F% Hblgﬁlzeg%/%)yalc— g‘fu%gf(t)rgllet lylu[())rro?)yﬁ I')ngrn%,x )
22 @4&1&&6&)@?{1)/@&})9h1 (Dirtﬁﬂ@dilerwb)'raiolhyldff -akyyridin-2-yl-butan-2-ol,
.Lé—_élﬁ,%l—éiglshq&[oop enyMl 7,P19R Mugyro 2 Yf thyef 1%—1 pyraEcﬁ%}ﬁB 'tutan-2-ol,
S(Q,Z’@mlgmpmenmﬁthbkyrlﬁhmyl “ymitdaq[12talpftidioroyl2bytan2ed,
E é@&irdlg’ﬂ? %Hén%rl') by @erﬁuﬁJoQ q)ﬂml)ﬁn 6- \{l -butan-2-ol,

t hoxy
(2 Ardﬂ%@%ﬂlﬁnm&)rl bﬂaﬁﬁwro MD@MHW Yy}é}ltaee%ebi c acid
QI(L”%Uen B86:8Lpyriftin4=yl)-3-(2,4-dichloro- phenyl) 1,1,1-trifluoro-butan-2-ol,

|
LS L R St pahspien .
aqd;didoro-phenyl)-1,1,1-trifluoro-2-(5-methyl-1-phenyl- 1H-pyrazol-4-yl)-butan-

§-{4 [ 2- (2-chl oro- 4- met hoxy- phenyl ) - 1- hydroxy-1-triflu

oronet h yl - propyl |- %yrldln 2- yl}-benzoic acid nethyl
égb[eezothlazol 6-yl-3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-butan-2-ol,

3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-quinoxalin-2-yl-butan-2-ol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-(2-pyridin-4-yl-thiazol-4-yl)-butan-2-ol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-thiazol-2-yl-butan-2-ol,
7-[2-(2,4-dichloro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-3,4-dihydro-1H-

isoquinoline-2-carboxylic acid tert-butyl ester,

3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-pyrimidin-5-yl-butan-2-ol,
2-(1-benzyl-1H-pyrazol-4-yl)-3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-butan-2-ol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-(4-methyl-3,4-dihydro-2H-pyrido|3,2-
b][1,4]oxazin-7-yl)-butan-2-ol,
3-(2-chloro-4-fluoro-phenyl)-1,1,1-trifluoro-2-quinolin-3-yl-butan-2-ol,
3-(2-chloro-4-methoxy-phenyl)-1,1,1-trifluoro-2-quinoxalin-2-yl-butan-2-ol,
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3-14- [2-(2-chl oro-4-nmet hoxy-phenyl)-1-hydroxy-
[ -trifluoronethyl-propyl] -pyridin-2- yl}-benzoic

W@ 2008/040288 PCT/EP2008/062412

3-(2-chl oro-4-fl uoro-phenyl) - éZ% 1-trifluoro-2-(2-iodo
yr|d|n 4-yl) - butan 2 ol, 1

§ 6§ (42ﬂ190r}|()|()r en\§ 1 uf)ErgﬂLP(F' I}y%llmcz)lén e Ii% ) tL]I fluo
égeéfdmkgomphe[nz )¢12L, tfiBnerod? (6 wnrothheanB‘/ﬂﬂlﬂT?d’ﬂ)@Wmn 2-ol,

!3 (E chidrd Qrﬂ’&ﬂ% ?P quglri%&%f)bd 6nm%t'th %yrazm 2-yl)-butan-2-ol,

5,493 DA R ISR i fio1o-Rgastioplin-6-yl-butan-2-ol,
(2R 3R)E wp nmnMmeﬁ@lwﬂ 1,1-tefGdrdi Ngdmylih-6-@ b eenzei.c

{5bBhe drde frﬂfﬂlfqra&r%m’ﬁfahé%ﬁwo%gﬁ B YRERRginy2-v)-propyl-

pHthdroxy -trifluoronethyl - . o

oxy a[gzi,ﬁa fﬁuqu {'i‘;?eh}éghgi-_%'f%dléizz-(zl-R{eP[wi-ﬁaQ}i&%'-zf-én-‘ia%f?yl]-
QﬂE%Ioro 4- hydroxy phenyl) -1-hydroxy-

31(ﬁlgehiw5)87@€llﬂ}ﬂro Bﬁ&ﬁflﬁl 1,1,13rifludrd2- éﬁ-@ﬁétﬁﬁ%ﬁlrgﬂyl)[ butan-2-ol,

bi |d|n I car bo G_ac
%4 ﬁ%%?oﬁl i) Q- qf%nrlil&mdé?%ykr'trﬂﬁl%?@eﬁwg RYAPYL 1RyidiR-dixy}-
heetit néiduor onet hyl - propyl ] - pyridi n-2-yl}-benzoic acid

t hyl 97 14- .
Fsbeso ghor 514 i sy Ly By -pyravin 2-31-propyl-

bertzoicfdcidor ormret hyl - propyl ] -pyridin-2-yl}-

E iﬁl gﬂ)rrﬁl @%g{hg’f‘ggth%xﬁg% y@sf ?E )}grﬁgc}('r% 2-(2-methyl-pyridin-4-yl)-

utapiXolyor onet hyl - propyl] -pyridin-2-yi}- 30

HUHFU 9- Q@W@iﬂ(ﬁo%lQQ) d hll ﬁfe@hyﬁﬂj(é =methyl-pyridin-4-yl)-propyl]-
(2- chIQro f)‘%Fhen - 1- hydr oxy-

?V?? PBW@ - pyridin-2-yl}-benzoic

m}tldorodrél 3 B&t(rﬂl-u@hl Q#‘}Q’dﬂ)mﬁ hexyl [Zlﬁ’(erl’yibt}ly]lph}tﬂlﬁGX}ﬂ} propyl]-
trlfluo onethyl -propyl] -3,4,5,6- tetrahydro-2 [

Rﬁﬁnﬁy%wxlcaﬁﬁnyl 4- carboxylic acid ethyl ester, 35

2 {3{CEl0(rQ46ﬁl,.’o$1br4ﬂuqmt2hby¢0phénlyfttblYliZ- thy dretwy-plyragini- 2yl epropyl |-

gﬂgﬁﬁy {Hﬁ yb]l-3,4,5,6- tetrahydro-2H [ 1,2'1
4-

carboxyllc aci d,

Yo
Jjg(cglogﬁ14oﬁ’20(_24m§§hﬁ>§wﬂm}§ Whpx;ﬂ mheayidxdyls 1-trifluoro-2-(5-methyl-

byrhzihfa- ngﬁﬁﬁh%[ propyl] -3,4,5,6- tetrahydro-2H |
a

di r.b |
§3 Figicy '?"T?H?o‘irﬁ%grq AR R e e 211 popyl)-
plyd¢rnioati jRacktiy heib tidrabuBd edter, WO 2009/ 040288
-/ ER2008/ .
T I ——
yloipropydl-plieqoayldethil astes- phenyl ) - 1 1, 1
(f {3 EMHR{ 9- g‘?)F?iyfrifRil'ofb 4- M‘dr(g&t lafhealy‘lﬂz (5-rheth$t-pykrazin-2-yl)-propyl]-

0 (4- et hox
P W. %ﬁl)&aghan%@%tezybw g erl 1 -trifluoro-3-
542@1&1\@94)1(222 dtubyd- eﬁhbﬁﬂ)‘ﬂ)ﬁenyl -1,1,1-trifluoro-2-(5-methyl-pyrazin-2-yl)-
E¥{|d|n 4-yl - but an- 2-
but
3-[2-chloro-4-(2-methoxy-ethoxy)-phenyl]-1,1,1-trifluoro-2-(5-methyl-pyrazin-2-yl)-
butan-2-ol,
3-[2-chloro-4-([1,2,4]oxadiazol-3-ylmethoxy)-phenyl]-1,1,1-trifluoro-2-(5-methyl-
pyrazin-2-yl)-butan-2-ol,
3-[2-chloro-4-(5-methyl-isoxazol-3-ylmethoxy)-phenyl]-1,1,1-trifluoro-2-(5-methyl-
pyrazin-2-yl)-butan-2-ol,
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5 3-(2,4-difluoro-phenyl) - 1, 1, 1
-trifluoro-2-pyridin-4-yl-butan-2-ol, 1, 1, 1

WO 2000040288 0- 3- ( 2- met hoxy- napht hal en- PCT/EP2008/062412

| -yl)-2-pyridin-4-yl-butan-2- %
1,1, 1-trifluoro-3- naphthalen yI 2- pyrldln 4-yl - but an

3%2 blor%I 0¢ gh)gdy?'(r)l d(?[%lo y}ﬁ yl ?I’EI Q‘t)n uoro)é 85 -methyl-pyrazin-2-yl)-

bumnﬁﬂqbro butan-2- ol, 10
B4 32 chling ch‘bxgr)z 2&%&99 S%%FX nid trmu%ra/ 'z) (53mBthyr-pyrhfih Yoyl)-

dr oxy-
bﬁ@? ﬁ%sulfonan1de N- 13- chloro 4

Baz(cakﬁm@(rlon@w UHNedan0] 5= @3m3thdnxd V- plfléﬂsyqtm 2-th1d6 XY 5-methyl-
neth:%]g op % phenyl } - benzam de, 3-

PRI oF %ﬁ i8bo- phenyl) -2- (6- chloro pyridi n-3-yl)

312 :th]k)rb-r4l-(f3| mothgl-by2,dthRdakel-5-nethoxy)-phenyl]-1,1,1-trifluoro-2-(5-

g}hﬁ’ EK&QJ??BlﬁHL{EOﬁO phenyl ) - 1-hydroxy-I-trifluorom

pyridine-2- carboxylic acid, 4-
pzz«mo@m wera=fiheny d- phéigoro£- éy@p@wy pyridin-4-yl)-butan-2-ol,

h 1t1tﬂrfﬂluupd OBt Hythy PR RMA -y RY Ha@hikated= 1 -GRERAXYLAIC

5 (?thl&rr% wrezine fyBr B phisplgrophenyl) 11y b biflpaso hugn-grobhy
B-(D,}irdldﬂﬂrodrplydn)y}) byt,anrifuéror2- 1@@uﬂmhf1 5lyl-butan-2-ol,

L TRUR RSP Lo Ry trc@%b?i b pheny!)
3¢9 dtdbgropybhenyd; 121, 2-tt1ﬂu<6ﬂou2}p¢r-azd>lo [1,5-a] yr1d1n 3-yl-butan-2-ol,
3 %9'4”3%}{1& p%!ngﬁt Tq{lﬂu fpﬁ%}lle(ﬂ?ﬂ 1@}/ %61 44yl)f|b)utan 2-ol,

L oro p eny
3 AN e e L DN A AR I
53[2 (Q2l FeilbrNpRrg gpﬁﬁﬁ&))(y 1- trlﬂuoromethyl pé‘(épyl] -pyridine-2-

trifluoro- yl - but an- 2- ol
§“?anﬂﬁoro phenyl)-1,1,1-trifl uoro- 3- met hyl - 2- (2- et h
§1(2 jttareidnp Henythytosirtphen@y-0)1, 1-tr@tuoro-2-(2-methyl-pyridin-4-yl)-butan-2-
% 6-di chloro-pyridin-3-yl) -1,1,1-trifluoro-2-
nmet hyl - pyrazi n-2-yl) -butan-2-ol, 3-
sz,ékdldﬂgmé,pm})ob(ylﬁhﬂngﬂoﬂ (2- methoxy pyrimidin-5-yl)-butan-2-ol,

3 %2 ]Chﬂors r4I ﬁlleﬂﬁ%&g pgeﬁwj 'Pq’ll' ﬁ]iﬂ%o}'(%\l S&hﬁﬂl i ypl)utan 2-ol,

t’ri f1 uor o-
@i fr‘ﬂﬂqfﬁ -23bydropr-byyathyl: %agﬁ%n 4-g:propyl)-phenol,

Bzthlcﬁm fhethbdy-FREhanes ul fanyle-peBzyd Ry - 3fpla@fmsltrlazol 5-yl)-
rifluoro-2-quinolin-3-yl- 30 butan-2-ol

t
B% Eé%%%ulfonlc aci d
3{@hhhﬁ0%MH&ﬁm3y@hhﬂﬂfQuﬁﬁ@hﬁ%hwdrDlyﬂﬂuﬂﬁithHZ(ﬂuinO

% Pl'é):i)’o i g Bﬁﬁcﬁ)ﬂ ﬁpg%r}yhlfﬁl ‘ﬁf h. hyflr(ixyt s n}ethl,},o PSOIQ’D g%enol

AdPichlogoyit mpiozyrphemil) - 1 13- ugrq;hp.yrazolo [1,5-a]pyridin-3-yl-butan-2-
683, 3, 3-trifluoro-2-hydroxy-2-isoquinolin-5-yl -

é"Fgr]?é Grivd F%awrgr%f ﬂ%ﬁi{g}%hé?ﬁrhvﬂ ZIPH%HI%W plpypidinr 3rgk-gropyl)-
peéday,| - propyl | - qU|noI|ne 6 carbonltrlle -

it sas i sl (B o gl

1,1,1%triflubro-bliaorbe- (1- phenyl -1 H i ndazol -5-yl)

3 —ke Ql—tcﬁfb'rg—'élglllydroxymethyl—phenyl) -2-( 2—chloro—pyridin—4—yl) -1,1,1-trifluoro-butan-

2-ol,

{3-chloro-4-[2-(2-chloro-pyridin-4-yl)-3,3,3-trifluoro-2-hydroxy-1-methyl-propyl] -

phenyl}-acetic acid,

3-{3-chloro-4-[2-(2-chloro-pyridin-4-yl)-3,3,3-trifluoro-2-hydroxy-1-methyl-propyl] -

phenyl}-propionic acid,
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WD 2009/ 040288 PCT/ EP2008/ 062412 - 134 3-
(2, 4-dichloro-phenyl) - 1, 1, 1 -trifluoro-2- [1-

W@ 20aesexy - phenyl ) -1 Hindazol -5-yl] - but anP@FBP2008/062412

3-{5- [2- (2,4-dich|oro-phean |-
-1- hydroxy-1-trifl uoromnet hyl - propyl ] -indazol-l-yl}-
2. 4- :
? |'E§ Eldllj% %omzt(h —pﬁ?y%?—ﬁg cBPor?]é)#lfiﬁn 4} :{h_l t“%?‘-’rg-'li/‘ft'jlr-l'z'(’l’
’é@hhmo 2-18H(2-chl§®-pyjrizlin- (1271)4343136%1%10@ éﬂydydxy 1-methyl-propyl]-
ngydroxy 1 trlfluoronethyl propyl] -indazol 1-yl}-

henol 4-di chl oro- phenyl ) - 1
t(? flfdl%p@ Qhen[yQ SEHE -tHRY hb@f@ﬁyﬁ)% q}ethyl pyrazin-2-yl)-pentanoic
Adazokstd; yl ] - 10 butan-2-ol, 4-{5- [2-

g@%fﬂf@%?oﬁh@%fe? S eyt gy (6 pirazip-2: ) pentanoic
phignol , 3-(2-chl oro-4-net hoxy-phenyl) - 1, 1, 1

? iﬁl % Ucﬁﬂﬁo% é@enﬁ@ Eﬁzgro%zrl tﬁ tgw‘ﬁ%&/}g pbg]é)ﬁpﬂgfﬁjrldmé one,
4-£3-t 2. trdichiasotnpieny) d Py 0XY11 H—l paiciyp propsl | opyeiding 2-yloxy}-

Lc%néaae%e?ﬁ,%gtﬁﬁet hoxy phenyl) 1- hydr oxy-
iﬁyi b, Ph%nylﬁ)z‘ hY(dzme/hl o %owawgﬁegpppme%ym 2H-pyridin-1-

ﬂlngdﬁmxmnmhyhg&kfluoronethyl propyll -1-nethyl-1 H

DL BG nrs )4 gl il rpaihslprop e Ry 25 pypidin-1-

yliretétidacBl oxo- 1, 6- di hydro- pyridin-3-yl) -propyll
%R L ﬁ? 9%, ) %a?éi_ogﬁlﬁegllyg _92—?19&1]0%—'1 I—tﬁﬂuoromethyl—propyl] -pyridin-2-yloxy}-

of 0-
ptagnidet r i f | uor o- 2- hydr oxy- 1- met hyl - 2- (1- net hyl - 6- oxo-

3.(6a-HiyRY- phdyDL 0, D=tAflWbro- 2 P2-0R¥kdthoxy-ethoxy)-pyridin-4-yl]-butan-2-

-phen0xy} benzonitrile, 5-12-
P2-chl or o- 4- (4-f 1 uor o- 3- nethoxy phenoxy) - phenyl ]

{41 hyhe-dichiorb-hehfl) U aiyan@tynyrifldromethyl-propyl | -pyridin-2-yloxy} -

| 3-1-met hyl -i H pyridin-2-one, 5-12-
(fﬁﬁﬁ %Wo 4- (4-f1 uoro- 3- hydr oxy- phenoxy) - phenyl ]

3 12,I4yi:|¢kdmy> phenybi 1, borineoh 2- (rhpdupiy-ethbxpe pyrydin #-yl|-butan-2-
pryrldln -one, 5- [2- (2,4- dlchloro phenyl)

-trifluoromethyl-propyll -1-nmethyl-
{Z.r_{é31¥1(a,|4ra/1cl@om1gherg -1-hydroxy-1-tri uoromethyl propyl]- yr1d1n 2-yloxy}-1-

Brolgh &gk4.ﬂaﬁ&hgﬁp phenyl ) - 1- hydroxy-1-trifl uoronet hyl

gE 2 gyllbi\a%ﬂrozp b %E %ﬁgﬂg}?r)o a hﬁ@t&)%—gy@—methyl—pyrazm—Z—yl) -butyl]-
bm&buﬂkmhﬂbﬁﬁmhyl-propyl] -1-methyl -1 H
4-[2-(2,4-dichloro-phenyl)-4,4,4-trifluoro-3-hydroxy-3-(6-methyl-pyrazin-2-yl)-butyl ] -
benzoic acid,
4-chloro-3-[3,3,3-trifluoro-2-hydroxy- 1-methyl-2-(6-methyl-pyrazin-2-yl)-propyl ] -
benzoic acid methyl ester,
3-(2-chloro-4-methoxy-phenyl)-2-(2-chloro-pyridin-4-yl)-1,1,1-trifluoro-butan-2-ol,
3-chloro-4-[2-(2-chloro-pyridin-4-yl)-3,3,3-trifluoro-2-hydroxy-1-methyl-propyl ] -
phenol,
2-{3-chloro-4-[2-(2-chloro-pyridin-4-yl)-3,3,3-trifluoro-2-hydroxy-1-methyl-propyl ] -
phenoxy}-2-methyl-propionamide,
3-chloro-4-[2-(2-chloro-pyridin-4-yl)-3,3,3-trifluoro-2-hydroxy-1-methyl-propyl ] -
benzoic acid methyl ester,
4-[2-(2-chloro-4-methoxycarbonyl-phenyl)-1-hydroxy-1-trifluoromethyl-propyl] -
pyridine-2-carboxylic acid methyl ester,
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pyridi n-2-one, 3- (4-brono-2-chloro-phenyl) - 1, 1, 1
-trifluoro-2-(6-nethoxy-pyridin-3-yl) -butan-2-ol, 35

WG 2(02/04028%r ono- 2- chl or o- phenyl ) - 1- hydroxy-l-trP@UEBnmwmn4u

t hyl - propyl] -1H pyridin-2- ony
[ 2- (4- brono- 2-chl or o- phenyl ) - 1 %ydroxy-

U260 DR B EBBHOb) Sz gtoro- gy Bely YR Pfopyi -

penzpiz-achil, or o- 5- met hoxy- phenyl ) - 1- hydr oxy-

f I
LA S e AN L 0L i e 2

C@??W@@é@énethyl propyll -1-nethyl- 1H pyridin-2-one,
5—(2 chloro-4-methoxy- her2rl) 1,1,1-trifluoro-2-(2-iodo- ﬁyndm -4- yl) butan 2 ol,

dlchloro dr ox henyl X
oL o Rt O ARSI g RS b i 2
}12-beRzaabhhad otht dstewor 0- 4- net hoxy- phenyl) 1- hydr oxy-

f y ]
to by O B A R arsmerredpgan-
Yhéﬁ@bﬁcaQQ 21. A process for the manufacture of a
99@99lmhﬁfmf40ﬁ1@mo§y1phmpm b O - B0 r GO prop ] Fridin-2-
é,%p gnﬁrocess conpri'ses’'treating a conpoun

f %)1%91 i 3 Ra R (CH)n ~l-y RATI A
Rf{@ b- (Rl ddo-4RbEthakeplkiy] Al - foxly A - IRl fRiordBethiR3propdl ] eyeidin-2-
are as defined herein before, with 15

FPﬂ%?% thyl trimethyl silane and a suitable
ﬁJ(QJahlodeA -fliorokthainyl) 4, Icbmpfbwomd- 262 - ode-pyadimat-al) HautRe- 230,

Rig [Ee—(b—lchlo(rg:—uzﬁlﬁ]or'(;l—p'}f%nﬁ) 4 —ﬂ@ro:@lﬁtﬁ@orgﬁl(g‘th%gropyl] -pyridin-2-yl}-
benzoic acid methyl ester,
5-{4-[2-(2-chloro-4-fluoro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl | -pyridin-2-yl}-
2-fluoro-benzonitrile,
3-{4-[2-(2-chloro-4-fluoro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl | -pyridin-2-yl}-
benzoic acid,
4'-[2-(2-chloro-4-trifluoromethanesulfonyloxy-phenyl)-1-hydroxy-1-trifluoromethyl-
propyl]-3,4,5,6-tetrahydro-2H-[1,2'|bipyridinyl-4-carboxylic acid ethyl ester,
4'-[2-(2-chloro-4-hydroxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-3,4,5,6-
tetrahydro-2H-[1,2'|bipyridinyl-4-carboxylic acid,
2-chloro-5-{4-[2-(2-chloro-4-fluoro-phenyl)-1-hydroxy- 1-trifluoromethyl-propyl |-
pyridin-2-yl}-benzoic acid ethyl ester,
5-{4-[2-(2-chloro-4-fluoro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl | -pyridin-2-yl}-
2-fluoro-benzoic acid ethyl ester,
5-{4-[2-(2-chloro-4-fluoro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl | -pyridin-2-yl}-
2-fluoro-benzoic acid,

2-chloro-5-{4-[2-(2-chloro-4-fluoro-phenyl)-1-hydroxy- 1-trifluoromethyl-propyl |-
pyridin-2-yl}-benzoic acid,
4'-[2-(2-chloro-4-methoxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-3,4,5,6-
tetrahydro-2H-[1,2']|bipyridinyl-4-carboxylic acid ethyl ester,
4'-[2-(2-chloro-4-methoxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-3,4,5,6-
tetrahydro-2H-[1,2'|bipyridinyl-4-carboxylic acid,
4'-[2-(2-chloro-4-ethoxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-3,4,5,6-
tetrahydro-2H-[1,2']bipyridinyl-4-carboxylic acid,
1,1,1-trifluoro-3-(6-methoxy-4-methyl-pyridin-3-yl)-2-pyridin-4-yl-butan-2-ol,
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1d wherein R5 is hydrogen, and, if desired, alkylating
the conpound of fornmula la wth nethyliodide in the

w@e@geness of a base such as NaH to obtain a coPgUBEPH0&062412

20 fornula I b WO 2009/ 040288 PCT/ EP2008/ 062412 - 136
136- R2 3 Rla R (CH2)n ~I-X Ib A RRte F3C OR5

s methyl . and, ] red, converting
él q’l\/@%uof)ou%d) legfnaiﬂ?}eg ﬂu’rﬂlfogmas Yi Eumrlrtsajc eIUt ically
édéépthdﬂb@ pladnyl)-R2B1- t@ﬂn@@uh@ﬁl@oc%vldbmgnﬁmlany one of

ehal@Blubrd-9- (4%%8& Wf a?g iGfl-OW-Rrar 251 OCESS
according tao claim?2 ar rraceutl cal corrp05| tions

b rpriflep Ry S d 4uBepeund ek dridicRy) 2opyakhin-drid-bgfan-2okhi ns
i(be- cﬁ@u(ﬁ% hil)asi, at@?wrazchtﬂdlﬁawlyompgm abl e
rr| r uvan a
SRR S T SIS e
amdﬁmﬂuom émphtkmhneﬁ—ylell peadiest-yhbwhnarad, associ at ed
I 25.
Eth)rg 910&1 gpl{e%gﬂzny odﬂgg)u{))‘;}ﬁdu? ). yla }g bl —%@ufo(g?—butan—}

npounds ac ne of al s
ose as therapeutlcally active substances. 26.

Qonpaindss-48.¢ 21 Hiohg ﬁd1%[W%r19fB?3,9ftr1ﬂ>&&b[@h§ldrBQy mnétﬁﬁ -propyl]-

use as therap ut| Ci i ve substances’ for

pheayt mepthangyt Bram ventl on of di seases which are
BisBo¢hlatoed [ 22 ichlogd-poadiar4-iig &, 33 etebd-hydrdiy-atrh@hyl-propyl | -
1 Zg'—b Co%;g%nds according to any one of clainms 1 to
BOYor U therapeutically active substances for

8+ 2-chloeatdnfburiro grinath g - 2piechdorior mymidof-3 gil abétl esiflugth-butan-2-ol,

?gERQ‘%H o 3RS Iﬂﬁrlfd? 1alg}¥lt I&{}Zl ?Ifl B g/illp}éijyﬂop)rrfaﬁne 2-

& ‘as therapeutica LibsrEnes
hertiaefidn with anot her antidiabetic drug. 29. A

@I{QJ@QM&B A MiorbLRRL BN hRIRGKYOT - tRfl @8 et pRIpyFIL SR RIBRS 2-
E are associated 20 with glucocorticoid receptor
FSBRYEE Gk conprising the step of administering a

B ierapauoti- dﬂbfqtplﬁmiyl)VEI armiflnéroot- (ancanm:bq;;vnduawb Flslitmg-2-ol,
19 ﬂ %%hporo r]i)%elaﬁk e loepr]gpyl? 2?202 hhdro tl qu1no e%—yg—eglanol
1-[1-(2,4-dichloro-phenyl)-cyclopropyl]-2,2,2-trifluoro-1-quinolin-3-yl-ethanol,
1-(2-chloro-pyridin-4-yl)-1-[1-(2,4-dichloro-phenyl)-cyclopropyl]-2,2,2-trifluoro-
ethanol,
2-(2-chloro-pyridin-4-yl)-3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-3-methyl-butan-2-ol,
3-(4-chloro-phenyl)-1,1,1-trifluoro-3-methyl-2-(2-methyl-pyridin-4-yl)-butan-2-ol,
3-(2,6-dichloro-pyridin-3-yl)-1,1,1-trifluoro-2-(5-methyl-pyrazin-2-yl)-butan-2-ol,
3-(2-chloro-4-methoxy-phenyl)-1,1,1-trifluoro-2-quinolin-3-yl-butan-2-ol,
3-chloro-4-(3,3,3-trifluoro-2-hydroxy-1-methyl-2-quinolin-3-yl-propyl)-phenol,
3-[2-chloro-4-(4-methanesulfonyl-benzyloxy)-phenyl]-1,1,1-trifluoro-2-quinolin-3-yl-
butan-2-ol,
benzenesulfonic acid 3-chloro-4-(3,3,3-trifluoro-2-hydroxy- 1-methyl-2-quinolin-3-yl-
propyl)-phenyl ester,
3-(2-chloro-4-methoxy-phenyl)-1,1,1-trifluoro-2-isoquinolin-5-yl-butan-2-ol,
3-chloro-4-(3,3,3-trifluoro-2-hydroxy-2-isoquinolin-5-yl-1-methyl-propyl)-phenol,
3-[2-(2-chloro-4-methoxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-quinoline-6-
carbonitrile,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-(5-fluoro-1H-indol-3-yl)-butan-2-ol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-(1-phenyl-1H-indazol-5-yl)-butan-2-ol,
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WD 2009/ 040288 PCT/ EP2008/ 062412 - 137 30. The use of
conpounds according to any one of clains 1 to 20 for

W@ b@/oprepar ati on of nedi canments for the treat PE&RNEP2008/062412

and/ or prevention of di seasesnggl ch are associ ated

with gl ucocorti coi d receptor nodul ation. 31 The use

8 (ig %rcﬂfhrlgro ?%lﬁuorg—%gl T(gl_e AL ne nt dlf)rgli{ 1n(§lazol 5-yl]-

éven ﬁ% nov
ut@ne?sgles and mat hods as well as the use of such

§q5n9Y4 Q,qsdiaﬂgﬁ;—ﬁ%ﬂyﬁl— 1 —My(ﬁ%xfj—q —Stﬁﬁhgﬁ)%etfﬁﬁ%rapﬁ}e—trgagol— 1-yl}-
phenol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-[1-(2-methoxy-phenyl)-1H-indazol-5-yl]-
butan-2-ol,

2-{5-[2-(2,4-dichloro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl | -indazol-1-yl}-
phenol,
3-(2,4-dichloro-phenyl)-1,1,1-trifluoro-2-[1-(4-methoxy-phenyl)-1H-indazol-5-yl]-
butan-2-ol,
4-{5-[2-(2,4-dichloro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl|-indazol-1-yl}-
phenol,
3-(2-chloro-4-methoxy-phenyl)-1,1,1-trifluoro-2-(6-methoxy-pyridin-3-yl)-butan-2-ol,
5-[2-(2-chloro-4-methoxy-phenyl)-1-hydroxy- 1-trifluoromethyl-propyl|-1H-pyridin-2-
one,
5-[2-(2-chloro-4-methoxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl|-1-methyl-1H-
pyridin-2-one,
5-[2-(2-chloro-4-hydroxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-1-methyl-1H-
pyridin-2-one,
4-{3-chloro-4-[3,3,3-trifluoro-2-hydroxy-1-methyl-2-(1-methyl-6-oxo-1,6-dihydro-
pyridin-3-yl)-propyl|-phenoxy}-3-fluoro-benzonitrile,
3-chloro-4-{3-chloro-4-[3,3,3-trifluoro-2-hydroxy-1-methyl-2-(1-methyl-6-oxo-1,6-
dihydro-pyridin-3-yl)-propyl]-phenoxy}-benzonitrile,
5-{2-[2-chloro-4-(4-fluoro-3-methoxy-phenoxy)-phenyl|-1-hydroxy-1-trifluoromethyl-
propyl}-1-methyl-1H-pyridin-2-one,
5-{2-[2-chloro-4-(4-fluoro-3-hydroxy-phenoxy)-phenyl]-1-hydroxy-1-trifluoromethyl-
propyl}-1-methyl-1H-pyridin-2-one,
5-[2-(2,4-dichloro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-1-methyl- 1H-pyridin-
2-one,

5-[2-(2,4-dichloro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-1-ethyl- 1H-pyridin-2-
one,
5-[2-(4-bromo-2-chloro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl|-1-methyl-1H-
pyridin-2-one,
3-(4-bromo-2-chloro-phenyl)-1,1,1-trifluoro-2-(6-methoxy-pyridin-3-yl)-butan-2-ol,
5-[2-(4-bromo-2-chloro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-1H-pyridin-2-
one,
5-[2-(4-bromo-2-chloro-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-1-ethyl-1H-
pyridin-2-one,
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5-[2-(2-chloro-5-methoxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl|-1-methyl-1H-
pyridin-2-one,
5-[2-(2,3-dichloro-4-methoxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl |- 1-methyl-
1H-pyridin-2-one,

5 5-[2-(2,3-dichloro-4-hydroxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-1-methyl-
1H-pyridin-2-one,
5-[2-(2-chloro-5-fluoro-4-methoxy-phenyl)-1-hydroxy-1-trifluoromethyl-propyl]-1-
methyl-1H-pyridin-2-one,

and pharmaceutically acceptable salts thereof.

10 21. A process for the manufacture of a compound of formula I according to any

one of claims 1 to 20, which process comprises

treating a compound of the formula II

2
R 3
a R
R1
4
AN (CH); R
|
1c
R = R1e O
R1d

wherein A, R to R!, R?, R?, R* and n are as defined herein before, with

b

15  trifluoromethyltrimethylsilane and a suitable fluoride,

to obtain a compound of the formula Ia

A (CH2)XS<
F.C OR’

wherein R’ is hydrogen, and, if desired, alkylating the compound of formula Ia

b

with methyliodide in the presence of a base such as NaH to obtain a compound of
20 formula Ib
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Ib

wherein R’ is methyl, and, if desired, converting the compound obtained into a

pharmaceutically acceptable salt.

22. Compounds according to any one of claims 1 to 20 when manufactured by a

5 process according to claim 21.

23. Pharmaceutical compositions comprising a compound according to any one of

claims 1 to 20 as well as a pharmaceutically acceptable carrier and/or adjuvant.

24. Pharmaceutical compositions according to claim 23 for the treatment and/or

prevention of diseases which are associated with glucocorticoid receptor modulation.

10 25. Compounds according to any one of claims 1 to 20 for use as therapeutically

active substances.

26. Compounds according to any one of claims 1 to 20 for use as therapeutically
active substances for the treatment and/or prevention of diseases which are associated

with glucocorticoid receptor modulation.

15 27. Compounds according to any one of claims 1 to 20 for use as therapeutically

active substances for the treatment and/or prevention of diabetes.

28. Compounds according to any one of claims 1 to 20 for use as therapeutically

active substances in combination with another antidiabetic drug.

29. A method for the treatment and/or prevention of diseases which are associated
20 with glucocorticoid receptor modulation, comprising the step of administering a
therapeutically active amount of a compound according to any one of claims 1 to 20 to a

human being or animal in need thereof.
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30. The use of compounds according to any one of claims 1 to 20 for the
preparation of medicaments for the treatment and/or prevention of diseases which are

associated with glucocorticoid receptor modulation.

31. The use according to claim 30 for the treatment and/or prevention of diabetes.

32. The novel compounds, processes and methods as well as the use of such

compounds substantially as described herein before.

X%



